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ANDA 209822
 

ANDA APPROVAL 

Teva Pharmaceuticals USA, Inc. 
400 Interpace Parkway, Building A 
Parsippany, NJ 07054 
Attention: Bernard Domnic 

Associate Director, Regulatory Affairs 

Dear Sir: 

This letter is in reference to your abbreviated new drug application (ANDA) received for review 
on December 16, 2016, submitted pursuant to section 505(j) of the Federal Food, Drug, and 
Cosmetic Act (FD&C Act) for Vigabatrin Tablets USP, 500 mg. 

Reference is also made to the complete response letter issued by this office on 
September 10, 2018, and to any amendments thereafter. 

We have completed the review of this ANDA and have concluded that adequate information has 
been presented to demonstrate that the drug is safe and effective for use as recommended in 
the submitted labeling. Accordingly, the ANDA is approved, effective on the date of this 
letter. We have determined your Vigabatrin Tablets USP, 500 mg to be bioequivalent and 
therapeutically equivalent to the reference listed drug (RLD), Sabril Tablets, 500 mg, of 
Lundbeck Pharmaceuticals, LLC. 

Under section 506A of the FD&C Act, certain changes in the conditions described in this ANDA 
require an approved supplemental application before the change may be made. 

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 

Section 505-1 of the FD&C Act authorizes FDA to require the submission of a risk 
evaluation and mitigation strategy (REMS), if FDA determines that such a strategy is 
necessary to ensure that the benefits of the drug outweigh the risks [section 505-1(a)]. 
In accordance with section 505-1(i) of the FD&C Act, a drug that is the subject of an 
ANDA under section 505(j) is subject to certain elements of the REMS required for the 
applicable listed drug. 

The details of the REMS requirements were outlined in our REMS notification letter 
dated January 11, 2017. In that letter, you were also notified that pursuant to section 
505-1(i) of the FD&C Act, a drug that is the subject of an ANDA and the listed drug it 
references must use a single, shared system for elements to assure safe use (ETASU), 
unless FDA waives that requirement. 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 

www.fda.gov 

http:www.fda.gov
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Your final proposed REMS, submitted on April 6, 2018; is approved, and will be posted 
on the FDA REMS website: http://www.fda.gov/rems 

The REMS consists of a ETASU and an implementation system. 

Your REMS must be fully operational before you introduce Vigabatrin into interstate 
commerce. 

The Vigabatrin REMS uses a shared system for the ETASU. This shared system 
REMS Program currently includes the products listed on the FDA REMS website, 
available at http://www.fda.gov/rems. Other products may be added in the future if 
additional NDAs or ANDAs are approved. 

Under section 505-1(g)(2)(C) of the FD&C Act, FDA can require the submission of a 
REMS assessment if FDA determines an assessment is needed to evaluate whether 
the REMS should be modified to ensure the benefits of the drug outweigh the risks or to 
minimize the burden on the healthcare delivery system of complying with the REMS. 

We remind you that you must include an adequate rationale to support a proposed 
REMS modification for the addition, modification, or removal of any goal or element of 
the REMS, as described in section 505-1(g)(4) of the FD&C Act. 

We also remind you that section 505-1(f)(8) of the FD&C Act prohibits holders of an 
approved covered application from using any element to assure safe use to block or 
delay approval of an application under section 505(b)(2) or (j). A violation of this 
provision in 505-1(f) could result in enforcement action. 

Prominently identify any submission containing a REMS assessment or proposed 
modifications of the REMS with the following wording in bold capital letters at the top of 
the first page of the submission as appropriate: 

ANDA 209822 REMS ASSESSMENT 

NEW SUPPLEMENT FOR ANDA 209822/S-000
 
CHANGES BEING EFFECTED IN 30 DAYS
 
PROPOSED MINOR REMS MODIFICATION 


or 

NEW SUPPLEMENT FOR ANDA 209822/S-000
 
PRIOR APPROVAL SUPPLEMENT
 
PROPOSED MAJOR REMS MODIFICATION 


U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 

www.fda.gov 

http:www.fda.gov
http://www.fda.gov/rems
http://www.fda.gov/rems
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or 

NEW SUPPLEMENT FOR ANDA 209822/S-000 
PRIOR APPROVAL SUPPLEMENT 
PROPOSED REMS MODIFICATIONS DUE TO SAFETY LABELING 
CHANGES SUBMITTED IN SUPPLEMENT XXX 

Should you choose to submit a REMS revision, prominently identify the submission 
containing the REMS revisions with the following wording in bold capital letters at the 
top of the first page of the submission: 

REMS REVISION FOR ANDA 209822 

To facilitate review of your submission, we request that you submit your proposed 
modified REMS and other REMS-related materials in Microsoft Word format. If certain 
documents, such as enrollment forms, are only in PDF format, they may be submitted 
as such, but the preference is to include as many as possible in Word format. 

SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 

In addition to submitting the proposed REMS as described above, you can also submit 
the REMS document in Structured Product Labeling (SPL) format. If you intend to 
submit the REMS document in SPL format, include the SPL file with your proposed 
REMS submission. 

For more information on submitting REMS in SPL format, please email 
REMSWebsite@fda.hhs.gov 

REPORTING REQUIREMENTS 

Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81 and 
314.98 and at section 506I of the FD&C Act. The Agency should be advised of any change in 
the marketing status of this drug or if this drug will not be available for sale after approval. In 
particular, under section 506I(b) of the FD&C Act, you are required to notify the Agency in 
writing within 180 days from the date of this letter if this drug will not be available for sale within 
180 days from the date of approval. As part of such written notification, you must include (1) the 
identity of the drug by established name and proprietary name (if any); (2) the ANDA number; 
(3) the strength of the drug; (4) the date on which the drug will be available for sale, if known; 
and (5) the reason for not marketing the drug after approval. 

PROMOTIONAL MATERIALS 

You may request advisory comments on proposed introductory advertising and promotional 
labeling materials prior to publication or dissemination. Please note that these submissions are 
voluntary. To do so, submit, in triplicate, a cover letter requesting advisory comments, the 
proposed materials in draft or mock-up form with annotated references, and the package insert 
(PI), Medication Guide, and patient PI (as applicable) to: 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 

www.fda.gov 

http:www.fda.gov
mailto:REMSWebsite@fda.hhs.gov
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OPDP Regulatory Project Manager 
Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
5901-B Ammendale Road 
Beltsville, MD 20705 

Alternatively, you may submit a request for advisory comments electronically in eCTD format. 
For more information about submitting promotional materials in eCTD format, see the draft 
Guidance for Industry (available at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 
CM443702.pdf). 

You must also submit final promotional materials and package insert(s), accompanied by a 
Form FDA 2253, at the time of initial dissemination or publication [21 CFR 314.81(b)(3)(i)]. 
Form FDA 2253 is available at 
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pdf. 
Information and Instructions for completing the form can be found at 
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf. For 
more information about submission of promotional materials to the Office of Prescription Drug 
Promotion (OPDP), see http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm. 

ANNUAL FACILITY FEES 

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions1 with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee. Self-identification must occur 
by June 1st of each year for the next fiscal year. Facility fees must be paid each year by the 
date specified in the Federal Register notice announcing facility fee amounts. 

All finished dosage forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a 
facility that has not met its obligations to self-identify or to pay fees when they are due will be 
deemed misbranded. This means that it will be a violation of federal law to ship these products 
in interstate commerce or to import them into the United States. Such violations can result in 
prosecution of those responsible, injunctions, or seizures of misbranded products. Products 
misbranded because of failure to self-identify or pay facility fees are subject to being denied 
entry into the United States. 

CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA 
automated drug registration and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, that is 
identical in content to the approved labeling (including the package insert, and any patient 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 

www.fda.gov 

http:www.fda.gov
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
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package insert and/or Medication Guide that may be required). Information on submitting SPL 
files using eLIST may be found in the guidance for industry titled “SPL Standard for Content of 
Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UC 
M072392.pdf. The SPL will be accessible via publicly available labeling repositories. 

Sincerely yours, 

{See appended electronic signature page} 

For Vincent Sansone, Pharm.D. 
Deputy Director 
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

1	 Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA II) (Public 
Law 115-52, Title III). 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 

www.fda.gov 

http:www.fda.gov
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UC


Sarah	 Digitally signed by Sarah Kurtz 
Date: 1/14/2019 07:00:21PMKurtz 
GUID: 54078879000a1b9e15dd31ed6f0343ca 
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COMPLETE RESPONSE 

Teva Pharmaceuticals USA Inc 
200 Elmora Avenue, Suite B 
Elizabeth, NJ 07207 
Attention: Janak Jadeja 

Director, Regulatory Affairs 

Dear Madam: 

This is in reference to your abbreviated new drug application (ANDA) received for review on 
December 16, 2016, submitted pursuant to section 505(j) of the Federal Food, Drug, and 
Cosmetic Act (FD&C Act), for Vigabatrin Tablet USP, 500 mg. 

We acknowledge receipt of the March 12, 2018 submission, which constituted a complete 
response to our October 12, 2017 action letter, and to any amendments thereafter. 

We have completed our review of this ANDA, as amended, and have determined that we cannot 
approve this ANDA in its present form. We have described our reasons for this action below 
and, where possible, our recommendations to address these issues. 

PHARMACEUTICAL QUALITY 

(b) (4)

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov 

http:www.fda.gov


  
  

    
     

   
 

 
 

              
              

            
              

                
      

           
        

ANDA 209822 
Page 2 

(b) (4)

PROCESS/BIOPHARMACEUTICS/FACILITY INSPECTION/BIOEQUIVALENCE/ 
LABELING/REMS 

There are no further questions for the above listed disciplines at this time. The comments 
provided in this communication are comprehensive as of the date the discipline review was 
completed. However, these comments are subject to revision if any scientific or regulatory 
division identifies additional concerns, as well as any concerns due to inspection results that 
may arise in the future. Additionally the compliance status of each facility named in the 
application may be re-evaluated upon re-submission. 

FDA publishes new and revised product-specific guidances describing the Agency’s current 
recommendations on demonstrating bioequivalence and certain other approval requirements. 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov 

http:www.fda.gov
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To ensure you are using the most accurate, sensitive, and reproducible methodology to 
demonstrate bioequivalence, as required by FDA regulations (21 CFR320.24(a)), please 
continue to monitor for the availability of new and revised product specific guidances in the 
Federal Register and on the FDA Web site at the following address: 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075207. 
htm. 

We remind you that it is your responsibility to continually monitor available labeling resources 
such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia – 
National Formulary (USP-NF) online for recent updates, and make any necessary revisions to 
your labels and labeling. It is also your responsibility to ensure that your ANDA addresses all 
listed exclusivities that claim the approved drug product. Please ensure that all exclusivities and 
patents listed in the Electronic Orange Book are addressed and updated in your application. 
Also, ensure that your labeling aligns with your patent and exclusivity statements. 

OTHER 

The resubmission to this CR letter will be considered to represent a MINOR AMENDMENT, 
given that the deficiencies have been classified as MINOR. 

Provided that the amendment contains no additional information that requires a substantial 
expenditure of resources to review, prominently identify the submission with the following 
wording in bold, capital letters at the top of the first page of the submission: 

RESUBMISSION
 
MINOR
 
COMPLETE RESPONSE AMENDMENT
 
DRUG SUBSTANCE/DRUG PRODUCT
 

Upon review of your amendment, FDA may identify information in the amendment that may 
require a change in classification and an adjustment to the goal date. 

Within one year after the date of this letter, you are required to respond by taking one of the 
actions available under 21 CFR 314.110(b). If you do not take one of these actions, we may 
consider your lack of response a request to withdraw the ANDA under 21 CFR 
314.110(c)(1). You may also request an extension of time in which to resubmit the 
application. A resubmission must fully address all the deficiencies listed. Additionally, a partial 
response to this letter will not be processed as a resubmission and will not start a new review 
cycle. 

The drug product may not be marketed without final Agency approval under section 505(j) of the 
FD&C Act. 

ANNUAL FACILITY FEES 

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions1 with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee. Self-identification must occur 
by June 1 of each year for the next fiscal year. Facility fees must be paid each year by the date 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov 

http:www.fda.gov
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075207
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specified in the Federal Register notice announcing facility fee amounts. All finished dosage 
forms or active pharmaceutical ingredients manufactured in a facility that has not met its 
obligations to self-identify or to pay fees when they are due will be deemed misbranded. This 
means that it will be a violation of federal law to ship these products in interstate commerce or 
import them into the United States. Such violations can result in prosecution of those 
responsible, injunctions, or seizures of misbranded products. Products misbranded because of 
failure to self-identify or pay facility fees are subject to being denied entry into the United States. 

In addition, we note that GDUFA requires that certain non-manufacturing sites and 
organizations listed in generic drug submissions comply with the self-identification 
requirement. The failure of any facility, site, or organization to comply with its obligation to self-
identify and/or to pay fees when due may raise significant concerns about that site or 
organization and is a factor that may increase the likelihood of a site inspection prior to 
approval. FDA does not expect to give priority to completion of inspections that are required 
simply because facilities, sites, or organizations fail to comply with the law requiring self-
identification or fee payment. 

Additionally, we note that the failure of any facility referenced in the application to self-identify 
and pay applicable fees means that FDA will not consider the GDUFA application review goal 
dates to apply to that application. 

If you have any questions, call Kimberly McCullough, Regulatory Project Manager, Division of 
Project Management, at (240) 402 - 9021. 

Sincerely yours, 

{See appended electronic signature page} 

For Denise P. Toyer McKan, PharmD 
Director, Division of Project Management 
Office of Regulatory Operations 
Office of Generic Drugs 

1 Some of these provisions were amended bythe Generic Drug User Fee Amendments of2017 (GDUFA II) 
(Public Law 115-52, Title III). 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov 

http:www.fda.gov


Mandy	 Digitally signed by Mandy Kwong 
Date: 9/10/2018 01:20:47PMKwong 
GUID: 529372550000cc96a0a98e57d06862e5 



  

  

  

  

      

   
   

  

  
 

 
 

  
 

 
  

  
 

 
 

    
 

  
 

    
 

    
  

  

 
 

  
 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring, MD 20993 

ANDA 209822 

COMPLETE RESPONSE 

Teva Pharmaceuticals USA Inc.
 
200 Elmora Avenue, Suite B
 
Elizabeth, NJ 07207
 
Attention: Janak Jadeja, R.Ph.
 

Director, Regulatory Affairs 

Dear Sir: 

This is in reference to your abbreviated new drug application (ANDA) received for review on 
December 16, 2016, submitted pursuant to section 505(j) of the Federal Food, Drug, and 
Cosmetic Act (FD&C Act), for Vigabatrin Tablet USP, 500 mg. 

Reference is also made to any amendments submitted prior to the issuance of this letter. 

We have completed our review of this ANDA, as amended, and have determined that we cannot 
approve this ANDA in its present form. We have described our reasons for this action below 
and, where possible, our recommendations to address these issues. 

PHARMACEUTICAL QUALITY 

Drug Substance 

Following this page, 2 Pages Withheld in Full as (b)(4)

(b) (4)
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(b) (4)

Biopharmaceutics 

20. Your proposed acceptance criterion of “Q=75% dissolved in 30 minutes” is permissive and 
NOT acceptable. Based on the provided dissolution data, we recommend a dissolution 
acceptance criterion of “Q= (b) 

(4)% in 15 minutes” for your proposed drug products. Note that 
sometimes dissolution Stage 2 testing, and occasional Stage 3 testing, may be needed. 

21. Submit a copy of the updated drug product specification table with the revised acceptance 
criterion for the dissolution test and update other section of your submission as appropriate. 

BIOEQUIVALENCE 

Dissolution Testing 

1.	 Per the CDER Guidance for Industry, Waiver of In Vivo Bioavailability and Bioequivalence 
Studies for Immediate-Release Solid Oral Dosage Forms Based on a Biopharmaceutics 
Classification System (BCS), May 2015, the reference listed drug (RLD) must meet the 
criteria for BCS class 1, and the test product should exhibit a similar dissolution profile to the 
reference product. The RLD dissolution does not demonstrate that the product is rapidly 
dissolving because not all units dissolve >85% in 30 minutes in water and the three other 
media tested. The f2 values comparing the test and reference product dissolution are <15; 
therefore, the test and reference product dissolution profiles are not similar and do not meet 
the BCS guidance recommendations for classification as BCS class 1. 

Medium F2 Metric for Test vs RLD 
Water (Batch#1115900057) 13.88 
Water (Batch#1115900058) 11.78 
Water (Batch#1115900060) 12.74 
0.1N HCl 13.44 
pH 4.5 Acetate Buffer 14.04 
pH 6.8 Phosphate Buffer 14.98 



ANDA209822 
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Solubility and Gastrointestinal Tract Stability Testing 

2. 	 You referenced but did not provide experimental protocol E15-47 "Evaluation of pH 
Solubility Profile and Stability Studies in Simulated Gastric Fluid (SGF) and Simulated 
Intestinal fluid (SIF) of Vigabatrin According to BCS Guidance." Please provide this 
document. 

3. 	 You referenced the assay method ltif<
4 

; however, you provided 
analytical method <bH

4 ''Vigabatrin Tablets: Assay, Content 
Unifonnity, and Blend Umtonmty for Re ease and Stability." Please identify the changes 
between the document version referenced and the version submitted. 

4. 	 Per the BCS Guidance, simulated fluids such as Gastric and Intestinal Fluids, USP are 
acceptable to use for GI stability studies. You used Simulated Gastric Fluid (SGF) and 
Simulated Intestinal Fluid (SIF) but did not include enzymes in these fluids. Per USP, SGF 
should contain pepsin, and SIF should contain pancreatin. Your SGF and SIF do not meet 
USP requirements; therefore, the GI stability results are not adequate. Please repeat your GI 
stability experiments using SGF and SIF that confo1m to USP requirements (including 
enzymes). 

Analytical Method for Solubility and Gastrointestinal Tract Stability Testing 
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(b) (4)

In Situ Rat Intestinal Perfusion Studies 
(b) (4)
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(b) (4)

Analytical Method for In Situ Rat Intestinal Permeability Studies 
(b) (4)
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(b) (4)

FDA publishes new and revised product-specific guidances describing the Agency’s current 
recommendations on demonstrating bioequivalence and certain other approval requirements. 
To ensure you are using the most accurate, sensitive, and reproducible methodology to 
demonstrate bioequivalence, as required by FDA regulations (21 CFR 320.24(a)), please 
continue to monitor for the availability of new and revised product-specific guidances in the 
Federal Register and on the FDA Web site at the following address: 
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075207. 
htm. 

LABELING 

1.	 PRESCRIBING INFORMATION 

A. Please revise your insert labeling to be in accordance with the most recently approved 
labeling for the reference-listed drug (RLD), Sabril®, NDA 020427/S-016 approved 
April 27, 2017. 

B. FULL PRESCRIBING INFORMATION 

1)	 ADVERSE REACTIONS: Please include as the second bullet “• Magnetic 
Resonance Imaging (MRI) Abnormalities in Infants [see Warnings and Precautions 
(5.3)]” 

2)	 OVERDOSAGE, 10.1 Signs, Symptoms, and Laboratory Findings of Overdosage, 
second paragraph, second sentence: Please revise “veltigo” to read “vertigo”. 

3)	 DESCRIPTION, third paragraph, first sentence: Please revise “vely” to read “very”. 

4)	 CLINICAL PHARMACOLOGY, 12.1 Mechanism of Action, first paragraph, first 
sentence:  Please revise “neurotrans1nitter” to read “neurotransmitter”. 

5)	 CLINICAL PHARMACOLOGY, 12.2 Pharmacodynamics, first paragraph: Please 
revise “a.” to read “a”. [Two instances]. 

https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075207
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6)	 CLINICAL STUDIES, 14.1 Complex Partial Seizures, first paragraph after Table 9: 
Please revise “pa1tial” to read “partial” and “pa1ticular” to read “particular”. 

2.	 MEDICATION GUIDE 

Please revise your Medication Guide to be in accordance with the most recently approved 
Medication Guide for the reference listed drug (RLD), Sabril®, NDA 020427/S-016 
approved April 27, 2017. 

Submit your revised labeling electronically. The prescribing information and any patient 
labeling should reflect the full content of the labeling as well as the planned ordering of the 
content of the labeling.  The container label and any outer packaging should reflect the content 
as well as an accurate representation of the layout, color, text size, and style. 

To facilitate review of your next submission, please provide a side-by-side comparison of your 
proposed labeling with the reference listed drug labeling with all differences annotated and 
explained. We also advise that you only address the deficiencies noted in this communication. 

However, prior to the submission of your amendment, please check labeling resources, including 
DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and 
make any necessary revisions to your labels and labeling. 

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly 
updates of new documents posted on the CDER web site at the following address – 
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 

FACILITY INSPECTION/REMS 

There are no further questions for the above listed disciplines at this time. The comments 
provided in this communication are comprehensive as of issuance. However, these comments are 
subject to revision if any scientific or regulatory division identifies additional concerns, as well 
as any concerns due to inspection results that may arise in the future.  Additionally the 
compliance status of each facility named in the application may be re-evaluated upon 
re-submission. 

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 

As described in our letter dated January 11, 2017, section 505-1 of the FD&C Act authorizes FDA to 
require the submission of a risk evaluation and mitigation strategy (REMS), if FDA determines that 
such a strategy is necessary to ensure that the benefits of the drug outweigh the risks [section 505-1(a)]. 
In accordance with section 505-1(i) of the FD&C Act, a drug that is the subject of an ANDA under 
section 505(j) is subject to certain elements of the REMS required for the applicable reference listed 
drug (RLD). 

There is an approved REMS for the applicable RLD, Sabril (vigabatrin), to ensure the benefits of the 
drug outweigh the risk of vision loss associated with vigabatrin. 

http://service.govdelivery.com/service/subscribe.html?code=USFDA_17
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We acknowledge receipt of your proposed REMS included in your June 22, 2017 submission, which 
contains elements to assure safe use, an implementation system and timetable for submission of 
assessments. 

(b) (4)

The REMS, should your application be approved, will create enforceable obligations.
 
For administrative purposes, designate the proposed REMS submission “PROPOSED REMS for
 
ANDA 209822” and all subsequent submissions related to the proposed REMS “PROPOSED REMS
 
for ANDA 209822 -AMENDMENT.”  


To facilitate review of your submission, we request that you submit your proposed REMS and other
 
REMS-related materials in Microsoft Word format. If certain documents, such as enrollment forms, 

are only in PDF format, they may be submitted as such, but the preference is to include as many as
 
possible in Word format. 


OTHER 

The resubmission to this CR letter will be considered to represent a MAJOR AMENDMENT, 
given that the deficiencies have been classified as MAJOR. 

Prominently identify the submission with the following wording in bold, capital letters at the top 
of the first page of the submission: 

RESUBMISSION 
MAJOR 
COMPLETE RESPONSE AMENDMENT 
DRUG SUBSTANCE/DRUG PRODUCT/PROCESS/BIOPHARMACEUTICS/ 
BIOEQUIVALENCE/LABELING 

Upon review of your amendment, FDA may identify information in the amendment that may 
require a change in classification and an adjustment to the goal date. 

Within one year after the date of this letter, you are required to respond by taking one of the 
actions available under 21 CFR 314.110(b).  If you do not take one of these actions, we may 
consider your lack of response a request to withdraw the ANDA under 21 CFR 
314.110(c)(1).  You may also request an extension of time in which to resubmit the 
application.  A resubmission must fully address all the deficiencies listed. Additionally, a 
partial response to this letter will not be processed as a resubmission and will not start a new 
review cycle. 

The drug product may not be marketed without final Agency approval under section 505(j) of the 
FD&C Act. 
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ANNUAL FACILITY FEES 

The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions1 with respect to self-identification of facilities and payment of 
annual facility fees. Your ANDA identifies at least one facility that is subject to the 
self-identification requirement and payment of an annual facility fee.  Self-identification must 
occur by June 1 of each year for the next fiscal year. Facility fees must be paid each year by the 
date specified in the Federal Register notice announcing facility fee amounts.  All finished 
dosage forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that 
has not met its obligations to self-identify or to pay fees when they are due will be deemed 
misbranded.  This means that it will be a violation of federal law to ship these products in 
interstate commerce or to import them into the United States. Such violations can result in 
prosecution of those responsible, injunctions, or seizures of misbranded products.  Products 
misbranded because of failure to self-identify or pay facility fees are subject to being denied 
entry into the United States. 

In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations 
listed in generic drug submissions comply with the self-identification requirement. The failure 
of any facility, site, or organization to comply with its obligation to self-identify and/or to pay 
fees when due may raise significant concerns about that site or organization and is a factor that 
may increase the likelihood of a site inspection prior to approval.  FDA does not expect to give 
priority to completion of inspections that are required simply because facilities, sites, or 
organizations fail to comply with the law requiring self identification or fee payment. 

Additionally, we note that the failure of any facility referenced in the application to self-identify 
and pay applicable fees means that FDA will not consider the GDUFA application review goal 
dates to apply to that application. 

The Electronic Common Technical Document (eCTD) is CDER’s standard format for electronic 
regulatory submissions. Beginning May 5, 2017, ANDAs must be submitted in eCTD format 
and beginning May 5, 2018, drug master files must be submitted in eCTD format. Submissions 
that do not adhere to the requirements stated in the eCTD Guidance will be subject to rejection. 
For more information, please visit: www.fda.gov/ectd. 

If you have any questions, call Kimberly McCullough, Regulatory Project Manager, Division of 
Project Management, at (240) 402-9021. 

Sincerely yours, 
{See appended electronic signature page} 
Denise P. Toyer McKan, PharmD 
Director, Division of Project Management 
Office of Regulatory Operations 
Office of Generic Drugs 

1 Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA II) (Public 
Law 115-52, Title III). 

www.fda.gov/ectd


Denise	 Digitally signed by Denise Toyer McKan 
Date: 10/12/2017 09:43:45AMToyer McKan 
GUID: 5277df670008860f7e1231f730a8684c 
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HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use 
VIGABATRIN TABLETS safely and effectively. See full prescribing 
information for VIGABATRIN TABLETS. 

VIGABATRIN tablets, for oral use 
Initial U.S. Approval: 2009 

WARNING: PERMANENT VISION LOSS 
See full prescribing information for complete boxed warning. 

	 Vigabatrin can cause permanent bilateral concentric visual field 
constriction, including tunnel vision that can result in disability. In 
some cases, vigabatrin may also decrease visual acuity (5.1). 

	 Risk increases with increasing dose and cumulative exposure, but 
there is no dose or exposure to vigabatrin known to be free of risk of 
vision loss (5.1). 

	 Risk of new and worsening vision loss continues as long as 
vigabatrin is used, and possibly after discontinuing vigabatrin (5.1). 

	 Baseline and periodic vision assessment is recommended for patients 
on vigabatrin. However, this assessment cannot always prevent 
vision damage (5.1). 

	 Vigabatrin tablets are available only through a restricted program 
called the Vigabatrin REMS Program (5.2). 

----------------------INDICATIONS AND USAGE-------------------------------
Vigabatrin tablets are indicated for the treatment of: 
	 Refractory Complex Partial Seizures as adjunctive therapy in patients 

greater than or equal to 10 years of age who have responded 
inadequately to several alternative treatments; Vigabatrin tablets are not 
indicated as a first line agent (1.1) 

---------------------DOSAGE AND ADMINISTRATION----------------------
Refractory Complex Partial Seizures 
	 Adults (17 years of age and older): Initiate at 1,000 mg/day (500 mg 

twice daily); increase total daily dose weekly in 500 mg/day increments, 
to the recommended dose of 3,000 mg/day (1,500 mg twice daily) (2.2) 

	 Pediatric (10 to 16 years of age): Initiate at 500 mg/day (250 mg twice 
daily); increase total daily dose weekly in 500 mg/day increments, to 
recommended maintenance dose of 2,000 mg/day (1,000 mg twice 
daily); dose patients weighing more than 60 kg according to adult 
recommendations (2.2) 

Renal Impairment: Dose adjustment recommended (2.4, 8.5, 8.6) 

-------------------DOSAGE FORMS AND STRENGTHS-------------------
	 Tablet: 500 mg (3) 

--------------------------CONTRAINDICATIONS------------------------------
None (4) 

----------------------WARNINGS AND PRECAUTIONS---------------------
 Abnormal MRI signal changes have been reported in some infants with 

Infantile Spasms receiving vigabatrin (5.3) 
 Suicidal behavior and ideation: Antiepileptic drugs, including vigabatrin, 

increase the risk of suicidal thoughts and behavior (5.5) 
 Withdrawal of AEDs: Taper dose to avoid withdrawal seizures (5.6) 
 Anemia: Monitor for symptoms of anemia (5.7) 
 Somnolence and fatigue: Advise patients not to drive or operate 

machinery until they have gained sufficient experience on vigabatrin 
(5.8) 

----------------------------ADVERSE REACTIONS-----------------------------
Refractory Complex Partial Seizures
 
Most common adverse reactions in controlled studies include (incidence 

greater than or equal to 5% over placebo): 

 Adults: in addition to permanent vision loss, fatigue, somnolence, 


nystagmus, tremor, blurred vision, memory impairment, weight gain, 
arthralgia, abnormal coordination, and confusional state (6.1) 

 Pediatric patients (10 to 16 years of age): weight gain, upper respiratory 
tract infection, tremor, fatigue, aggression, and diplopia (6.1) 

To report SUSPECTED ADVERSE REACTIONS, contact Teva 
Pharmaceuticals USA, Inc. at 1-888-838-2872 or FDA at 1-800-FDA-1088 
or www.fda.gov/medwatch. 

----------------------------DRUG INTERACTIONS------------------------------
Decreased phenytoin plasma levels: dosage adjustment may be needed (7.1) 

----------------------USE IN SPECIFIC POPULATIONS-----------------------
 Pregnancy: Based on animal data, may cause fetal harm (8.1) 
 Nursing Mothers: Vigabatrin is excreted in human milk (8.3) 

See 17 for PATIENT COUNSELING INFORMATION and Medication 
Guide. 

Revised: 8/2018 
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FULL PRESCRIBING INFORMATION 


WARNING: PERMANENT VISION LOSS 

	 Vigabatrin can cause permanent bilateral concentric visual field constriction, including tunnel vision 

that can result in disability. In some cases, vigabatrin also can damage the central retina and may 
decrease visual acuity [see Warnings and Precautions (5.1)]. 

	 The onset of vision loss from vigabatrin is unpredictable, and can occur within weeks of starting 
treatment or sooner, or at any time after starting treatment, even after months or years. 

	 Symptoms of vision loss from vigabatrin are unlikely to be recognized by patients or caregivers before 
vision loss is severe.

      Vision loss of milder severity, while often unrecognized by the patient or caregiver, can still adversely 
affect function. 

	 The risk of vision loss increases with increasing dose and cumulative exposure, but there is no dose or 
exposure known to be free of risk of vision loss.  

	 Vision assessment is recommended at baseline (no later than 4 weeks after starting vigabatrin), at 
least every 3 months during therapy, and about 3 to 6 months after the discontinuation of therapy. 

	 Once detected, vision loss due to vigabatrin is not reversible. It is expected that, even with frequent 
monitoring, some patients will develop severe vision loss. 

	 Consider drug discontinuation, balancing benefit and risk, if vision loss is documented. 
	 Risk of new or worsening vision loss continues as long as vigabatrin is used. It is possible that vision 

loss can worsen despite discontinuation of vigabatrin. 
	 Because of the risk of vision loss, vigabatrin should be withdrawn from patients with refractory 

complex partial seizures who fail to show substantial clinical benefit within 3 months of initiation and 
within 2 to 4 weeks of initiation for patients with infantile spasms, or sooner if treatment failure 
becomes obvious. Patient response to and continued need for vigabatrin should be periodically 
reassessed. 

	 Vigabatrin should not be used in patients with, or at high risk of, other types of irreversible vision loss 
unless the benefits of treatment clearly outweigh the risks. 

	 Vigabatrin should not be used with other drugs associated with serious adverse ophthalmic effects 
such as retinopathy or glaucoma unless the benefits clearly outweigh the risks. 

	 Use the lowest dosage and shortest exposure to vigabatrin consistent with clinical objectives [see 
Dosage and Administration (2.1)]. 

Because of the risk of permanent vision loss, vigabatrin is available only through a restricted program 
under a Risk Evaluation and Mitigation Strategy (REMS) called the Vigabatrin REMS Program [see 
Warnings and Precautions (5.2)]. Further information is available at www.vigabatrinREMS.com or 
1-866-244-8175. 

1 INDICATIONS AND USAGE 
1.1 Refractory Complex Partial Seizures (CPS) 
Vigabatrin tablets are indicated as adjunctive therapy for adults and pediatric patients 10 years of age and older 
with refractory complex partial seizures who have inadequately responded to several alternative treatments and 
for whom the potential benefits outweigh the risk of vision loss [see Warnings and Precautions (5.1)]. 
Vigabatrin tablets are not indicated as a first line agent for complex partial seizures. 
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2 DOSAGE AND ADMINISTRATION 
2.1 Important Dosing and Administration Instructions 
Dosing 
Use the lowest dosage and shortest exposure to vigabatrin tablets consistent with clinical objectives [see 
Warnings and Precautions (5.1)]. 

The vigabatrin tablet dosing regimen depends on the age group and weight [see Dosage and Administration 

(2.2,)]. Patients with impaired renal function require dose adjustment [see Dosage and Administration (2.4)]. 


Vigabatrin tablets and powder for oral solution are bioequivalent. Either tablet or powder can be used for CPS.  


Monitoring of vigabatrin plasma concentrations to optimize therapy is not helpful.  


Administration 

Vigabatrin tablets are given orally with or without food. 


If a decision is made to discontinue vigabatrin tablets, the dose should be gradually reduced [see Dosage and 
Administration (2.2) and Warnings and Precautions (5.6)]. 

2.2 Refractory Complex Partial Seizures 
Adults (Patients 17 Years of Age and Older) 
Treatment should be initiated at 1,000 mg/day (500 mg twice daily). Total daily dose may be increased in 500 
mg increments at weekly intervals, depending on response. The recommended dose of vigabatrin tablets in 
adults is 3,000 mg/day (1,500 mg twice daily). A 6,000 mg/day dose has not been shown to confer additional 
benefit compared to the 3,000 mg/day dose and is associated with an increased incidence of adverse events. 

In controlled clinical studies in adults with complex partial seizures, vigabatrin was tapered by decreasing the 
daily dose 1,000 mg/day on a weekly basis until discontinued [see Warnings and Precautions (5.6)]. 

Pediatric (Patients 10 to 16 Years of Age) 
Treatment is based on body weight as shown in Table 1. Treatment should be initiated at a total daily dose of 
500 mg/day (250 mg twice daily) and may be increased weekly in 500 mg/day increments to a total 
maintenance dose of 2,000 mg/day (1,000 mg twice daily). Patients weighing more than 60 kg should be dosed 
according to adult recommendations. 

Table 1. Pediatric CPS Dosing Recommendations
 Total Daily* Total Daily* 

Body Weight Starting Dose Maintenance Dose† 

[kg] [mg/day] [mg/day] 
25 to 60†† 500 2,000 

*Administered in two divided doses. 
†Maintenance dose is based on 3,000 mg/day adult-equivalent dose
†† Patients weighing more than 60 kg should be dosed according to adult 
recommendations 

In patients with refractory complex partial seizures, vigabatrin tablets should be withdrawn if a substantial 
clinical benefit is not observed within 3 months of initiating treatment. If, in the clinical judgment of the 
prescriber, evidence of treatment failure becomes obvious earlier than 3 months, treatment should be 
discontinued at that time [see Warnings and Precautions (5.1)]. 
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In a controlled study in pediatric patients with complex partial seizures, vigabatrin tablets were tapered by 
decreasing the daily dose by one third every week for three weeks [see Warnings and Precautions (5.6)]. 

2.4 Patients with Renal Impairment 
Vigabatrin is primarily eliminated through the kidney. 

Adult and pediatric patients 10 years and older 
 Mild renal impairment (CLcr greater than 50 to 80 mL/min): dose should be decreased by 25% 
 Moderate renal impairment (CLcr greater than 30 to 50 mL/min): dose should be decreased by 50% 
 Severe renal impairment (CLcr greater than 10 to 30 mL/min): dose should be decreased by 75% 

CLcr in mL/min may be estimated from serum creatinine (mg/dL) using the following formulas: 
 Patients 10 to less than 12 years old: CLcr (mL/min/1.73 m2) = (K × Ht) / Scr 

height (Ht) in cm; serum creatinine (Scr) in mg/dL 
   K (proportionality constant): Female Child (less than 12 years): K=0.55;  

Male Child (less than 12 years): K=0.70 

	 Adult and pediatric patients 12 years or older: CLcr (mL/min) = [140-age (years)] × weight (kg) / 
[72 × serum creatinine (mg/dL)] (×0.85 for female patients) 

The effect of dialysis on vigabatrin clearance has not been adequately studied [see Clinical Pharmacology 
(12.3) and Use in Specific Populations (8.6)]. 

3 DOSAGE FORMS AND STRENGTHS 
Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 

500 mg — Each white to off-white, film-coated, oval biconvex tablet functionally-scored on one side and 
debossed with A314 on the other side contains 500 mg of vigabatrin, USP.  

4 CONTRAINDICATIONS 
None. 

5 WARNINGS AND PRECAUTIONS 
5.1 Permanent Vision Loss 
Vigabatrin can cause permanent vision loss. Because of this risk and because, when it is effective, vigabatrin 
provides an observable symptomatic benefit; patient response and continued need for treatment should be 
periodically assessed. 

Based upon adult studies, 30 percent or more of patients can be affected with bilateral concentric visual field 
constriction ranging in severity from mild to severe. Severe cases may be characterized by tunnel vision to 
within 10 degrees of visual fixation, which can result in disability. In some cases, vigabatrin also can damage 
the central retina and may decrease visual acuity. Symptoms of vision loss from vigabatrin are unlikely to be 
recognized by patients or caregivers before vision loss is severe. Vision loss of milder severity, while often 
unrecognized by the patient or caregiver, can still adversely affect function. 

Because assessing vision may be difficult in children, the frequency and extent of vision loss is poorly 
characterized in these patients. For this reason, the understanding of the risk is primarily based on the adult 
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experience. The possibility that vision loss from vigabatrin may be more common, more severe, or have more 
severe functional consequences in children than in adults cannot be excluded. 

The onset of vision loss from vigabatrin is unpredictable, and can occur within weeks of starting treatment or 
sooner, or at any time after starting treatment, even after months or years. 

The risk of vision loss increases with increasing dose and cumulative exposure, but there is no dose or exposure 
known to be free of risk of vision loss. 

In patients with refractory complex partial seizures, vigabatrin should be withdrawn if a substantial clinical 
benefit is not observed within 3 months of initiating treatment. If, in the clinical judgment of the prescriber, 
evidence of treatment failure becomes obvious earlier than 3 months, treatment should be discontinued at that 
time [see Dosage and Administration (2.2) and Warnings and Precautions (5.6)]. 

Vigabatrin should not be used in patients with, or at high risk of, other types of irreversible vision loss unless 
the benefits of treatment clearly outweigh the risks. The interaction of other types of irreversible vision damage 
with vision damage from vigabatrin has not been well-characterized, but is likely adverse. 

Vigabatrin should not be used with other drugs associated with serious adverse ophthalmic effects such as 
retinopathy or glaucoma unless the benefits clearly outweigh the risks. 

Monitoring of Vision 
Monitoring of vision by an ophthalmic professional with expertise in visual field interpretation and the ability to 
perform dilated indirect ophthalmoscopy of the retina is recommended [see Warnings and Precautions (5.2)]. 
For patients receiving vigabatrin, vision assessment is recommended at baseline (no later than 4 weeks after 
starting vigabatrin), at least every 3 months while on therapy, and about 3 to 6 months after the discontinuation 
of therapy. The diagnostic approach should be individualized for the patient and clinical situation. 

In adults and cooperative pediatric patients, perimetry is recommended, preferably by automated threshold 
visual field testing. Additional testing may also include electrophysiology (e.g., electroretinography [ERG]), 
retinal imaging (e.g., optical coherence tomography [OCT]), and/or other methods appropriate for the patient. In 
patients who cannot be tested, treatment may continue according to clinical judgment, with appropriate patient 
counseling. Because of variability, results from ophthalmic monitoring must be interpreted with caution, and 
repeat assessment is recommended if results are abnormal or uninterpretable. Repeat assessment in the first few 
weeks of treatment is recommended to establish if, and to what degree, reproducible results can be obtained, 
and to guide selection of appropriate ongoing monitoring for the patient. 

The onset and progression of vision loss from vigabatrin is unpredictable, and it may occur or worsen 
precipitously between assessments. Once detected, vision loss due to vigabatrin is not reversible. It is expected 
that even with frequent monitoring, some vigabatrin patients will develop severe vision loss. Consider drug 
discontinuation, balancing benefit and risk, if vision loss is documented. It is possible that vision loss can 
worsen despite discontinuation of vigabatrin. 

5.2 Vigabatrin REMS Program 
Vigabatrin tablets are available only through a restricted distribution program called the Vigabatrin REMS 
Program, because of the risk of permanent vision loss. 

Notable requirements of the Vigabatrin REMS Program include the following: 
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 Prescribers must be certified by enrolling in the program, agreeing to counsel patients on the risk of vision 
loss and the need for periodic monitoring of vision, and reporting any event suggestive of vision loss to 
Teva Pharmaceuticals USA, Inc. 

 Patients must enroll in the program. 
 Pharmacies must be certified and must only dispense to patients authorized to receive vigabatrin tablets. 

Further information is available at www.vigabatrinREMS.com or call 1-866-244-8175. 

5.3 Magnetic Resonance Imaging (MRI) Abnormalities in Infants 
Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric 
pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants 
treated with vigabatrin for infantile spasms. In a retrospective epidemiologic study in infants with IS (N=205), 
the prevalence of these changes was 22% in vigabatrin treated patients versus 4% in patients treated with other 
therapies. 

In the study above, in post marketing experience, and in published literature reports, these changes generally 
resolved with discontinuation of treatment. In a few patients, the lesion resolved despite continued use. It has 
been reported that some infants exhibited coincident motor abnormalities, but no causal relationship has been 
established and the potential for long-term clinical sequelae has not been adequately studied. 

Neurotoxicity (brain histopathology and neurobehavioral abnormalities) was observed in rats exposed to 
vigabatrin during late gestation and the neonatal and juvenile periods of development, and brain 
histopathological changes were observed in dogs exposed to vigabatrin during the juvenile period of 
development. The relationship between these findings and the abnormal MRI findings in infants treated with 
vigabatrin for infantile spasms is unknown [see Warnings and Precautions (5.4) and Use in Specific 
Populations (8.1)]. 

The specific pattern of signal changes observed in IS patients was not observed in older pediatric and adult 
patients treated with vigabatrin for refractory CPS. In a blinded review of MRI images obtained in prospective 
clinical trials in patients with refractory CPS 3 years and older (N=656), no difference was observed in 
anatomic distribution or prevalence of MRI signal changes between vigabatrin treated and placebo treated 
patients. 

For adults treated with vigabatrin, routine MRI surveillance is unnecessary as there is no evidence that 
vigabatrin causes MRI changes in this population. 

5.4 Neurotoxicity 
Vacuolation, characterized by fluid accumulation and separation of the outer layers of myelin, has been 
observed in brain white matter tracts in adult and juvenile rats and adult mice, dogs, and possibly monkeys 
following administration of vigabatrin. This lesion, referred to as intramyelinic edema (IME), was seen in 
animals at doses within the human therapeutic range. A no-effect dose was not established in rodents or dogs. In 
the rat and dog, vacuolation was reversible following discontinuation of vigabatrin treatment, but, in the rat, 
pathologic changes consisting of swollen or degenerating axons, mineralization, and gliosis were seen in brain 
areas in which vacuolation had been previously observed. Vacuolation in adult animals was correlated with 
alterations in MRI and changes in visual and somatosensory evoked potentials (EP). 

Administration of vigabatrin to rats during the neonatal and juvenile periods of development produced vacuolar 
changes in the brain gray matter (including the thalamus, midbrain, deep cerebellar nuclei, substantia nigra, 
hippocampus, and forebrain) which are considered distinct from the IME observed in vigabatrin treated adult 
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animals. Decreased myelination and evidence of oligodendrocyte injury were additional findings in the brains 
of vigabatrin-treated rats. An increase in apoptosis was seen in some brain regions following vigabatrin 
exposure during the early postnatal period. Long-term neurobehavioral abnormalities (convulsions, neuromotor 
impairment, learning deficits) were also observed following vigabatrin treatment of young rats. Administration 
of vigabatrin to juvenile dogs produced vacuolar changes in the brain gray matter (including the septal nuclei, 
hippocampus, hypothalamus, thalamus, cerebellum, and globus pallidus). Neurobehavioral effects of vigabatrin 
were not assessed in the juvenile dog. These effects in young animals occurred at doses lower than those 
producing neurotoxicity in adult animals and were associated with plasma vigabatrin levels substantially lower 
than those achieved clinically in infants and children [see Use in Specific Populations (8.1, 8.4)]. 

In a published study, vigabatrin (200, 400 mg/kg/day) induced apoptotic neurodegeneration in the brain of 
young rats when administered by intraperitoneal injection on postnatal days 5 to 7. 

Administration of vigabatrin to female rats during pregnancy and lactation at doses below those used clinically 
resulted in hippocampal vacuolation and convulsions in the mature offspring. 

Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric 
pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants 
treated for IS with vigabatrin. Studies of the effects of vigabatrin on MRI and EP in adult epilepsy patients have 
demonstrated no clear-cut abnormalities [see Warnings and Precautions (5.3)]. 

5.5 Suicidal Behavior and Ideation 
Antiepileptic drugs (AEDs), including vigabatrin, increase the risk of suicidal thoughts or behavior in patients 
taking these drugs for any indication. Patients treated with any AED for any indication should be monitored for 
the emergence or worsening of depression, suicidal thoughts or behavior, and/or any unusual changes in mood 
or behavior. 

Pooled analyses of 199 placebo-controlled clinical trials (mono- and adjunctive-therapy) of 11 different AEDs 
showed that patients randomized to one of the AEDs had approximately twice the risk (adjusted Relative Risk 
1.8, 95% CI: 1.2, 2.7) of suicidal thinking or behavior compared to patients randomized to placebo. In these 
trials, which had a median treatment duration of 12 weeks, the estimated incidence rate of suicidal behavior or 
ideation among 27,863 AED treated patients was 0.43%, compared to 0.24% among 16,029 placebo treated 
patients, representing an increase of approximately one case of suicidal thinking or behavior for every 530 
patients treated. There were four suicides in drug treated patients in the trials and none in placebo treated 
patients, but the number is too small to allow any conclusion about drug effect on suicide. 

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as one week after starting 
drug treatment with AEDs and persisted for the duration of treatment assessed. Because most trials included in 
the analysis did not extend beyond 24 weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could 
not be assessed. 

The risk of suicidal thoughts or behavior was generally consistent among drugs in the data analyzed. The 
finding of increased risk with AEDs of varying mechanisms of action and across a range of indications suggests 
that the risk applies to all AEDs used for any indication. The risk did not vary substantially by age (5 to  
100 years) in the clinical trials analyzed. Table 4 shows absolute and relative risk by indication for all evaluated 
AEDs. 

7 




 

 
 

 
 
 

 

 
 

 

 
 

 

  
 

 

 

 

    
    
    
    

 

 

 

 

 

 

 

 
 

 

Table 4. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis 

Indication 
Placebo Patients 
with Events per 
1,000 Patients 

Drug Patients 
with Events per 
1,000 Patients 

Relative Risk: 
Incidence of Drug 

Events in Drug 
Patients/Incidence 
in Placebo Patients 

Risk Difference: 
Additional Drug Patients 

with Events per 1,000 
Patients 

Epilepsy
Psychiatric 
Other
Total

 1.0 
5.7 

 1.0 
 2.4 

3.4 
8.5 
1.8 
4.3 

3.5 
1.5 
1.9 
1.8 

2.4 
2.9 
0.9 
1.9 

The relative risk for suicidal thoughts or behavior was higher in clinical trials for epilepsy than in clinical trials 
for psychiatric or other conditions, but the absolute risk differences were similar for the epilepsy and psychiatric 
indications. 

Anyone considering prescribing vigabatrin or any other AED must balance the risk of suicidal thoughts or 
behavior with the risk of untreated illness. Epilepsy and many other illnesses for which AEDs are prescribed are 
themselves associated with morbidity and mortality and an increased risk of suicidal thoughts and behavior. 
Should suicidal thoughts and behavior emerge during treatment, the prescriber needs to consider whether the 
emergence of these symptoms in any given patient may be related to the illness being treated. 

Patients, their caregivers, and families should be informed that AEDs increase the risk of suicidal thoughts and 
behavior and should be advised of the need to be alert for the emergence or worsening of the signs and 
symptoms of depression, any unusual changes in mood or behavior, or the emergence of suicidal thoughts, 
behavior, or thoughts about self-harm. Behaviors of concern should be reported immediately to healthcare 
providers. 

5.6 Withdrawal of Antiepileptic Drugs (AEDs) 
As with all AEDs, vigabatrin should be withdrawn gradually. However, if withdrawal is needed because of a 
serious adverse event, rapid discontinuation can be considered. Patients and caregivers should be told not to 
suddenly discontinue vigabatrin therapy. 

In controlled clinical studies in adults with complex partial seizures, vigabatrin was tapered by decreasing the 
daily dose 1,000 mg/day on a weekly basis until discontinued. 

In a controlled study in pediatric patients with complex partial seizures, vigabatrin was tapered by decreasing 
the daily dose by one third every week for three weeks. 

5.7 Anemia 
In North American controlled trials in adults, 6% of patients (16/280) receiving vigabatrin and 2% of patients 
(3/188) receiving placebo had adverse events of anemia and/or met criteria for potentially clinically important 
hematology changes involving hemoglobin, hematocrit, and/or RBC indices. Across U.S. controlled trials, there 
were mean decreases in hemoglobin of about 3% and 0% in vigabatrin and placebo treated patients, 
respectively, and a mean decrease in hematocrit of about 1% in vigabatrin treated patients compared to a mean 
gain of about 1% in patients treated with placebo. 

In controlled and open label epilepsy trials in adults and pediatric patients, 3 vigabatrin patients (0.06%, 3/4855) 
discontinued for anemia and 2 vigabatrin patients experienced unexplained declines in hemoglobin to below  
8 g/dL and/or hematocrit below 24%. 
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5.8 Somnolence and Fatigue 
Vigabatrin causes somnolence and fatigue. Patients should be advised not to drive a car or operate other 
complex machinery until they are familiar with the effects of vigabatrin on their ability to perform such 
activities. 

Pooled data from two vigabatrin controlled trials in adults demonstrated that 24% (54/222) of vigabatrin 
patients experienced somnolence compared to 10% (14/135) of placebo patients. In those same studies, 28% of 
vigabatrin patients experienced fatigue compared to 15% (20/135) of placebo patients. Almost 1% of vigabatrin 
patients discontinued from clinical trials for somnolence and almost 1% discontinued for fatigue. 

Pooled data from three vigabatrin controlled trials in pediatric patients demonstrated that 6% (10/165) of 
vigabatrin patients experienced somnolence compared to 5% (5/104) of placebo patients. In those same studies, 
10% (17/165) of vigabatrin patients experienced fatigue compared to 7% (7/104) of placebo patients. No 
vigabatrin patients discontinued from clinical trials due to somnolence or fatigue. 

5.9 Peripheral Neuropathy 
Vigabatrin causes symptoms of peripheral neuropathy in adults. Pediatric clinical trials were not designed to 
assess symptoms of peripheral neuropathy, but observed incidence of symptoms based on pooled data from 
controlled pediatric studies appeared similar for pediatric patients on vigabatrin and placebo. In a pool of North 
American controlled and uncontrolled epilepsy studies, 4.2% (19/457) of vigabatrin patients developed signs 
and/or symptoms of peripheral neuropathy. In the subset of North American placebo-controlled epilepsy trials, 
1.4% (4/280) of vigabatrin treated patients and no (0/188) placebo patients developed signs and/or symptoms of 
peripheral neuropathy. Initial manifestations of peripheral neuropathy in these trials included, in some 
combination, symptoms of numbness or tingling in the toes or feet, signs of reduced distal lower limb vibration 
or position sensation, or progressive loss of reflexes, starting at the ankles. Clinical studies in the development 
program were not designed to investigate peripheral neuropathy systematically and did not include nerve 
conduction studies, quantitative sensory testing, or skin or nerve biopsy. There is insufficient evidence to 
determine if development of these signs and symptoms was related to duration of vigabatrin treatment, 
cumulative dose, or if the findings of peripheral neuropathy were completely reversible upon discontinuation of 
vigabatrin. 

5.10 Weight Gain 
Vigabatrin causes weight gain in adult and pediatric patients. 

Data pooled from randomized controlled trials in adults found that 17% (77/443) of vigabatrin patients versus 
8% (22/275) of placebo patients gained greater than or equal to 7% of baseline body weight. In these same 
trials, the mean weight change among vigabatrin patients was 3.5 kg compared to 1.6 kg for placebo patients. 

Data pooled from randomized controlled trials in pediatric patients with refractory complex partial seizures 
found that 47% (77/163) of vigabatrin patients versus 19% (19/102) of placebo patients gained greater than or 
equal to 7% of baseline body weight. 

In all epilepsy trials, 0.6% (31/4855) of vigabatrin patients discontinued for weight gain. The long term effects 
of vigabatrin related weight gain are not known. Weight gain was not related to the occurrence of edema. 

5.11 Edema 
Vigabatrin causes edema in adults. Pediatric clinical trials were not designed to assess edema, but observed 
incidence of edema based pooled data from controlled pediatric studies appeared similar for pediatric patients 
on vigabatrin and placebo. 
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Pooled data from controlled trials demonstrated increased risk among vigabatrin patients compared to placebo 
patients for peripheral edema (vigabatrin 2%, placebo 1%), and edema (vigabatrin 1%, placebo 0%). In these 
studies, one vigabatrin and no placebo patients discontinued for an edema related AE. In adults, there was no 
apparent association between edema and cardiovascular adverse events such as hypertension or congestive heart 
failure. Edema was not associated with laboratory changes suggestive of deterioration in renal or hepatic 
function. 

6 ADVERSE REACTIONS 
The following serious and otherwise important adverse reactions are described elsewhere in labeling: 

 Permanent Vision Loss [see BOXED WARNING and Warnings and Precautions (5.1)] 
 Magnetic Resonance Imaging (MRI) Abnormalities in Infants [see Warnings and Precautions (5.3)] 
 Neurotoxicity [see Warnings and Precautions (5.4)] 
 Suicidal Behavior and Ideation [see Warnings and Precautions (5.5)] 
 Withdrawal of Antiepileptic Drugs (AEDs) [see Warnings and Precautions (5.6)] 
 Anemia [see Warnings and Precautions (5.7)] 
 Somnolence and Fatigue [see Warnings and Precautions (5.8)] 
 Peripheral Neuropathy [see Warnings and Precautions (5.9)] 
 Weight Gain [see Warnings and Precautions (5.10)] 
 Edema [see Warnings and Precautions (5.11)] 

6.1 Clinical Trial Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice. 

In U.S. and primary non-U.S. clinical studies of 4,079 vigabatrin treated patients, the most common (greater 
than or equal to 5%) adverse reactions associated with the use of vigabatrin in combination with other AEDs 
were headache, somnolence, fatigue, dizziness, convulsion, nasopharyngitis, weight gain, upper respiratory tract 
infection, visual field defect, depression, tremor, nystagmus, nausea, diarrhea, memory impairment, insomnia, 
irritability, abnormal coordination, blurred vision, diplopia, vomiting, influenza, pyrexia, and rash. 

The adverse reactions most commonly associated with vigabatrin treatment discontinuation in greater than or 
equal to 1% of patients were convulsion and depression. 

Refractory Complex Partial Seizures 
Adults 
Table 5 lists the adverse reactions that occurred in greater than or equal to 2% and more than one patient per 
vigabatrin treated group and that occurred more frequently than in placebo patients from 2 U.S. add-on clinical 
studies of refractory CPS in adults. 

Table 5. Adverse Reactions in Pooled, Add-On Trials in Adults with Refractory Complex Partial 
Seizures 

Vigabatrin Dosage 
(mg/day) 

3000 6000 Placebo 
Body System 

Adverse Reaction 
[N=134] 

% 
[N=43] 

% 
[N=135] 

% 
Ear Disorders 

Tinnitus 2 0 1 
Vertigo 2 5 1 
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Eye Disorders
    Blurred vision 13 16 5 

Diplopia 7 16 3 
Asthenopia 2 2 0 
Eye pain 0 5 0 

Gastrointestinal Disorders 
Diarrhea 10 16 7 
Nausea 10 2 8 
Vomiting 7 9 6 

    Constipation 8 5 3 
Upper abdominal pain 5 5 1 
Dyspepsia 4 5 3 
Stomach discomfort 4 2 1 
Abdominal pain 3 2 1 
Toothache 2 5 2 
Abdominal distension 2 0 1 

General Disorders 
Fatigue 23 40 16 
Gait disturbance 6 12 7 
Asthenia 5 7 1 
Edema peripheral 5 7 1 
Fever 4 7 3 

    Chest pain 1 5 1 
Thirst 2 0 0 
Malaise 0 5 0 

Infections 
Nasopharyngitis 14 9 10 
Upper respiratory tract infection 7 9 6 
Influenza 5 7 4 
Urinary tract infection 4 5 0 

    Bronchitis 0 5 1 
Injury
    Contusion 3 5 2 
    Joint sprain 1 2 1 
    Muscle strain 1 2 1 

Wound secretion 0 2 0 
Metabolism and Nutrition Disorders 

Increased appetite 1 5 1 
Weight gain 6 14 3 

Musculoskeletal Disorders 
Arthralgia 10 5 3

    Back pain 4 7 2 
Pain in extremity 6 2 4 

    Myalgia 3 5 1 
    Muscle twitching 1 9 1 
    Muscle spasms 3 0 1 
Nervous System Disorders 

Headache 33 26 31 
Somnolence 22 26 13 
Dizziness 24 26 17 
Nystagmus 13 19 9 
Tremor 15 16 8

    Memory impairment 7 16 3 
Abnormal coordination 7 16 2 
Disturbance in attention 9 0 1 
Sensory disturbance 4 7 2 
Hyporeflexia 4 5 1 
Paraesthesia 7 2 1 
Lethargy 4 7 2 
Hyperreflexia 4 2 3 

11 




 

    
    
     
    
    
    

    
      
     

    
    
        
    
     
        
    
     

    
    
    

     
     

 
    
     

 
   

 

 

 
   

  
 

 
    

   
       

   
   

     
       

   
     

   
     
       
     

   
        

   
     
     

Hypoaesthesia 4 5 1 
Sedation 4 0 0 
Status epilepticus 2 5 0 
Dysarthria 2 2 1 
Postictal state 2 0 1 
Sensory loss 0 5 0 

Psychiatric Disorders 
Irritability 7 23 7 
Depression 6 14 3 

    Confusional state 4 14 1 
Anxiety 4 0 3 
Depressed mood 5 0 1 
Abnormal thinking 3 7 0 
Abnormal behavior 3 5 1 
Expressive language disorder 1 7 1 
Nervousness 2 5 2 
Abnormal dreams 1 5 1 

Reproductive System 
Dysmenorrhea 9 5 3 
Erectile dysfunction 0 5 0 

Respiratory and Thoracic Disorders 
Pharyngolaryngeal pain 7 14 5 

    Cough 2 14 7 
Pulmonary congestion 0 5 1 
Sinus headache 6 2 1 

Skin and Subcutaneous Tissue 
Disorders

 Rash 4 5 4 

Pediatrics 10 to 16 years of age 
Table 6 lists adverse reactions from controlled clinical studies of pediatric patients receiving vigabatrin or 
placebo as add-on therapy for refractory complex partial seizures. Adverse reactions that are listed occurred in 
at least 2% of vigabatrin treated patients and more frequently than placebo. The median vigabatrin dose was 
49.4 mg/kg (range of 8.0 to 105.9 mg/kg). 

Table 6. Adverse Reactions in Pooled, Add-On Trials in Pediatric Patients 10 
to 16 Years of Age with Refractory Complex Partial Seizures 
 All Vigabatrin Placebo 
Body System [N=109] [N=46] 

Adverse Reaction % % 
Eye Disorders 

Diplopia 5 0
    Blurred vision 3 0 
Gastrointestinal Disorders 

Diarrhea 6 2 
Upper abdominal pain 3 0

    Constipation 3 2 
General Disorders 

Fatigue 9 4 
Infections and Infestations 

Upper respiratory tract infection 10 4 
Influenza 6 2 
Otitis media 6 2 

Investigations 
Weight gain 17 2 

Nervous System Disorders 
Somnolence 6 2 
Tremor 6 0 
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Nystagmus 5 2 
Psychomotor hyperactivity 4 2 

Psychiatric Disorders 
Abnormal behavior 6 2 
Aggression 5 0 
Disorientation 4 0 

Reproduction and Breast Disorders 
Dysmenorrhea 3 0 

Skin and Subcutaneous Tissue Disorders 
Acne 3 0 

6.2 Postmarketing Experience 
The following adverse reactions have been reported during post approval use of vigabatrin worldwide. All 
adverse reactions that are not listed above as adverse reactions reported in clinical trials, that are not relatively 
common in the population and are not too vague to be useful are listed in this section. These reactions are 
reported voluntarily from a population of uncertain size; therefore, it is not possible to estimate their frequency 
or establish a causal relationship to drug exposure. Adverse reactions are categorized by system organ class. 

Birth Defects: Congenital cardiac defects, congenital external ear anomaly, congenital hemangioma, congenital 
hydronephrosis, congenital male genital malformation, congenital oral malformation, congenital vesicoureteric 
reflux, dentofacial anomaly, dysmorphism, fetal anticonvulsant syndrome, hamartomas, hip dysplasia, limb 
malformation, limb reduction defect, low set ears, renal aplasia, retinitis pigmentosa, supernumerary nipple, 
talipes 

Ear Disorders: Deafness 

Endocrine Disorders: Delayed puberty 

Gastrointestinal Disorders: Gastrointestinal hemorrhage, esophagitis 

General Disorders: Developmental delay, facial edema, malignant hyperthermia, multi-organ failure 

Hepatobiliary Disorders: Cholestasis 

Nervous System Disorders: Dystonia, encephalopathy, hypertonia, hypotonia, muscle spasticity, myoclonus, 
optic neuritis, dyskinesia 

Psychiatric Disorders: Acute psychosis, apathy, delirium, hypomania, neonatal agitation, psychotic disorder 

Respiratory Disorders: Laryngeal edema, pulmonary embolism, respiratory failure, stridor 

Skin and Subcutaneous Tissue Disorders: Angioedema, maculo-papular rash, pruritus, Stevens-Johnson 
syndrome (SJS), toxic epidermal necrolysis (TEN), alopecia 

7 DRUG INTERACTIONS 
7.1 Antiepileptic Drugs 
Phenytoin 
Although phenytoin dose adjustments are not routinely required, dose adjustment of phenytoin should be 
considered if clinically indicated, since vigabatrin may cause a moderate reduction in total phenytoin plasma 
levels [see Clinical Pharmacology (12.3)]. 

13 




 

 

 

 

 

 

 

 

 

 

 

Clonazepam 
Vigabatrin may moderately increase the Cmax of clonazepam resulting in an increase of clonazepam-associated 
adverse reactions [see Clinical Pharmacology (12.3)]. 

Other AEDs 
There are no clinically significant pharmacokinetic interactions between vigabatrin and either phenobarbital or 
sodium valproate. Based on population pharmacokinetics, carbamazepine, clorazepate, primidone, and sodium 
valproate appear to have no effect on plasma concentrations of vigabatrin [see Clinical Pharmacology (12.3)]. 

7.2 Oral Contraceptives 
Vigabatrin is unlikely to affect the efficacy of steroid oral contraceptives [see Clinical Pharmacology (12.3)]. 

7.3 Drug-Laboratory Test Interactions 
Vigabatrin decreases alanine transaminase (ALT) and aspartate transaminase (AST) plasma activity in up to 
90% of patients. In some patients, these enzymes become undetectable. The suppression of ALT and AST 
activity by vigabatrin may preclude the use of these markers, especially ALT, to detect early hepatic injury. 

Vigabatrin may increase the amount of amino acids in the urine, possibly leading to a false positive test for 
certain rare genetic metabolic diseases (e.g., alpha aminoadipic aciduria). 

8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Pregnancy Category C. 

Vigabatrin produced developmental toxicity, including teratogenic and neurohistopathological effects, when 

administered to pregnant animals at clinically relevant doses. In addition, developmental neurotoxicity was 

observed in rats treated with vigabatrin during a period of postnatal development corresponding to the third 

trimester of human pregnancy. There are no adequate and well-controlled studies in pregnant women. 

Vigabatrin should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. 


Administration of vigabatrin (oral doses of 50 to 200 mg/kg) to pregnant rabbits throughout the period of 

organogenesis was associated with an increased incidence of malformations (cleft palate) and embryo-fetal 

death; these findings were observed in two separate studies. The no-effect dose for teratogenicity and 

embryolethality in rabbits (100 mg/kg) is approximately 1/2 the maximum recommended human dose (MRHD) 

of 3 g/day on a body surface area (mg/m2) basis. In rats, oral administration of vigabatrin (50, 100, or  

150 mg/kg) throughout organogenesis resulted in decreased fetal body weights and increased incidences of fetal 

anatomic variations. The no-effect dose for embryo-fetal toxicity in rats (50 mg/kg) is approximately 1/5 the 

MRHD on a mg/m2 basis. Oral administration of vigabatrin (50, 100, 150 mg/kg) to rats from the latter part of
 
pregnancy through weaning produced long-term neurohistopathological (hippocampal vacuolation) and 

neurobehavioral (convulsions) abnormalities in the offspring. A no-effect dose for developmental neurotoxicity 

in rats was not established; the low-effect dose (50 mg/kg) is approximately 1/5 the MRHD on a mg/m2 basis. 


In a published study, vigabatrin (300 or 450 mg/kg) was administered by intraperitoneal injection to a mutant 

mouse strain on a single day during organogenesis (day 7, 8, 9, 10, 11, or 12). An increase in malformations 

(including cleft palate) was observed at both doses. 


Oral administration of vigabatrin (5, 15, or 50 mg/kg) to young rats during the neonatal and juvenile periods of 

development (postnatal days 4 to 65) produced neurobehavioral (convulsions, neuromotor impairment, learning 

deficits) and neurohistopathological (brain vacuolation, decreased myelination, and retinal dysplasia) 

abnormalities in treated animals. The early postnatal period in rats is generally thought to correspond to late 

pregnancy in humans in terms of brain development. The no-effect dose for developmental neurotoxicity in 
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juvenile rats (5 mg/kg) was associated with plasma vigabatrin exposures (AUC) less than 1/30 of those 
measured in pediatric patients receiving an oral dose of 50 mg/kg. 

Pregnancy Registry 
To provide information regarding the effects of in utero exposure to vigabatrin, physicians are advised to 
recommend that pregnant patients taking vigabatrin enroll in the North American Antiepileptic Drug (NAAED) 
Pregnancy Registry. This can be done by calling the toll free number 1-888-233-2334, and must be done by 
patients themselves. Information on the registry can also be found at the website 
http://www.aedpregnancyregistry.org/. 

8.3 Nursing Mothers 
Vigabatrin is excreted in human milk. Because of the potential for serious adverse reactions from vigabatrin in 
nursing infants, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into 
account the importance of the drug to the mother [see Warnings and Precautions (5.3, 5.4)]. 

8.4 Pediatric Use 
The safety and effectiveness of vigabatrin as adjunctive treatment of refractory complex partial seizures in 
pediatric patients aged 10 to 16 years of age have been established [see Clinical Studies (14.1)]. The dosing 
recommendation in this population varies according to age group and is weight based [see Dosage and 
Administration (2.2)]. Adverse reactions in this pediatric population are similar to those observed in the adult 
population [see Adverse Reactions (6.1)]. 

The safety and effectiveness of vigabatrin have not been established in pediatric patients under 10 years of age 
with refractory complex partial seizures. 

Abnormal MRI signal changes were observed in infants [see Warnings and Precautions (5.3, 5.4)]. 

Oral administration of vigabatrin (5, 15, or 50 mg/kg) to young rats during the neonatal and juvenile periods of 
development (postnatal days 4 to 65) produced neurobehavioral (convulsions, neuromotor impairment, learning 
deficits) and neurohistopathological (brain gray matter vacuolation, decreased myelination, and retinal 
dysplasia) abnormalities. The no-effect dose for developmental neurotoxicity in juvenile rats (the lowest dose 
tested) was associated with plasma vigabatrin exposures (AUC) substantially less than those measured in 
pediatric patients at recommended doses. In dogs, oral administration of vigabatrin (30 or 100 mg/kg) during 
selected periods of juvenile development (postnatal days 22 to 112) produced neurohistopathological 
abnormalities (brain gray matter vacuolation). Neurobehavioral effects of vigabatrin were not assessed in the 
juvenile dog. A no-effect dose for neurohistopathology was not established in juvenile dogs; the lowest effect 
dose (30 mg/kg) was associated with plasma vigabatrin exposures lower than those measured in pediatric 
patients at recommended doses [see Warnings and Precautions (5.4)]. 

8.5 Geriatric Use 
Clinical studies of vigabatrin did not include sufficient numbers of patients aged 65 and over to determine 
whether they responded differently from younger patients. 

Vigabatrin is known to be substantially excreted by the kidney, and the risk of toxic reactions to this drug may 
be greater in patients with impaired renal function. Because elderly patients are more likely to have decreased 
renal function, care should be taken in dose selection, and it may be useful to monitor renal function. 

Oral administration of a single dose of 1.5 g of vigabatrin to elderly (greater than or equal to 65 years) patients 
with reduced creatinine clearance (less than 50 mL/min) was associated with moderate to severe sedation and 
confusion in 4 of 5 patients, lasting up to 5 days. The renal clearance of vigabatrin was 36% lower in healthy 
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elderly subjects (greater than or equal to 65 years) than in young healthy males. Adjustment of dose or 
frequency of administration should be considered. Such patients may respond to a lower maintenance dose [see 
Dosage and Administration (2.4) and Clinical Pharmacology (12.3)]. 

Other reported clinical experience has not identified differences in responses between the elderly and younger 
patients. 

8.6 Renal Impairment 
Dose adjustment, including initiating treatment with a lower dose, is necessary in pediatric patients 10 years of 
age and older and adults with mild (creatinine clearance greater than 50 to 80 mL/min), moderate (creatinine 
clearance greater than 30 to 50 mL/min) and severe (creatinine clearance greater than 10 to 30 mL/min) renal 
impairment [see Dosage and Administration (2.4) and Clinical Pharmacology (12.3)]. 

9 DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
Vigabatrin is not a controlled substance. 

9.2 Abuse 
Vigabatrin did not produce adverse events or overt behaviors associated with abuse when administered to 
humans or animals. It is not possible to predict the extent to which a CNS active drug will be misused, diverted, 
and/or abused once marketed. Consequently, physicians should carefully evaluate patients for history of drug 
abuse and follow such patients closely, observing them for signs of misuse or abuse of vigabatrin (e.g., 
incrementation of dose, drug-seeking behavior). 

9.3 Dependence 
Following chronic administration of vigabatrin to animals, there were no apparent withdrawal signs upon drug 
discontinuation. However, as with all AEDs, vigabatrin should be withdrawn gradually to minimize increased 
seizure frequency [see Warnings and Precautions (5.6)]. 

10 OVERDOSAGE 
10.1 Signs, Symptoms, and Laboratory Findings of Overdosage 
Confirmed and/or suspected vigabatrin overdoses have been reported during clinical trials and in post marketing 
surveillance. No vigabatrin overdoses resulted in death. When reported, the vigabatrin dose ingested ranged 
from 3 g to 90 g, but most were between 7.5 g and 30 g. Nearly half the cases involved multiple drug ingestions 
including carbamazepine, barbiturates, benzodiazepines, lamotrigine, valproic acid, acetaminophen, and/or 
chlorpheniramine. 

Coma, unconsciousness, and/or drowsiness were described in the majority of cases of vigabatrin overdose. 
Other less commonly reported symptoms included vertigo, psychosis, apnea or respiratory depression, 
bradycardia, agitation, irritability, confusion, headache, hypotension, abnormal behavior, increased seizure 
activity, status epilepticus, and speech disorder. These symptoms resolved with supportive care. 

10.2 Management of Overdosage 
There is no specific antidote for vigabatrin overdose. Standard measures to remove unabsorbed drug should be 
used, including elimination by emesis or gastric lavage. Supportive measures should be employed, including 
monitoring of vital signs and observation of the clinical status of the patient. 

In an in vitro study, activated charcoal did not significantly adsorb vigabatrin. 

16 




 

 

 

 

 
 

 

 

 

 

 

 

The effectiveness of hemodialysis in the treatment of vigabatrin overdose is unknown. In isolated case reports 
in renal failure patients receiving therapeutic doses of vigabatrin, hemodialysis reduced vigabatrin plasma 
concentrations by 40% to 60%. 

11 DESCRIPTION 
Vigabatrin tablets, USP are an oral antiepileptic drug and are available as white film-coated 500 mg tablets. 

The chemical name of vigabatrin USP, a racemate consisting of two enantiomers, is (±) 4-amino-5-hexenoic 
acid. The molecular formula is C6H11NO2 and the molecular weight is 129.16. It has the following structural 
formula: 

Vigabatrin, USP is a white to off-white powder which is freely soluble in water, slightly soluble in methyl 
alcohol, very slightly soluble in ethyl alcohol and chloroform, and insoluble in toluene and hexane. The pH of a 
1% aqueous solution is about 6.9. The n-octanol/water partition coefficient of vigabatrin, USP is about 0.011 
(log P=-1.96) at physiologic pH. Vigabatrin, USP melts with decomposition in a 3-degree range within the 
temperature interval of 171°C to 176°C. The dissociation constants (pKa) of vigabatrin, USP are 4 and 9.7 at 
room temperature (25°C). 

Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, 
magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polysorbate 
80, povidone, sodium starch glycolate, and titanium dioxide. 

12 CLINICAL PHARMACOLOGY 
12.1 Mechanism of Action 
The precise mechanism of vigabatrin's anti-seizure effect is unknown, but it is believed to be the result of its 
action as an irreversible inhibitor of γ-aminobutyric acid transaminase (GABA-T), the enzyme responsible for 
the metabolism of the inhibitory neurotransmitter GABA. This action results in increased levels of GABA in the 
central nervous system. 

No direct correlation between plasma concentration and efficacy has been established. The duration of drug 
effect is presumed to be dependent on the rate of enzyme re-synthesis rather than on the rate of elimination of 
the drug from the systemic circulation. 

12.2 Pharmacodynamics 
Effects on Electrocardiogram 
There is no indication of a QT/QTc prolonging effect of vigabatrin in single doses up to 6.0 g. In a randomized, 
placebo-controlled, crossover study, 58 healthy subjects were administered a single oral dose of vigabatrin  
(3 g and 6 g) and placebo. Peak concentrations for 6.0 g vigabatrin were approximately 2-fold higher than the 
peak concentrations following the 3.0 g single oral dose. 

12.3 Pharmacokinetics 
Vigabatrin displayed linear pharmacokinetics after administration of single doses ranging from 0.5 g to 4 g, and 
after administration of repeated doses of 0.5 g and 2.0 g twice daily. Bioequivalence has been established 
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between the oral solution and tablet formulations. The following PK information (Tmax, half-life, and clearance) 
of vigabatrin was obtained from stand-alone PK studies and population PK analyses. 

Absorption 
Following oral administration, vigabatrin is essentially completely absorbed. The time to maximum 
concentration (Tmax) is approximately 1 hour for children (10 years to 16 years) and adults. There was little 
accumulation with multiple dosing in adult and pediatric patients. A food effect study involving administration 
of vigabatrin to healthy volunteers under fasting and fed conditions indicated that the Cmax was decreased by 
33%, Tmax was increased to 2 hours, and AUC was unchanged under fed conditions. 

Distribution 
Vigabatrin does not bind to plasma proteins. Vigabatrin is widely distributed throughout the body; mean  
steady-state volume of distribution is 1.1 L/kg (CV = 20%). 

Metabolism and Elimination 
Vigabatrin is not significantly metabolized; it is eliminated primarily through renal excretion. The terminal  
half-life of vigabatrin is about 9.5 hours for children (10 years to 16 years), and 10.5 hours for adults. Following 
administration of [14]C-vigabatrin to healthy male volunteers, about 95% of total radioactivity was recovered in 
the urine over 72 hours with the parent drug representing about 80% of this. Vigabatrin induces CYP2C9, but 
does not induce other hepatic cytochrome P450 enzyme systems. 

Specific Populations 
Geriatric 
The renal clearance of vigabatrin in healthy elderly patients (greater than or equal to 65 years of age) was 36% 
less than those in healthy younger patients. This finding is confirmed by an analysis of data from a controlled 
clinical trial [see Use in Specific Populations (8.5)]. 

Pediatric 
The clearance of vigabatrin is 5.8 L/hr for children (10 years to 16 years) and 7 L/hr for adults. 

Gender 
No gender differences were observed for the pharmacokinetic parameters of vigabatrin in patients. 

Race 
No specific study was conducted to investigate the effects of race on vigabatrin pharmacokinetics. A cross study 
comparison between 23 Caucasian and 7 Japanese patients who received 1, 2, and 4 g of vigabatrin indicated 
that the AUC, Cmax, and half-life were similar for the two populations. However, the mean renal clearance of 
Caucasians (5.2 L/hr) was about 25% higher than the Japanese (4.0 L/hr). Inter-subject variability in renal 
clearance was 20% in Caucasians and was 30% in Japanese. 

Renal Impairment 
Mean AUC increased by 30% and the terminal half-life increased by 55% (8.1 hr vs 12.5 hr) in adult patients 
with mild renal impairment (CLcr from greater than 50 to 80 mL/min) in comparison to normal subjects. 

Mean AUC increased by two-fold and the terminal half-life increased by two-fold in adult patients with 
moderate renal impairment (CLcr from greater than 30 to 50 mL/min) in comparison to normal subjects. 

Mean AUC increased by 4.5-fold and the terminal half-life increased by 3.5-fold in adult patients with severe 
renal impairment (CLcr from greater than 10 to 30 mL/min) in comparison to normal subjects. 
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Adult patients with renal impairment 
Dosage adjustment, including starting at a lower dose, is recommended for adult patients with any degree of 
renal impairment [see Use in Specific Populations (8.6) and Dosage and Administration (2.4)]. 

Pediatric patients 10 years and older with renal impairment 
Although information is unavailable on the effects of renal impairment on vigabatrin clearance in pediatric 
patients 10 years and older, dosing can be calculated based upon adult data and an established formula [see Use 
in Specific Populations (8.6) and Dosage and Administration (2.4)]. 

Hepatic Impairment 
Vigabatrin is not significantly metabolized. The pharmacokinetics of vigabatrin in patients with impaired liver 
function has not been studied. 

Drug Interactions 
Phenytoin 
A 16% to 20% average reduction in total phenytoin plasma levels was reported in adult controlled clinical 
studies. In vitro drug metabolism studies indicate that decreased phenytoin concentrations upon addition of 
vigabatrin therapy are likely to be the result of induction of cytochrome P450 2C enzymes in some patients. 
Although phenytoin dose adjustments are not routinely required, dose adjustment of phenytoin should be 
considered if clinically indicated [see Drug Interactions (7.1)]. 

Clonazepam 
In a study of 12 healthy adult volunteers, clonazepam (0.5 mg) co-administration had no effect on vigabatrin 
(1.5 g twice daily) concentrations. Vigabatrin increases the mean Cmax of clonazepam by 30% and decreases the 
mean Tmax by 45% [see Drug Interactions (7.1)]. 

Other AEDs 
When co-administered with vigabatrin, phenobarbital concentration (from phenobarbital or primidone) was 
reduced by an average of 8% to 16%, and sodium valproate plasma concentrations were reduced by an average 
of 8%. These reductions did not appear to be clinically relevant. Based on population pharmacokinetics, 
carbamazepine, clorazepate, primidone, and sodium valproate appear to have no effect on plasma 
concentrations of vigabatrin [see Drug Interactions (7.1)]. 

Alcohol 
Co-administration of ethanol (0.6 g/kg) with vigabatrin (1.5 g twice daily) indicated that neither drug influences 
the pharmacokinetics of the other. 

Oral Contraceptives 
In a double-blind, placebo-controlled study using a combination oral contraceptive containing 30 mcg ethinyl 
estradiol and 150 mcg levonorgestrel, vigabatrin (3 g/day) did not interfere significantly with the cytochrome 
P450 isoenzyme (CYP3A)-mediated metabolism of the contraceptive tested. Based on this study, vigabatrin is 
unlikely to affect the efficacy of steroid oral contraceptives. Additionally, no significant difference in 
pharmacokinetic parameters (elimination half-life, AUC, Cmax, apparent oral clearance, time to peak, and 
apparent volume of distribution) of vigabatrin were found after treatment with ethinyl estradiol and 
levonorgestrel [see Drug Interactions (7.2)]. 

13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
Vigabatrin showed no carcinogenic potential in mouse or rat when given in the diet at doses up to  
150 mg/kg/day for 18 months (mouse) or at doses up to 150 mg/kg/day for 2 years (rat). These doses are less 
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than the maximum recommended human dose (MRHD) for refractory complex partial seizures (3 g/day) on a 
mg/m2 basis. 

Vigabatrin was negative in in vitro (Ames, CHO/HGPRT mammalian cell forward gene mutation, chromosomal 
aberration in rat lymphocytes) and in in vivo (mouse bone marrow micronucleus) assays. 

No adverse effects on male or female fertility were observed in rats at oral doses up to 150 mg/kg/day 
(approximately 1/2 the MRHD of 3 g/day on a mg/m2 basis) for adults treated with refractory complex partial 
seizures. 

14 CLINICAL STUDIES 
14.1 Complex Partial Seizures 
Adults 
The effectiveness of vigabatrin as adjunctive therapy in adult patients was established in two U.S. multicenter, 
double-blind, placebo-controlled, parallel-group clinical studies. A total of 357 adults (age 18 to 60 years) with 
complex partial seizures, with or without secondary generalization were enrolled (Studies 1 and 2). Patients 
were required to be on an adequate and stable dose of an anticonvulsant, and have a history of failure on an 
adequate regimen of carbamazepine or phenytoin. Patients had a history of about 8 seizures per month (median) 
for about 20 years (median) prior to entrance into the study. These studies were not capable by design of 
demonstrating direct superiority of vigabatrin over any other anticonvulsant added to a regimen to which the 
patient had not adequately responded. Further, in these studies, patients had previously been treated with a 
limited range of anticonvulsants. 

The primary measure of efficacy was the patient’s reduction in mean monthly frequency of complex partial 
seizures plus partial seizures secondarily generalized at end of study compared to baseline. 

Study 1 
Study 1 (N=174) was a randomized, double-blind, placebo-controlled, dose-response study consisting of an  
8-week baseline period followed by an 18-week treatment period. Patients were randomized to receive placebo 
or 1, 3, or 6 g/day vigabatrin administered twice daily. During the first 6 weeks following randomization, the 
dose was titrated upward beginning with 1 g/day and increasing by 0.5 g/day on days 1 and 5 of each 
subsequent week in the 3 g/day and 6 g/day groups, until the assigned dose was reached. 

Results for the primary measure of effectiveness, reduction in monthly frequency of complex partial seizures, 
are shown in Table 8. The 3 g/day and 6 g/day dose groups were statistically significantly superior to placebo, 
but the 6 g/day dose was not superior to the 3 g/day dose. 

Table 8. Median Monthly Frequency of Complex Partial Seizures+

 N Baseline End-study 
Placebo 45 9.0 8.8 
1 g/day vigabatrin 45 8.5 7.7 
3 g/day vigabatrin 41 8.5 3.7* 

6 g/day vigabatrin 43 8.5 4.5* 

*p<0.05 compared to placebo 
+Including one patient with simple partial seizures with secondary generalization only 

Figure 1 presents the percentage of patients (X-axis) with a percent reduction in seizure frequency (responder 
rate) from baseline to the maintenance phase at least as great as that represented on the Y-axis. A positive value 
on the Y-axis indicates an improvement from baseline (i.e., a decrease in complex partial seizure frequency), 
while a negative value indicates a worsening from baseline (i.e., an increase in complex partial seizure 
frequency). Thus, in a display of this type, a curve for an effective treatment is shifted to the left of the curve for 
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placebo. The proportion of patients achieving any particular level of reduction in complex partial seizure 
frequency was consistently higher for the vigabatrin 3 and 6 g/day groups compared to the placebo group. For 
example, 51% of patients randomized to vigabatrin 3 g/day and 53% of patients randomized to vigabatrin  
6 g/day experienced a 50% or greater reduction in seizure frequency, compared to 9% of patients randomized to 
placebo. Patients with an increase in seizure frequency greater than 100% are represented on the Y-axis as equal 
to or greater than -100%. 

Figure 1. Percent Reduction from Baseline in Seizure Frequency 

Study 2 
Study 2 (N=183 randomized, 182 evaluated for efficacy) was a randomized, double-blind, placebo-controlled, 
parallel study consisting of an 8-week baseline period and a 16-week treatment period. During the first 4 weeks 
following randomization, the dose of vigabatrin was titrated upward beginning with 1 g/day and increased by 
0.5 g/day on a weekly basis to the maintenance dose of 3 g/day. 

Results for the primary measure of effectiveness, reduction in monthly complex partial seizure frequency, are 
shown in Table 9. Vigabatrin 3 g/day was statistically significantly superior to placebo in reducing seizure 
frequency. 

Table 9. Median Monthly Frequency of Complex Partial Seizures 
N Baseline End-study 

Placebo 90 9.0 7.5 
3 g/day vigabatrin 92 8.3 5.5* 
*p<0.05 compared to placebo 

Figure 2 presents the percentage of patients (X-axis) with a percent reduction in seizure frequency (responder 
rate) from baseline to the maintenance phase at least as great as that represented on the Y-axis. A positive value 
on the Y-axis indicates an improvement from baseline (i.e., a decrease in complex partial seizure frequency), 
while a negative value indicates a worsening from baseline (i.e., an increase in complex partial seizure 
frequency). Thus, in a display of this type, a curve for an effective treatment is shifted to the left of the curve for 
placebo. The proportion of patients achieving any particular level of reduction in seizure frequency was 
consistently higher for the vigabatrin 3 g/day group compared to the placebo group. For example, 39% of 
patients randomized to vigabatrin (3 g/day) experienced a 50% or greater reduction in complex partial seizure 
frequency, compared to 21% of patients randomized to placebo. Patients with an increase in seizure frequency 
greater than 100% are represented on the Y-axis as equal to or greater than -100%. 
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Figure 2. Percent Reduction from Baseline in Seizure Frequency 

For both studies, there was no difference in the effectiveness of vigabatrin between male and female patients. 
Analyses of age and race were not possible as nearly all patients were between the ages of 18 to 65 and 
Caucasian. 

Pediatric patients 10 to 16 years of age 
Vigabatrin was studied in three double-blind, placebo-controlled, parallel-group studies in 269 patients who 
received vigabatrin and 104 patients who received placebo. No individual study was considered adequately 
powered to determine efficacy in pediatric patients age 10 years and above. The data from all three pediatric 
studies were pooled and used in a pharmacometric bridging analysis using weight-normalized doses to establish 
efficacy and determine appropriate dosing. All three studies were randomized, double-blind, placebo-controlled, 
parallel-group, adjunctive-treatment studies in patients aged 3 to 16 years with uncontrolled complex partial 
seizures with or without secondary generalization. The study period included a 6 to 10 week baseline phase and 
a 14 to 17 week treatment phase (composed of a titration and maintenance period). 

The pharmacometric bridging approach consisted of defining a weight-normalized dose-response, and showing 
that a similar dose-response relationship exists between pediatric patients and adult patients when vigabatrin 
was given as adjunctive therapy for complex partial seizures. Dosing recommendations in pediatric patients 10 
to 16 years of age were derived from simulations utilizing these pharmacometric dose-response analyses [see 
Dosage and Administration (2.2)]. 

16 HOW SUPPLIED/STORAGE AND HANDLING 
16.1 How Supplied 
Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 

500 mg — Each white to off-white, film-coated, oval biconvex tablet functionally-scored on one side and 
debossed with A314 on the other side contains 500 mg of vigabatrin, USP. Tablets are supplied in 
bottles of 100 (NDC 0591-3851-01). 

16.2 Storage and Handling 
Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature]. 

Dispense in a tight, light-resistant container that is defined in the USP. 
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17 PATIENT COUNSELING INFORMATION 
Advise patients and caregivers to read the FDA-approved patient labeling (Medication Guide). 

Permanent Vision Loss 
Inform patients and caregivers of the risk of permanent vision loss, particularly loss of peripheral vision, from 
vigabatrin tablets, and the need for monitoring vision [see Warnings and Precautions (5.1)]. 

Monitoring of vision, including assessment of visual fields and visual acuity, is recommended at baseline (no 
later than 4 weeks after starting vigabatrin tablets), at least every 3 months while on therapy, and about  
3 to 6 months after discontinuation of therapy. In patients for whom vision testing is not possible, treatment may 
continue without recommended testing according to clinical judgment with appropriate patient or caregiver 
counseling. Patients or caregivers should be informed that if baseline or subsequent vision is not normal, 
vigabatrin tablets should only be used if the benefits of vigabatrin tablet treatment clearly outweigh the risks of 
additional vision loss. 

Advise patients and caregivers that vision testing may be insensitive and may not detect vision loss before it is 
severe. Also advise patients and caregivers that if vision loss is documented, such loss is irreversible. Ensure 
that both of these points are understood by patients and caregivers. 

Patients and caregivers should be informed that if changes in vision are suspected, they should notify their 
physician immediately. 

Vigabatrin REMS Program 
Vigabatrin tablets are available only through a restricted program called the Vigabatrin REMS Program [see 
Warnings and Precautions (5.2)]. Inform patients/caregivers of the following: 

 Patients/caregivers must be enrolled in the program. 
 Vigabatrin tablets are only available through pharmacies that are enrolled in the Vigabatrin REMS 

Program. 

Suicidal Thinking and Behavior 
Counsel patients, their caregiver(s), and families that AEDs, including vigabatrin tablets, may increase the risk 
of suicidal thoughts and behavior. Also advise patients and caregivers of the need to be alert for the emergence 
or worsening of symptoms of depression, any unusual changes in mood or behavior, or the emergence of 
suicidal thoughts, behavior, or thoughts of self-harm. Behaviors of concern should be reported immediately to 
healthcare providers [see Warnings and Precautions (5.5)]. 

Use in Pregnancy 

Instruct patients to notify their physician if they become pregnant or intend to become pregnant during therapy, 

and to notify their physician if they are breast feeding or intend to breast feed during therapy [see Use in 

Specific Populations (8.1, 8.3)]. 


Encourage patients to enroll in the NAAED Pregnancy Registry if they become pregnant. This registry is 
collecting information about the safety of antiepileptic drugs during pregnancy. To enroll, patients can call the 
toll free number 1-888-233-2334. Information on the registry can also be found at the website 
http://www.aedpregnancyregistry.org/ [see Use in Specific Populations (8.1)]. 
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Withdrawal of Vigabatrin Tablet Therapy 
Instruct patients and caregivers not to suddenly discontinue vigabatrin tablet therapy without consulting with 
their healthcare provider. As with all AEDs, withdrawal should normally be gradual [see Warnings and 
Precautions (5.6)]. 

Manufactured in India by: 

Watson Pharma Private Limited 

Verna, Salcette Goa 403 722 INDIA 


Manufactured for: 

Teva Pharmaceuticals USA, Inc. 

North Wales, PA 19454 


Revised — August 2018 
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MEDICATION GUIDE
 
Vigabatrin (vye ga' ba trin) Tablets, USP 


What is the most important information I should know about vigabatrin?  

Vigabatrin can cause serious side effects, including: 

 Permanent vision loss 

 Risk of suicidal thoughts or actions 


1. Permanent vision loss: 
Vigabatrin can damage the vision of anyone who takes it. People who take vigabatrin do not lose all of their 
vision, but some people can have severe loss particularly to their ability to see to the side when they look 
straight ahead (peripheral vision). With severe vision loss, you may only be able to see things straight in front of 
you (sometimes called “tunnel vision”). You may also have blurry vision. If this happens, it will not get better. 

	 Vision loss and use of vigabatrin in adults and children 10 years and older: Because of the risk of 
vision loss, vigabatrin is used to treat complex partial seizures (CPS) only in people who do not respond 
well enough to several other medicines. 

Tell your healthcare provider right away if you (or your child): 
o	 might not be seeing as well as before starting vigabatrin 
o	 start to trip, bump into things, or are more clumsy than usual 
o are surprised by people or things coming in front of you that seem to come out of nowhere 

 These changes can mean that you (or your child) have damage to your vision. 
 It is recommended that your healthcare provider test your (or your child’s) vision (including peripheral 

vision) and visual acuity (ability to read an eye chart) before you (or your child) start vigabatrin or within 4 
weeks after starting vigabatrin, and at least every 3 months after that until vigabatrin is stopped. It is also 
recommended that you (or your child) have a vision test about 3 to 6 months after vigabatrin is stopped. 

	 Some people are not able to complete testing of vision. Your healthcare provider will determine if you (or 
your child) can be tested. If you (or your child) cannot complete vision testing, your healthcare provider 
may continue prescribing vigabatrin, but your healthcare provider will not be able to watch for any vision 
loss you (or your child) may get. 

	 Even if your vision (or your child’s vision) seems fine, it is important that you get these regular vision tests 
because vision damage can happen before you (or your child) notice any changes. 

	 These vision tests cannot prevent the vision damage that can happen with vigabatrin, but they do allow the 
healthcare provider to decide if you (or your child) should stop vigabatrin if vision has gotten worse, which 
usually will lessen further damage. 

 If you do not have these vision tests regularly, your healthcare provider may stop prescribing vigabatrin. 
 If you drive and your vision is damaged by vigabatrin, driving might be more dangerous, or you may not be 

able to drive safely at all. Talk about this with your healthcare provider. 

All people who take vigabatrin: 
	 You are at risk for permanent vision loss with any amount of vigabatrin. 
	 Your risk of vision loss may be higher the more vigabatrin you take daily 

and the longer you take it. 
	 It is not possible for your healthcare provider to know when vision loss 

will happen. It could happen soon after starting vigabatrin or any time 
during treatment. It may even happen after treatment has stopped. 

 Because vigabatrin might cause permanent vision loss, it is available to healthcare providers and patients 
only under a special program called the Vigabatrin Risk Evaluation and Mitigation Strategy (REMS) 
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Program. Vigabatrin can only be prescribed to people who are enrolled in this program. As part of the 
Vigabatrin REMS Program, it is recommended that your healthcare provider test your (or your child’s) 
vision from time to time (periodically) while you (or your child) are being treated with vigabatrin, and even 
after you (or your child) stop treatment. Your healthcare provider will explain the details of the Vigabatrin 
REMS Program to you. For more information, go to www.vigabatrinREMS.com or call 1-866-244-8175. 

2. Risk of suicidal thoughts or actions: 
Like other antiepileptic drugs, vigabatrin may cause suicidal thoughts or actions in a very small number of 
people, about 1 in 500 people taking it. Call a healthcare provider right away if you or your child have any of 
these symptoms, especially if they are new, worse, or worry you: 

○ thoughts about suicide or dying ○ attempts to commit suicide 
○ new or worse depression ○ new or worse anxiety 
○ feeling agitated or restless ○ panic attacks 
○ trouble sleeping (insomnia) ○ new or worse irritability 
○ acting aggressive, being angry, or violent ○ acting on dangerous impulses 
○ an extreme increase in activity and talking (mania) ○ other unusual changes in behavior or mood 

Suicidal thoughts or actions can be caused by things other than medicines. If you or your child have suicidal 
thoughts or actions, your healthcare provider may check for other causes. 

How can I watch for early symptoms of suicidal thoughts and actions? 
 Pay attention to any changes, especially sudden changes, in mood, behaviors, thoughts, or feelings. 
 Keep all follow-up visits with your healthcare provider as scheduled. 
 Call your healthcare provider between visits as needed, especially if you are worried about symptoms. 
 Do not stop vigabatrin without first talking to a healthcare provider. 
 Stopping vigabatrin suddenly can cause serious problems. Stopping a seizure medicine suddenly can cause 

seizures that will not stop (status epilepticus) in people who are being treated for seizures. 

What is vigabatrin? 
 Vigabatrin is a prescription medicine used along with other treatments to treat adults and children 10 years 

and older with complex partial seizures (CPS) if: 
o The CPS does not respond well enough to several other treatments, and 
o You and your healthcare provider decide the possible benefit of taking vigabatrin is more important than 

the risk of vision loss. 

Vigabatrin should not be the first medicine used to treat CPS. 
What should I tell my healthcare provider before starting vigabatrin? 
If you or your child has CPS, before taking vigabatrin tell your healthcare provider if you or your child 
have or had: 
 depression, mood problems or suicidal thoughts or behavior 
 an allergic reaction to vigabatrin, such as hives, itching, or trouble breathing 
 any vision problems 
 any kidney problems 
 low red blood cell counts (anemia) 
 any nervous or mental illnesses, such as depression, thoughts of suicide, or attempts at suicide 
 any other medical conditions 
 are breastfeeding or planning to breastfeed. Vigabatrin can pass into breast milk and may harm your baby. 

Talk to your healthcare provider about the best way to feed your baby if you take vigabatrin. 
 are pregnant or plan to become pregnant. It is not known if vigabatrin will harm your unborn baby. You and 

your healthcare provider will have to decide if you should take vigabatrin while you are pregnant. 

Pregnancy Registry: 
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If you become pregnant while taking vigabatrin, talk to your healthcare provider about registering with the 
North American Antiepileptic Drug Pregnancy Registry. You can enroll in this registry by calling 
1-888-233-2334. The purpose of this registry is to collect information about the safety of antiepileptic medicine 
during pregnancy. 

Tell your healthcare provider about all the medicines you or your child take, including prescription and 
over-the-counter medicines, vitamins, and herbal supplements. Vigabatrin and other medicines may affect each 
other causing side effects. 
How should I take vigabatrin? 
 Vigabatrin comes as tablets. 
 You or your child will receive vigabatrin from a specialty pharmacy. 
 Take vigabatrin exactly as your healthcare provider tells you to. Vigabatrin is usually taken 2 times each 

day. 
 Vigabatrin may be taken with or without food. 
 Before starting to take vigabatrin, talk to your healthcare provider about what you or your child should do if 

a vigabatrin dose is missed. 
 If you or your child are taking vigabatrin for CPS and the seizures do not improve enough within 3 months, 

your healthcare provider will stop prescribing vigabatrin. 
 Do not stop taking vigabatrin suddenly. This can cause serious problems. Stopping vigabatrin or any 

seizure medicine suddenly can cause seizures that will not stop (status epilepticus) in people who are being 
treated for seizures. You should follow your healthcare provider’s instructions on how to stop taking 
vigabatrin. 

 Tell your healthcare provider right away about any increase in seizures when vigabatrin treatment is 
being stopped. Before your child starts taking vigabatrin, speak to your child’s healthcare provider about 
what to do if your child misses a dose, vomits, spits up, or only takes part of the dose of vigabatrin. 

 Do not stop taking vigabatrin without talking to your healthcare provider. If vigabatrin improves your 
(or your child’s) seizures, you and your healthcare provider should talk about whether the benefit of taking 
vigabatrin is more important than the risk of vision loss, and decide if you (or your child) will continue to 
take vigabatrin. 

What should I avoid while taking vigabatrin? 
Vigabatrin causes sleepiness and tiredness. Adults taking vigabatrin should not drive, operate machinery, or 
perform any hazardous task, unless you and your healthcare provider have decided that you can do these things 
safely. 
What are the possible side effects of vigabatrin?  
Vigabatrin can cause serious side effects, including: 
 See “What is the most important information I should know about vigabatrin?” 
 sleepiness and tiredness. See “What should I avoid while taking vigabatrin?” 
 weight gain that happens without swelling 

The following serious side effects happen in adults. It is not known if these side effects also happen in babies 
who take vigabatrin. 
 low red blood cell counts (anemia) 
 nerve problems. Symptoms of a nerve problem can include numbness and tingling in your toes or feet. It is 

not known if nerve problems will go away after you stop taking vigabatrin. 
 swelling 

If you or your child has CPS, vigabatrin may make certain types of seizures worse. Tell your healthcare 
provider right away if your (or your child's) seizures get worse. 
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The most common side effects of vigabatrin in adults include: 
○ problems walking or feeling uncoordinated   ○ feeling dizzy 
○ shaking (tremor) ○ joint pain 
○ memory problems and not thinking clearly   ○ eye problems: blurry vision, double vision and eye  

                                                                                        movements that you cannot control 

The most common side effects of vigabatrin in children 10 to 16 years of age include: 
○ weight gain ○ upper respiratory tract infection 
○ tiredness ○ aggression 
○ Also expect side effects like those seen in adults 

Tell your healthcare provider if you or your child have any side effect that bothers you or that does not go away. 
These are not all the possible side effects of vigabatrin. 

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088. 
How should I store vigabatrin? 
 Store vigabatrin tablets at room temperature, between 68°F to 77°F (20°C to 25°C). 
 Keep vigabatrin tablets in the container they come in. 

Keep vigabatrin and all medicines out of the reach of children. 
General information about the safe and effective use of vigabatrin. 
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask 
your pharmacist or healthcare provider for information about vigabatrin that is written for health professionals. 
Do not use vigabatrin for a condition for which it was not prescribed. Do not give vigabatrin to other people, 
even if they have the same symptoms that you have. It may harm them.  

What are the ingredients in vigabatrin tablets?  
Active Ingredient: vigabatrin, USP 
Inactive Ingredients: hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 
400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate and titanium dioxide. 
Manufactured in India by: Watson Pharma Private Limited, Verna, Salcette Goa 403 722 INDIA 
Manufactured for: Teva Pharmaceuticals USA, Inc., North Wales, PA 19454 
For more information call Teva Pharmaceuticals USA, Inc. at 1-888-838-2872. 

This Medication Guide has been approved by the U.S. Food and Drug Administration.  Revised - 8/2018 
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MEDICATION GUIDE
 
Vigabatrin (vye ga' ba trin) Tablets, USP 


What is the most important information I should know about vigabatrin?  

Vigabatrin can cause serious side effects, including: 

 Permanent vision loss 

 Risk of suicidal thoughts or actions 


1. Permanent vision loss: 
Vigabatrin can damage the vision of anyone who takes it. People who take vigabatrin do not lose all of their 
vision, but some people can have severe loss particularly to their ability to see to the side when they look 
straight ahead (peripheral vision). With severe vision loss, you may only be able to see things straight in front of 
you (sometimes called “tunnel vision”). You may also have blurry vision. If this happens, it will not get better. 

	 Vision loss and use of vigabatrin in adults and children 10 years and older: Because of the risk of 
vision loss, vigabatrin is used to treat complex partial seizures (CPS) only in people who do not respond 
well enough to several other medicines. 

Tell your healthcare provider right away if you (or your child): 
o	 might not be seeing as well as before starting vigabatrin 
o	 start to trip, bump into things, or are more clumsy than usual 
o are surprised by people or things coming in front of you that seem to come out of nowhere 

 These changes can mean that you (or your child) have damage to your vision. 
 It is recommended that your healthcare provider test your (or your child’s) vision (including peripheral 

vision) and visual acuity (ability to read an eye chart) before you (or your child) start vigabatrin or within 4 
weeks after starting vigabatrin, and at least every 3 months after that until vigabatrin is stopped. It is also 
recommended that you (or your child) have a vision test about 3 to 6 months after vigabatrin is stopped. 

	 Some people are not able to complete testing of vision. Your healthcare provider will determine if you (or 
your child) can be tested. If you (or your child) cannot complete vision testing, your healthcare provider 
may continue prescribing vigabatrin, but your healthcare provider will not be able to watch for any vision 
loss you (or your child) may get. 

	 Even if your vision (or your child’s vision) seems fine, it is important that you get these regular vision tests 
because vision damage can happen before you (or your child) notice any changes. 

	 These vision tests cannot prevent the vision damage that can happen with vigabatrin, but they do allow the 
healthcare provider to decide if you (or your child) should stop vigabatrin if vision has gotten worse, which 
usually will lessen further damage. 

 If you do not have these vision tests regularly, your healthcare provider may stop prescribing vigabatrin. 
 If you drive and your vision is damaged by vigabatrin, driving might be more dangerous, or you may not be 

able to drive safely at all. Talk about this with your healthcare provider. 

All people who take vigabatrin: 
	 You are at risk for permanent vision loss with any amount of vigabatrin. 
	 Your risk of vision loss may be higher the more vigabatrin you take daily 

and the longer you take it. 
	 It is not possible for your healthcare provider to know when vision loss 

will happen. It could happen soon after starting vigabatrin or any time 
during treatment. It may even happen after treatment has stopped. 

	 Because vigabatrin might cause permanent vision loss, it is available to healthcare providers and patients 
only under a special program called the Vigabatrin Risk Evaluation and Mitigation Strategy (REMS) 
Program. Vigabatrin can only be prescribed to people who are enrolled in this program. As part of the 
Vigabatrin REMS Program, it is recommended that your healthcare provider test your (or your child’s) 
vision from time to time (periodically) while you (or your child) are being treated with vigabatrin, and even 



 
 

 

        
        
          
       
      
    
 

 

 
 
 
 
 

 
 

 

 
 

 

 
 
 
 
 
 
 
 

 
 

 

  

 

after you (or your child) stop treatment. Your healthcare provider will explain the details of the Vigabatrin 
REMS Program to you. For more information, go to www.vigabatrinREMS.com or call 1-866-244-8175. 

2. Risk of suicidal thoughts or actions: 
Like other antiepileptic drugs, vigabatrin may cause suicidal thoughts or actions in a very small number of 
people, about 1 in 500 people taking it. Call a healthcare provider right away if you or your child have any of 
these symptoms, especially if they are new, worse, or worry you: 

○ thoughts about suicide or dying ○ attempts to commit suicide 
○ new or worse depression ○ new or worse anxiety 
○ feeling agitated or restless ○ panic attacks 
○ trouble sleeping (insomnia) ○ new or worse irritability 
○ acting aggressive, being angry, or violent ○ acting on dangerous impulses 
○ an extreme increase in activity and talking (mania) ○ other unusual changes in behavior or mood 

Suicidal thoughts or actions can be caused by things other than medicines. If you or your child have suicidal 
thoughts or actions, your healthcare provider may check for other causes. 

How can I watch for early symptoms of suicidal thoughts and actions? 
 Pay attention to any changes, especially sudden changes, in mood, behaviors, thoughts, or feelings. 
 Keep all follow-up visits with your healthcare provider as scheduled. 
 Call your healthcare provider between visits as needed, especially if you are worried about symptoms. 
 Do not stop vigabatrin without first talking to a healthcare provider. 
 Stopping vigabatrin suddenly can cause serious problems. Stopping a seizure medicine suddenly can cause 

seizures that will not stop (status epilepticus) in people who are being treated for seizures. 

What is vigabatrin? 
 Vigabatrin is a prescription medicine used along with other treatments to treat adults and children 10 years 

and older with complex partial seizures (CPS) if: 
o The CPS does not respond well enough to several other treatments, and 
o You and your healthcare provider decide the possible benefit of taking vigabatrin is more important than 

the risk of vision loss. 

Vigabatrin should not be the first medicine used to treat CPS. 
What should I tell my healthcare provider before starting vigabatrin? 
If you or your child has CPS, before taking vigabatrin tell your healthcare provider if you or your child 
have or had: 
 depression, mood problems or suicidal thoughts or behavior 
 an allergic reaction to vigabatrin, such as hives, itching, or trouble breathing 
 any vision problems 
 any kidney problems 
 low red blood cell counts (anemia) 
 any nervous or mental illnesses, such as depression, thoughts of suicide, or attempts at suicide 
 any other medical conditions 
 are breastfeeding or planning to breastfeed. Vigabatrin can pass into breast milk and may harm your baby. 

Talk to your healthcare provider about the best way to feed your baby if you take vigabatrin. 
 are pregnant or plan to become pregnant. It is not known if vigabatrin will harm your unborn baby. You and 

your healthcare provider will have to decide if you should take vigabatrin while you are pregnant. 

Pregnancy Registry: 
If you become pregnant while taking vigabatrin, talk to your healthcare provider about registering with the 
North American Antiepileptic Drug Pregnancy Registry. You can enroll in this registry by calling 
1-888-233-2334. The purpose of this registry is to collect information about the safety of antiepileptic medicine 
during pregnancy. 



 
 
 

 
 

 
 

 

 

 

 

 
   
 

 

 
 

 
 

 

   
          
   

 

Tell your healthcare provider about all the medicines you or your child take, including prescription and 
over-the-counter medicines, vitamins, and herbal supplements. Vigabatrin and other medicines may affect each 
other causing side effects. 
How should I take vigabatrin? 
 Vigabatrin comes as tablets. 
 You or your child will receive vigabatrin from a specialty pharmacy. 
 Take vigabatrin exactly as your healthcare provider tells you to. Vigabatrin is usually taken 2 times each 

day. 
 Vigabatrin may be taken with or without food. 
 Before starting to take vigabatrin, talk to your healthcare provider about what you or your child should do if 

a vigabatrin dose is missed. 
 If you or your child are taking vigabatrin for CPS and the seizures do not improve enough within 3 months, 

your healthcare provider will stop prescribing vigabatrin. 
 Do not stop taking vigabatrin suddenly. This can cause serious problems. Stopping vigabatrin or any 

seizure medicine suddenly can cause seizures that will not stop (status epilepticus) in people who are being 
treated for seizures. You should follow your healthcare provider’s instructions on how to stop taking 
vigabatrin. 

 Tell your healthcare provider right away about any increase in seizures when vigabatrin treatment is 
being stopped. Before your child starts taking vigabatrin, speak to your child’s healthcare provider about 
what to do if your child misses a dose, vomits, spits up, or only takes part of the dose of vigabatrin. 

 Do not stop taking vigabatrin without talking to your healthcare provider. If vigabatrin improves your 
(or your child’s) seizures, you and your healthcare provider should talk about whether the benefit of taking 
vigabatrin is more important than the risk of vision loss, and decide if you (or your child) will continue to 
take vigabatrin. 

What should I avoid while taking vigabatrin? 
Vigabatrin causes sleepiness and tiredness. Adults taking vigabatrin should not drive, operate machinery, or 
perform any hazardous task, unless you and your healthcare provider have decided that you can do these things 
safely. 
What are the possible side effects of vigabatrin?  
Vigabatrin can cause serious side effects, including: 
 See “What is the most important information I should know about vigabatrin?” 
 sleepiness and tiredness. See “What should I avoid while taking vigabatrin?” 
 weight gain that happens without swelling 

The following serious side effects happen in adults. It is not known if these side effects also happen in babies 
who take vigabatrin. 
 low red blood cell counts (anemia) 
 nerve problems. Symptoms of a nerve problem can include numbness and tingling in your toes or feet. It is 

not known if nerve problems will go away after you stop taking vigabatrin. 
 swelling 

If you or your child has CPS, vigabatrin may make certain types of seizures worse. Tell your healthcare 
provider right away if your (or your child's) seizures get worse. 

The most common side effects of vigabatrin in adults include: 
○ problems walking or feeling uncoordinated   ○ feeling dizzy 
○ shaking (tremor) ○ joint pain 
○ memory problems and not thinking clearly   ○ eye problems: blurry vision, double vision and eye  

                                                                                        movements that you cannot control 

The most common side effects of vigabatrin in children 10 to 16 years of age include: 



           
           
   
 

 
 

 
 
 

 
 

 
 

  
  

                                               
 

○ weight gain ○ upper respiratory tract infection 
○ tiredness ○ aggression 
○ Also expect side effects like those seen in adults 

Tell your healthcare provider if you or your child have any side effect that bothers you or that does not go away. 
These are not all the possible side effects of vigabatrin. 

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088. 
How should I store vigabatrin? 
 Store vigabatrin tablets at room temperature, between 68°F to 77°F (20°C to 25°C). 
 Keep vigabatrin tablets in the container they come in. 

Keep vigabatrin and all medicines out of the reach of children. 
General information about the safe and effective use of vigabatrin. 
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask 
your pharmacist or healthcare provider for information about vigabatrin that is written for health professionals. 
Do not use vigabatrin for a condition for which it was not prescribed. Do not give vigabatrin to other people, 
even if they have the same symptoms that you have. It may harm them.  

What are the ingredients in vigabatrin tablets?  
Active Ingredient: vigabatrin, USP 
Inactive Ingredients: hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 
400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate and titanium dioxide. 
Manufactured in India by: Watson Pharma Private Limited, Verna, Salcette Goa 403 722 INDIA 
Manufactured for: Teva Pharmaceuticals USA, Inc., North Wales, PA 19454 
For more information call Teva Pharmaceuticals USA, Inc. at 1-888-838-2872. 

This Medication Guide has been approved by the U.S. Food and Drug Administration.  Revised - 8/2018 
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*** This document contains proprietary information that cannot be released to the public.***V.19 

LABELING REVIEW 

Division of Labeling Review
 
Office of Regulatory Operations
 
Office of Generic Drugs (OGD)
 

Center for Drug Evaluation and Research (CDER)
 

Date of This Review December 12, 2018 

ANDA Number(s) 209822 

Review Number 4 

Applicant Name Teva Pharmaceuticals USA, Inc. 

Established Name & Strength(s) 
[Add “(OTC)” after strength if applicable] 

Vigabatrin Tablets USP, 500 mg 

Proposed Proprietary Name None 

Submission Received Date October 19, 2018 (amendment) 

Primary Labeling Reviewer Lily Chua 

Secondary Labeling Reviewer Refer to signature page 

Review Conclusion 

ACCEPTABLE – No Comments 

ACCEPTABLE – Include Post Approval Comments 

Minor Deficiency* – Refer to Labeling Deficiencies and Comments for Letter to Applicant 

Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant 

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to 

Discipline Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling 

minor and major deficiencies will be included in the Complete Response Letter (CRL) letter to the applicant. 

On Policy Alert List 

Acceptable for Filing 

Combined Insert/Outsert 

Yes     No 

Yes     No 

Yes     No (If yes, indicate ANDA number) 
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1. LABELING COMMENTS 

1.1 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

The Division of Labeling has no further questions/comments at this time based on your labeling 

submission received October 19, 2018. 

Additionally, we remind you that it is it your responsibility to continually monitor available labeling 
resources such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia 
– National Formulary (USP-NF) online for recent updates, and make any necessary revisions to your 
labels and labeling. 

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the 

approved drug product.  Please ensure that all exclusivities and patents listed in the electronic OB are 

addressed and updated in your application. Ensure your labeling aligns with your patent and 

exclusivity statements. 

1.2 POST APPROVAL REVISIONS 

These comments will be addressed post approval (in the first labeling supplement review). 
NA 
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2. 	 PREVIOUS LABELING REVIEW, DEFICIE NCIES, FIRM'S RESPONSE, AND REVIEWER 'S 
ASSESSMENT 

fu this section, we include any previous labeling review deficiencies, the fnm's response and reviewer's 
assessment to fnm's response as well as any new deficiencies found in this cycle. fuclude the previous review 
cycle and the review's submission date(s) [e.g. "The below comments are from the labeling review C3 based on 
the submission dated 7 /4/15 "]. 

Review #1 finalized date : March 23, 2017 
Review #2 finalized date: September 19, 2017 
Review #3 finalized date : July 29, 2018 (Labeling Acceptable) 

From Cover Letter, received October 19, 2018: 

Enclosed in Module 1.14, we provide revised labeling in accordance with the recently approved (August 21, 2018) 

Reference Listed Drng labeling for Sabiil®NDA 022006/S-020. 


Reviewer Comments: Acceptable. Finn revise the labeling in accordance with the recently approved (August 
21, 201 8) Reference Listed Dmg labeling for Sabril® NDA 020427/S-018. 

2.1 CONTAINER AND CARTON LABELS 

Did the fnm submit container and/or caiton labels that were NOT requested in the previous labeling review? 

NO 

Ifyes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or 

deficient. 

Reviewer Comments: Not submitted in this amendment. Container label was found acceptable in previous 
labeling review . 

2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT T O THE REVIEW 

fu this section, include any conespondence or internal info1mation pe1i inent to the review. fuclude the 
con espondence(s) and/or info1mation date(s) [e.g. resolution of any pending chemistry review or issue]. 

Reviewer Comments: NA 

3. 	 LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT 

3.1 REGULATORY INFORMATION 

Ar e there any pending issues in DLR's SharePoint Drug Facts? NO 
IfYes, please explain in section 2.2 Additional Background fufo1mation Pe1t inent to the Review 

Is the dr ug product listed in the Policy Alert Tracker on OGD's SharePoint? YES 

Generic Name/Dosage Fonn/Strengths: Multiple AED's: Anti-Epileptic I Anti-Seizure I Anticonvulsant chugs: including, but not 
limited to; Levetiracetam, carbamazepine, ethosuximide, primidone, topiramate, divalproex, oxcarbazepine 
No Approval Actions prior to contacting Policy Lead; Disciplines can send CRL, IR/DRL; 
The Policy Lead: Andrea Bautista 
Requests the FDA require anti-epileptic (also known as AED's, anti-seizme and anti-convulsant] chug labeling to contain specific 
language in the warnings and precautions section. 

Is the dr ug product listed on the Susce12tibilitv Test Inte1:12retive Criteria web Qage? NO 
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3.2 MODEL LABELING 


Table 1: Review Model Labeling 
(Check the box used as the Model Labeling) 

0MOST RECENTLY APPROVED NOA MODEL LABELING 
(If NOA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and ifso 
enter the most recently approved ANDA labeling information as applicable.) 

NOA# /Supplement# (S-000 if original): NOA 020427/S-018 

Supplement Approval Date: August 21, 2018 

Proprietary Name: Sabril® 

Established Name: VigabatrinTablets 

Description of Supplement: provide for adding the adverse reaction term, alopecia, to Section 6.2 (Adverse Reactions; 
Postmarketing Experience) of the Sabril (vigabatrin) prescribing information. 

0MOST RECENTLY APPROVED ANDA MODEL LABELING 
ANDA#/Supplement# (S-000 if original): Click here to enter text. 

Supplement Approval Date: Click here to enter text. 

Proprietary Name: Click here to enter text. 

Established Name: Click here to enter text. 

Description of Supplement: 

0 TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text. 

D OTHER (Describe): NOA 020427/S-019 is pending REMS supplement- The proposed modifi cation is intended tol (l)Jlifj 
I !b11'1l allow inpatient prescribers to continue admitted patients on vigabatrin therapy for 
the duration of the inpatient visit, for patients who have already been enrolled in the Vioabatrin REMS Proaram. 

Reviewer Assessment: 
Is the Prescribing Info1mation or Dm g Facts Labeling (OTC) same as the model labeling, except for differences 
allowed under 21CFR314.94(a)(8)? YES 
Are the specific requirements for fo1mat met under 21CFR201 .57(new) or 201 .80(old), or 201.66 (OTC)? YES 
Does the Model Labeling have combined inse1t labeling for multiple dosage fo1ms? YES 

Reviewer Comments: Acceptable. 


The RLD has combined insert labeling for Vigabatrin Powder for Oral Solution. 
 (b)l4[ 

(ti)(41 

3.3 MODEL CONTAINER LABELS 


Model container/carton/blister labels [Source: NDA 020427/S-018 dated 09/04/2018] 


Each Tablet Conte 
vigabatrin .............. 
See package insert lo 
11es!liblng lnformallo 
Storeatcontrolled roe 
20-25oC (68-77'f) 
Dispense ii aUSP tigl 

Manufactured by: Pall 
ancmau.OH 45237 
F«: Lundbeck 
Deefllekl. IL 60015, U 
Sallll ls a registered I 
LtroJeck 
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3.4 UNITED STATES PHARMACOPEIA CUSP) 

The USP was searched on 1211 21201 8. 

YES or NO Date Monograph Title 
(NA if no monograph) 

Vigabatrin Tablets 

Packaging and Storage/Labeling Statements 
(NA if no mono~ph) 

Iliff' 
Currently Official YES 

Not Yet Official NO NA 

Reviewer Assessment: 
Are the required USP recommendations and/or differences in test methods (e.g., dissolution, organic impurities, 
assay) reflected in the labeling and labels? YES 

Reviewer Comments: Acceptable. 


From Thug Product Review: Dissolution test is USP method. The acceptance criteria is NLT 75% (Q) in 

30 minutes. 


3.5 PATENTS AND EXCLUSIVITIES 

The Orange Book was searched on 12112/2018. 

Table 3 provides Orange Book patents for the Model Labeling ND.A 020427 and ANDA patent ce1tifications. 
(For applications that have no patents, NIA is entered in the patent number column) 

Table 3: Impact of Model Labeling Patents on ANDA Labeling 

Patent 
Number 

Patent 
Expiration 

Patent 
Use Code 

Patent Use Code Definition Patent 
Certification 

Date of 
Patent Cert 
Submission 

Labeling Impact 
(enter Carve·out 

or None) 
N/A 

R eviewer Assessment: 
IIs the applicant's "patent carve out" acceptable? NA 

Reviewer Comments: There are no unexpired patents for this product in the Orange Book database. 

Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. 

Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

Exclusivity 
Code 

Exclusivity 
Expiration Exclusivity Code Definition 

Exclusivity 
Statement 

Date of 
Exclusivity 
Submission 

Labeling Impact 
(enter Carve·out 

or None) 
N/A 

Reviewer Assessment: 
IIs the applicant's "exclusivity caiv e out" acceptable? NA 

Reviewer Comments: There is no unexpired exclusivity for this product in the Orange Book database. 

4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT 

Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage fonn description, package sizes, and 

manufacturer/distributor/packer statements of the Prescribing Infonnation or Dmg Facts for OTC products 
when compared to the previous labeling review. 
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Reviewer Assessment: 
Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO 
Are there changes to the dosage f01m description(s) or package size(s) in HOW SUPPLIED or package size(s) 
for OTC? NO 
Are there changes to the manufacturer/distributor/packer statements? NO 
Ifves, then comment below in Tables 5, 6, and 7. 

Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 

Previous Labeling Review Currently Proposed 

Each vigabatrin tablet contains 500 mg of vigabatrin, Each vigabatrin tablet contains 500 mg of vigabatrin, 
USP. The inactive ingredients are hypromellose 2910, USP. The inactive ingredients are hypromellose 2910, 
magnesium stearate, microcrystalline cellulose, magnesium stearate, microcrystalline cellulose, 
polyethylene glycol 400, polyethylene glycol 8000, polyethylene glycol 400, polyethylene glycol 8000, 
polysorbate 80, povidone, sodium starch glycolate, polysorbate 80, povidone, sodium starch glycolate, 
and titanium dioxide. and titanium dioxide. 

Assessment 

No Change 

Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 

Previous Labeling Review Currently Proposed 

Vigabatrin tablets, USP are available for oral Vigabatrin tablets, USP are available for oral 
administration and are supplied as follows: administration and are supplied as follows: 
500 mg  Each white to off-white, film-coated, oval 500 mg  Each white to off-white, film-coated, oval 
biconvex tablet functionally-scored on one side and biconvex tablet functionally-scored on one side and 
debossed with A314 on the other side contains 500 mg debossed with A314 on the other side contains 500 mg 
of vigabatrin, USP. Tablets are supplied in of vigabatrin, USP. Tablets are supplied in 
bottles of 100 (NOC 0591-3851-01 ). bottles of 100 (NOC 0591-3851-01 ). 
16.2 Storage and Handling 16.2 Storage and Handling 
Store at 20° to 25°C (68° to 77°F). [See USP Controlled Store at 20° to 25°C (68° to 77°F). [See USP Controlled 
Room Temperature]. Room Temperature]. 
Dispense in a tight, light-resistant container that is Dispense in a tight, light-resistant container that is 
defined in the USP. defined in the USP. 

Assessment 

No Change 

Table 7: Manufacturer/Distributor/Packer Statements 

Previous Labeling Review Currently Proposed 

Manufactured in India by: Manufactured in India by: 
Watson Pharma Private Limited Watson Pharma Private Limited 
Verna, Salcette Goa 403 722 INDIA Verna, Salcette Goa 403 722 INDIA 
Manufactured for: Manufactured for: 
Teva Pharmaceuticals USA, Inc. Teva Pharmaceuticals USA, Inc. 
North Wales, PA 19454 North Wales, PA 19454 

Assessment 

No Change 

5. 	 COMMENTS FOR OTHER DISCIPLINES 

Describe questions/issue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OB, DCR): 

(For Issues, include the following information: discipline and description of issue, issue reference number 

or link, and date of issue) 
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Reminder: Refer to chemistry review to verify labeling section (per Chemistiy -Labeling MOU) is complete. 
Refer to DCR review for combination product to verify if labeling comments were communicated to 
applicant. 

Reviewer Comments: From Drng Product Review dated 11/16/2018: 

DESCRIPTIONsection 
Is the information accurate?~ Yes D No 
Is the drug product subject of a USP monograph?~ Yes D No 
If "Yes," state if labeling needs a special USP statement in the Description. (e.g., USP test pending. Meets USP 

assay test 2. Meets USP organic impurities test 3.) 
(b)(4) 

HOWS UPPLIED section 
i) Is the info1mation accurate? IZJ Yes D No 
ii) Are the storage conditions acceptable? IZJ Yes D No 
DOSA GE AND ADMINISTRATION section, for injectables, and where applicable: 
Did the applicant provide quality data to support in-use conditions (e.g. diluent compatibility studies)? D Yes 

0 No IZJ N/A 
For OTC Drugs and Controlled Substances: 
Is tamper evident feature provided in the container/closure? D Yes D No 

If"No," explain. 

The drng product is neither OTC Drngs nor Contr·olled Substance. 

For solid oral drug products, only: drug product length(s) ofcommercial batch(es): 

ANDA 
Strength 

length (mm) Imprint Code 

500mg -
White to off-white, film coated, oval, biconvex tablet, 

functionally scored on one side and debossed v.rith 'A3 l 4' on 

the other side 

White to off-white, film coated, oval, biconvex tablet functionally scored on one side and debossed with 'A3 l 4' on the other side 

Describe issue(s) sent to and/or received from the OGD Labeling Reviewer: None 

List ofDeficiencies: None 

Dissolution: This section is reviewed by Biophatmaceutics reviewer. Dissolution test is USP method. The 
acceptance criteria is NLT 75% (Q) in 30 minutes. 

Vigabati·in Tablet Split Study: Satisfactory (Review Cycle-II) 
Split Tablet study was performed on reseai·ch batch RB693-59 of Vigabatr·in Tablets, 500 mg as per protocol 
El5-49 as per repoti (til<4I (in section 3.2.P.2). The research batch RB693-59 fotmulation and 
manufacturing process are same as exhibit batches of Vigabati·in tablets, 500 mg. 
Reviewer ' s Assessment: Adequate 
Fitm perfo1med the tablet split study on research batch RB693-59 as per protocol number E1 5-49 per repoti ____....lbH4l . The following tests were perfo1med - appearance, assay, moisture content, content unifo1mity, 
dissolution and related compounds. 
As per 'Guidance for Industry - Tablet Scoring: Nomenclature, Labeling and Data for Evaluation ' - the tablet 
split study needs to be perfo1med on prima1y I exhibit stability batches and scale-up. 
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6. OVERALL ASSESSMENT OF lVIATERIALS REVIEWED 


Tables 8 and 9 provide a sumn1aiy of recommendations for all labeling pieces for this application. 


For each row, you MUST choose an item "Final, Draft, or "NA". Ifyou enter "NA" under the second column, 

you do NOT need to enter "NA" for the remaining columns. 

Table 8: Review Summary of Container Label and Carton Labeling 

Final or Draft or NA Packaging Sizes Submission 
Received Date 

Container (500 mg) Draft (bottles of 1OOs) 03/12/2018 

Table 9 Review Summary of Prescribing Information and Patient Labeling 

Final or Draft or NA Revision Date and/or Code Submission 
Received Date 

Prescribing Information Draft August 2018 10/19/2018 
Medication Guide Draft 8/2018 10/19/2018 

SPL Data Elements 8/2018 10/19/2018 

Recommendation 

Satisfactory 

Recommendation 

Satisfactory 
Satisfactory 

Satisfactory 
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*** This document contains proprietary information that cannot be released to the public.***V.18 

LABELING REVIEW 

Division of Labeling Review
 
Office of Regulatory Operations
 
Office of Generic Drugs (OGD)
 

Center for Drug Evaluation and Research (CDER)
 

Date of This Review July 18, 2018 

ANDA Number(s) 209822 

Review Number 3 

Applicant Name Teva Pharmaceuticals USA, Inc. 

Established Name & Strength(s) Vigabatrin Tablets USP, 500 mg 

Proposed Proprietary Name None 

Submission Received Date March 12, 2018 (amendment) 

Primary Labeling Reviewer Lily Chua 

Secondary Labeling Reviewer Refer to signature page 

Review Conclusion 

ACCEPTABLE – No Comments. 

ACCEPTABLE – Include Post Approval Comments 

Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. 

Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant 

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to 

Discipline Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling 

minor and major deficiencies will be included in the Complete Response Letter (CRL) lett er to the applicant. 

On Policy Alert List 

Combined Insert/Outsert 

Yes No 

Yes No (If yes, indicate ANDA number) 
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1. LABELING COMMENTS 

1.1 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

The Division of Labeling has no further questions/comments at this time based on your labeling 

submission dated March 12, 2018. 

Additionally, we remind you that it is it your responsibility to continually monitor available labeling 
resources such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia 
– National Formulary (USP-NF) online for recent updates, and make any necessary revisions to your 

labels and labeling. 

It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the 

approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB are 

addressed and updated in your application. Ensure your labeling aligns with your patent and 

exclusivity statements. 

1.2 POST APPROVAL REVISIONS 

These comments will be addressed post approval (in the first labeling supplement review). 
NA 
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2. 	 PREVIOUS LABELING REVIEW, DEF1CIENCIES, F1RM'S RESPONSEi AND REVIEWER' S 
ASSESSMENT 

fu this section, we include any previous labeling review deficiencies, the fum's response and reviewer's 
assessment to fum's response as well as any new deficiencies fmmd in this cycle. Include the previous review 
cycle and the review's submission date(s). 

Review # 1 finalized date: March 23, 2017 
Review #2 finalized date: September 19, 2017 

From Response to CR, received March 12, 2018: 
PRESCRIBING INFORMATION 
A. Please revise yourinse11 labeling to be in accordance with the most recently approved labeling for the reference

lis ted dmg (RLD), Sab1il®, NDA 020427/S-016 approvedAp1il 27, 2017. 

Teva 's Response: Teva acknowledges the agency's connnent and has revised the inse1t labeling to be in accordance with 

the RLD approved on April 27, 2017. Inaddition, please note, included in thi5 submission is the revised container label 

reflecting the CUlTent corporate design. 

B. FULL PRESCRIBING INFORMATION 

1) ADVERSE REACTIONS: Please include as the second bullet" • Magnetic Resonance Imaging (MRI) 

Abnonnalities in Infants {see Warnings and Precautions (5.3)]" 

Teva's Response: Teva acknowledges the agency's connnent and has revised the ADVERSE REACTIONS section 

accordingly. 

2) OVERDOSAGE, 10.1 Signs, Symptoms, and Laborato1y Findings ofOverdosage, second paragraph, second 

sentence: Please revise "veltigo" to read "vertigo". 

Teva 's Response: Teva acknowledges the agency's connnent and has revised the fl.ill prescnbing infonnation to conect 

all noted spelling eirnrs. 

3) DESCRIPTION, third paragraph, firs t sentence: Please revise "vely" to read "very". 

Teva 's Response: Teva acknowledges the agency's connnent and has revised the fl.ill prescnbing infonnation to conect 

all noted spelling enors. 

4) CLINICAL PHARMACOLOGY, 12.1 Mechanism ofAction, first paragraph, first sentence: Please revise 

" neurotrans lnitter" to read " neurotrans1nitter" . 

Teva 's Response: Teva aclmowledges the agency's connnent and has revised the ftill prescnbing infonnation to conect 

all noted spelling eirnrs. 

5) CLINICAL PHARMACOLOGY, 12.2Pharmacodynainics, first paragraph: Please revise " a." to read " a" . [Too 

ins tances]. 

Teva's Response: Teva acknowledges the agency's connnent and has revised the CLINICAL PHARMACOLOGY, 12.2 

Pha1macodynamics section in the two instances. 

CLINICAL STUDIES, 14.1 Complex Pa11ial Seizures, first paragraph after Table 9: Please revise " paltial" to 

read " pai1ial" and " palticular" to read "pai1icular". 

Teva 's Response: Teva acknowledges the agency's connnent and has revised the fl.ill prescnbing infonnation to conect 

all noted spelling enors. 

2. MEDICATION GUIDE 

Pie as e reviseyourM edication Guide to be in accordance with the most recently approved Medication Guide for 

the reference listed dmg (RLD), Sab1il®, NDA 020427 /S-016 approved Ap1il 27, 2017. 

Teva 's Response: Teva acknowledges the agency's connnent and has revised the Medication Guide to be in 

accordance with the RLD approved on Ap1il 27, 2017. 


Reviewer Comments: Responses are acceptable. 

2.1 CONTAINER AND CARTON LABELS 

Did the fum submit container and/or ca1ton labels that were NOT requested in the previous labeling review? 

YES 
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Ifyes, state the reason for the submission, and connrent below whether the proposed revisions are acceptable or 


deficient. 


Reviewer Comments: Acceptable. 


Film included in this submiss ion the revised conta.iner label reflecting the cmTent c01porate design. 


2.2 ADDIDONAL BACKGROUND INFORMATION PERTINENT TO THE R EVIEW 

In this section, include any con espondence or internal infonnation pe1tinent to the review. Include the 
conespondence(s) and/or information date(s) [e.g. resohrtion of any pending chemistry review or issue] . 

Reviewer Comments: NA 

3. LABELING REVIEW INFOR MATION AND R EVIEWER ASSESSMENT 

3.1 R EGULATORY INFORMATION 

Are there any pending issues in DLR's SharePoint Drug Facts ? NO 
IfYes, please explain in section 2 .2 Additional Backgromd Information Pe1tinent to the Review 

Is the drug product listed in the Policy Alert Tracker on OGD 's SharePoint? YES 


Generic Name/Dosage F01m!Strengths: Muhiple: Anti-Epileptic I Anti-Seizure I Anticonvulsant ch1igs (AED's): 

inch1ding, but not limited to; Levetfracetam, carbamazepine, primidone, topiramate, divalproex, oxcarbazepine 

No Approval Actions prior to contacting Policy Lead; Disciplines can continue communications (CRLIDRL) 

The Policy Lead: Anch·ea Bautista 

Require anti-epileptic [also known as AED's, anti-seizure and anti-convulsant] ch1ig labeling to contain specific 

language in the warnings and precautions section. 


Is the drug product listed on the SusceQtlbili~ Test Inte112retive Criteria web Qage? NO 

3.2 M ODEL PRESCRIBING INFORMATION 


Table 1: ReviewModel Labeling for Prescribing Information and Patient Labeling 
(Check the box used as the Model Label ina) 

~MOST RECENTLYAPPROVED NOA MODEL LABELING 
(If NOA is listedin the discontinuedsection ofthe Orange Book, indicate whetherthe application hasbeen withdrawn and if so 
enter the most recently approvedANDA labeling information as applicable.) 
NDA#ISupplement# (S-000 if original): NDA020427/S.016 
Supplement Approval Date: ,April 27, 201 7 
Proprietary Name: Sabri l® 
Established Name: VigabatrinTablets 
Description of Supplement: propose modifications to the approved risk evaluation and mitigation strategy(REMS)for Sabril 
to establish a single, shared system (SSS) REMS for ~gabatrin products and updates to the approved Prescribing Information 
and Medication Guide to incorporate language reflecting theproposed SSS REMS. 

0 MOST RECENTLYAPPROVED ANDA MODEL LABELING 
ANDA#/Su pplement# (S-000 if original): Click here to enter text. 
SupplementApproval Date: Clickheretoentertext. 
Proprietary Name: Click here to enter text. 
Established Name: Click here to entertext 
Description of Supplement: 
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Table 1: Review Model Labeling for Prescribing lnfonnation and Patient Labeling 
(Check the box used as the ModeI Labeling) 

0 TEMPLATE (e.g.,BPCA, PREA,Carve-out): Clickheretoentertext. 

LJ OTHER (Describe): NDA020427/S-017 appro\ed REMS supplement, appro\ed October 23,2017, propose modifications to 
the aooro\ed \.1aabatrin REMS. S-018 is oendina labelina suoolement. 

R eviewer Assess1nent: 

Is the Prescribing Infonnation sa1:re as the model labeling, except for differences allowed llllder 
21 CFR 3 l 4.94(a)(8)? YES 
Are the specific require1:rents for fonmt met tmder 2 1 CFR 201.57(new) or 201.80(old)? YES 
Does the Model Labeling have combined insert labeling for multiple dosage fonm? YES 

Reviewer Comments: Acceptable. 

3.3 MODEL CONTAINER LABELS 

Model container/carton/blister labels [Som·ce: DailyMed Updated April 30, 2017] 

NOC 67386-111-01 

Sabril® 
(vigabatrin) Tablets 

500mg 

70032407 

Each Tablet Contains: 
vigabatrin .... . . . . . .... . . . . . 500 mg 

See package insert fOf full 

l)'escri:blng Jnformatlon. 

store at contrdled room temperature, 

20·25°C (68·7ffl 
Dispense ii aLS? tight container. 

Maruactured IY)t: Pattieon 

u 
andrmll, OH 45237, U.S.A. 

For: Lmdbeck 

Oeerffeld. IL 60015, U.S.A. 


~~~ registered trademark ot 

100 Tablets 

DISPENSE THE ENCLOSED MEDICATION 
GUIDE wrrH EACH PRESCRIPTION. 

3.4 UNITED STATES PHARMACOPEIA (USP) 

The USP was searched on 7/19/2018. 

YES or Date Monograph Title 
NO (NA if no monograph) 

Currently Official YES I \.1gabatrin Tablets 

Not Yet Official NO Sarre as above. 
R eviewer Assessment: 

Packaging and Storage/Labeling Statements 
(NA if no monoQ.!!P..!!). (D)._JJ 

Are the required USP recomr:rendations and/or differences in test methods (e.g., dissohrtion, organic impm1ties, 
assay) reflected in the .labeling and .labels? YES 

Revie'\\ier Comments : Acceptable. 


From Drug Product Review: Dissohrtion test is USP r:rethod. The acceptance crite11a is NLT 75% (Q) in 

30 minutes. 
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3.5 PA1ENTS AND EXCLUSIVITIES 

The Orange Book was searched on 7/19/2018. 

Table 3 provides Orange Book patents for the Model Labeling NDA 020427 and ANDA patent ce1tifications. 
(For applications that have no patents, NIA is entered in the patent mnnber cohnrm) 

Table 3: I01>act ofModel Labeling Patents on ANDA Labeling 

Patent 
Number 

Patent 
Expiration 

Patent 
Use Code 

Patent Use Code Definition Patent 
Certification 

Date of 
Patent Cert 
Submission 

Labeling I mpact 
(enter Carve·out 

or None) 
N/A 

R eviewer Assessment: 

IIs the applicant's ''patent caive out" acceptable? NA 
Reviewer Comments : There ai·e no llllexpired patents for this product in the Orange Book database. 


Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. 


Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

Exclusivity 
Code 

Exclusivity 
Expiration Exclusivity Code Definition 

Exclusivity 
Statement 

Date of 
Exclusivity 
Submission 

Labeling Impact 
(enter Carve·out 

or None) 
N/A 

R eviewer Assessment: 
IIs the applicant's "exclusivity ca1ve out" acceptable? NA 

Revie'\\ier Comments : There is no unexpired exclusiv ity for this product in the Orange Book database. 

4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STA1EMENT 

Tables 5, 6, and 7 descnbe any changes in the inactive ingredients, dosage fotm description, package sizes, and 
manufuctm·er/d istributor/packer statements of the Prescribing Infonnation or Dmg Facts for OTC products 
when compared to the previous labeling review. 

R eviewer A ssessment: 
Are there changes to the inactives in the DESCRIPTION section or Inactive higredients (OTC)? NO 
Are there changes to the dosage fotm description(s) or package size(s) in HOW SUPPLIED or package size(s) 
for OTC? NO 
Are there changes to the manufuctm·er/d istributor/p acker staten~nts? YES 
Ifyes, then comment below in Tables 5, 6, and 7. 

Table 5: Co01>arison of DESCRIPTI ON Section or Inactive Ingredients Subsection (OTC) 

Previous Labeling Review Currently Proposed Assessment 

Each vigabatrin tablet contains 500 mg of vigabatrin, 
USP. The inactive ingredients are hypromellose 2910, 
magnesium stearate, microcrystalline cellulose, 
polyethylene glycol 400, polyethylene glycol 8000, 
oolysorbate 80, povidone, sodium starch glycolate and 
itanium dioxide. 

Each vigabatrin tablet contains 500 mg of vigabatrin, 
USP. The inactive ingredients are hypromellose 2910, 
magnesium stearate, microcrystalline cellulose, 
polyethylene glycol 400, polyethylene glycol 8000, 
polysorbate 80, povidone, sodium starch glycolate, 
and titanium dioxide. 

No Change 
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Table 6: Co111>arison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 

Previous Labeling Review Currently Proposed Assessment 

Vigabatrin tablets, USP are available for oral 
administration and are supplied as follows: 
500 mg - Each white to off-white, film-coated,oval 
biconvex tablet functionally-scored on one side and 
debossed with A314 on the other side contains 500 mg 
ofvigabatrin, USP. Tablets are supplied in 
bottlesof100 (NDC0591 -3851-01). 
16.2 Storage and Handling 
Store at 20° to 25°C (68° to 77°F). (See USP Controlled 
Room Te111>erature). 
Dispense in a t ight, light-resistant containerthat is 
defined in the USP. 

Vigabatrin tablets, USP are available for oral 
administration and are supplied as follows: 
500 mg - Each white to off-white, fi lm-coated,oval 
biconvex tablet functionally-scored on one side and 
debossed with A314 on the other side contains 500 mg 
ofvigabatrin, USP.Tablets are supplied in 
bottles of 100 (NOC 0591-3851-01). 
16.2 Storage and Handling 
Store at 20° to 25°C (68° to 77°F). (See USPControlled 
Room Temperature) . 
Dispense in a tight, light-resistant container that is 
defined in t he USP. 

No Change 

Table 7: Manufacturer/Distributor/Packer Statements 

Previous Labeling Review Currently Proposed Assessment 

Manufactured by: 
Watson Pharma Private Limited 
Verna, SalcetteGoa 403 722 INDIA 

{6)141 

Manufactured in India by: 
Watson Pharma Private Limited 
Verna, SalcetteGoa 403 722 INDIA 
Manufactured for: 
Teva Pharmaceuticals USA, Inc. 
North Wales, PA 19454 

The Manufactured for 
statement have been 
revised to reflect the 
current facility information. 

5. COMMENTS FOR OTHER REVIEW DISCIPLINES 

Descnbe questions/issue(s) sent to and/or received from other discipline (e.g., OPQ, OB, OCR) reviewer(s) : 

Reminder: Refer to chemistry review to verify labeling section (per Chemistry-Labeling MOU) is complete. 
Refer to OCR review for combination product to verify if labeling collllrents were cormmmicated to 
applicant. 

Reviewer Comments: From Dmg Product Review dated 07/16/2018 : 

DESCRIPTIONsection 
Is the information accm·ate? ~Yes D No 
Is the dtug product subject ofa USP mmograph? ~ Yes D No 
If"Yes," state if labeling needs a special USP statement in the Description (e.g., USP test pending. Meets 
USP assay test 2. Meets USP orgflnic implnitie s test 3.) 

(b)(4) 

[Note: If there is a potential that USP statement needs to be added or m:>dified in the Description, aleli the 
labeling reviewer]. 

HOWSUPPLIED section 
~ Is the information accurate? ~ Yes D No 
ii) Are the storage conditions acceptable? ~Yes D No 
D OSAGE AND ADJl,fJNISTRATION section, for injectables, and where applicable: 
Did the applicant provide quality data to suppoli in-use conditions (e.g. diluent co~atibility studies)? D Yes 
0 No ~ NIA 
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For OTCDrugs and Controlled Substances: 
Is ta~er evident feature provided in the container/cbsure? D Yes D No 
The drug product is neither OTC Thugs nor Controlled Substance. 
For solidoral drug products, only: drug product length(s) ofcommercial batch (es): 

ANDA 
Sb·enl{th 

length (mm) lmpdnt c~ 

500 mg -
White to off-white, fihn coated, ova4 biconvex tablet, 
functionally s cored on one side and debossed with 'A314' on 
the other side 

White to off-white, fihn coated, ova4 biconvex tablet functionally s cored on one side and debossedwith 'A 314' on the other side 

Describe issue(s) sent to and/or received from the OGD LabelingR eviewer: None 
List ofDeficiencies: None 

D;ssolution: This section is reviewed by Biophannaceutics reviewer. Dissohrtion test is USP method. 1he 
acceptance criteria is NLT 75% (Q) in 30 minutes. 

I Reviewer's Assessment: Adequate 
Film perfonred the tablet split study on research batch RB693 -59 as per protocol llllIIDer E15-49 per repolt 

!6H4 . 1he following tests were perfonned - appearance, assay, moisnn·e content, content lllliformity, 
dissohrtion and re1ated co~ounds. 

As per ' Guidance for Industiy - Tablet Scoring: Nomenc1atm·e, Labeling and Data for Evaluation ' -the tablet 
split study needs to be perfonned on primuy I exhibit stability batches and scale-up. 

6. OVERALL ASSESSM ENT OF M ATERIALS REVIEWED 


Tables 8 and 9 provide a SllllllIB1Y of recorrnnendations for all Jabeling pieces for this application. 


For each row, you MUST choose an item ''Finai Dt<lft, or "NA". If you enter "NA" mider the second cohnm, 

you do NOT need to enter "NA" for the rermining cohnms. 

Table 8: ReviewSummary ofContainer Label and Carton Labeling 

Final orDraft or NA Packaging Sizes 
Submission 

Received Date 
Recommendation 

Container (500 mg) Draft (bottles of 1OOs) 03/1212018 Satisfactory 
Table9 ReviewSummary ofPrescribing Information and PatientLabeling 

Final orDraft or NA Revision Date and/or Code Submission 
Received Date 

Recommendation 

Prescribing Information Draft October2017 03/1212018 Satisfactory 
Medication Guide Draft 10/2017 03/1212018 Satisfactory 

SPL Data Elements 10/2017 03/1212018 Satisfactory 
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LABELING REVIEW 
Division of Labeling Review
 

Office of Regulatory Operations
 
Office of Generic Drugs (OGD)
 

Center for Drug Evaluation and Research (CDER)
 

Date of This Review September 6, 2017 

ANDA Number(s) 209822 

Review Number 2 

Applicant Name Teva Pharmaceutical USA 

Established Name & Strength(s) Vigabatrin Tablets USP, 500 mg 

Proposed Proprietary Name None

 Submission Received Date April 4, 2017 (amendment) 

Labeling Reviewer Lily Chua 

Labeling Team Leader Adolph Vezza 

Review Conclusion

 ACCEPTABLE – No Comments.

 ACCEPTABLE – Include Post Approval Comments 

Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. 

*Please Note:  The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily 
Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included 
in the Complete Response (CR) letter to the applicant. 

On Policy Alert List 
Generic Name/Dosage Form/Strengths: Multiple AED's: Anti-Epileptic / Anti-Seizure / Anticonvulsant drugs: including, but 
not limited to; Levetiracetam, carbamazepine, ethosuximide, primidone, topiramate, divalproex, oxcarbazepine 
No Approval Actions prior to contacting Policy Lead; Disciplines can send IR/ECD; The Policy Lead: Andrea Bautista 
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1.	 LABELING COMMENTS 

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 

Labeling Deficiencies determined on September 6, 2017 based on your submission dated April 4, 
2017: 

1.	 PRESCRIBING INFORMATION 
A. Please revise your insert labeling to be in accordance with the most recently approved labeling for 

the reference listed drug (RLD), Sabril®, NDA 020427/S-016 approved April 27, 2017. 
B. FULL PRESCRIBING INFORMATION 

a.	 ADVERSE REACTIONS:  Please include as the second bullet “•  Magnetic Resonance 
Imaging (MRI) Abnormalities in Infants [see Warnings and Precautions (5.3)]” 

b.	 OVERDOSAGE, 10.1 Signs, Symptoms, and Laboratory Findings of Overdosage, second 
paragraph, second sentence:  Please revise “veltigo” to read “vertigo”. 

c.	 DESCRIPTION, third paragraph, first sentence:  Please revise “vely” to read “very”. 
d.	 CLINICAL PHARMACOLOGY, 12.1 Mechanism of Action, first paragraph, first sentence:  

Please revise “neurotrans1nitter” to read “neurotransmitter”. 
e.	 CLINICAL PHARMACOLOGY, 12.2 Pharmacodynamics, first paragraph:  Please revise “a.” 

to read “a”. [Two instances]. 
f.	 CLINICAL STUDIES, 14.1 Complex Partial Seizures, first paragraph after Table 9:  Please 

revise “pa1tial” to read “partial” and “pa1ticular” to read “particular”. 

2.	 MEDICATION GUIDE 
Please revise your Medication Guide to be in accordance with the most recently approved 
Medication Guide for the reference listed drug (RLD), Sabril®, NDA 020427/S-016 approved 
April 27, 2017. 

Submit your revised labeling electronically.  The prescribing information and any patient labeling should reflect 
the full content of the labeling as well as the planned ordering of the content of the labeling.  The container label 
and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text 
size, and style. 

To facilitate review of your next submission, please provide a side-by-side comparison of your proposed 
labeling with the reference listed drug labeling with all differences annotated and explained. We also advise that 
you only address the deficiencies noted in this communication. 

However, prior to the submission of your amendment, please check labeling resources, including 
DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any 
necessary revisions to your labels and labeling.  

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new 
documents posted on the CDER web site at the following address – 

http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
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1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 
The Division of Labeling has no further questions/comments at this time based on your labeling submission (s) 
dated (add date) 

1.3 POST APPROVAL REVISIONS 
These comments will NOT be sent to the applicants at this time. 

These comments will be addressed post approval (in the first labeling supplement review). 

NA
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2.	 PREVIOUS LABELING REVIEW, DEFICIENCIES, FIRM’S RESPONSE, AND REVIEWER’S 
ASSESSMENT 

In this section, we include any previous labeling review deficiencies, the firm’s response and reviewer’s 
assessment to firm’s response as well as any new deficiencies found in this cycle. Include the previous review 
cycle and the review’s submission date(s) 

Review #1 finalized date: March 23, 2017 

From Response to ECD, received April 4, 2017: 
1. PRESCRIBING INFORMATION 
a. HIGHLIGHTS, WARNINGS AND PRECAUTIONS: Please include as the first bullet “Abnormal 
MRI signal changes have been reported in some infants with Infantile Spasms receiving vigabatrin (5.3)”. 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
b. FULL PRESCRIBING INFORMATION: CONTENTS, WARNINGS AND PRECAUTIONS: Please 
include “5.3 Magnetic Resonance Imaging (MRI) Abnormalities”. 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
c. FULL PRESCRIBING INFORMATION 
i. WARNING BOX, last sentence: Please complete the REMS Program website and phone number when 
available. 
Teva Response: Teva acknowledges the Agency’s comment. The labeling has been revised to include the 
REMS Program website and telephone number. 
ii. DOSAGE AND ADMINISTRATION, 2.1 Important Dosing and Administration Instructions: Please 
add as the third paragraph the following: “Vigabatrin tablets and powder for oral solution are 
bioequivalent. Either tablet or powder can be used for CPS.” 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
iii. DOSAGE FORMS AND STRENGTHS: If your drug product complies with the Guidance for 
Industry Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation, we recommend updating the 
tablet description to state functionally-scored. 
Teva Response:  Teva acknowledges the Agency’s comment. The tablet description has been revised to state
 functionally-scored”. 
iv. WARNINGS AND PRECAUTIONS, 5.2 Vigabatrin REMS Program: Please complete the REMS 
Program website and phone number when available. 
Teva Response:  Teva acknowledges the Agency’s comment. The labeling has been revised to include the 
REMS Program website and telephone number. 
v. WARNINGS AND PRECAUTIONS: Please include the “5.3 Magnetic Resonance Imaging (MRI) 
Abnormalities in Infants” section. 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
vi. WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity, second paragraph, last sentence: Please revise 
“...clinically in children” to read “…clinically in infants and children”. 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
vii. WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity: Please include as the last paragraph 
“Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a 
symmetric pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have been observed 
in some infants treated for Infantile Spasms with vigabatrin. Studies of the effects of vigabatrin on MRI 
and EP in adult epilepsy patients have demonstrated no clear-cut abnormalities [see Warnings and 
Precautions (5.3)].” 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
viii. ADVERSE REACTIONS, 6.1 Clinical Trial Experience, Table 6: Please indent “Psychomotor 
hyperactivity” in the first column to preserve formatting. 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly 
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ix. USE IN SPECIFIC POPULATIONS, 8.3 Nursing Mothers: Please revise “[see Warnings and 
Precautions (5.4)]” to read “[see Warnings and Precautions (5.3, 5.4)]”. 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
x. USE IN SPECIFIC POPULATIONS, 8.4 Pediatric Use: Please include as the third paragraph 
“Abnormal MRI signal changes were observed in infants [see Warnings and Precautions (5.3, 5.4)].” 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
2. MEDICATION GUIDE 
We encourage you to include the U.S. contact information (i.e.; telephone number) of your firm in case 
the patient has questions about this drug product. Please include this information at the end of the 
“General information” section of the Medication Guide. 
Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling to include the U.S. 

contact information.
 
Reviewer Comments: Responses are acceptable.
 

2.1 CONTAINER AND CARTON LABELS 
Did the firm submit container and/or carton labels that were NOT requested in the previous labeling review? 
NO 

If yes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or 
deficient. 

Reviewer Comments: Not submitted in this amendment. 

2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 
In this section, include any correspondence or internal information pertinent to the review.  Include the 
correspondence(s) and/or information date(s) [e.g. resolution of any pending chemistry review or issue].     

Reviewer Comments: NA 

3. LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT 

3.1 REGULATORY INFORMATION 

Are there any pending issues in DLR's SharePoint Drug Facts? NO 
If Yes, please explain in section 2.2 Additional Background Information Pertinent to the Review 

Is the drug product listed in the Policy Alert Tracker on OGD’s SharePoint? NO 
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3.2 MODEL PRESCRIBING INFORMATION
 

Table 1: Review Model Labeling for Prescribing Information and Patient Labeling 
(Check the box used as the Model Labeling) 

MOST RECENTLY APPROVED NDA MODEL LABELING 

NDA# /Supplement# (S-000 if original): NDA 020427/S-016 
Supplement Approval Date: April 27, 2017 
Proprietary Name: Sabril® 
Established Name: Vigabatrin Tablets 
Description of Supplement: propose modifications to the approved risk evaluation and mitigation 
strategy (REMS) for Sabril to establish a single, shared system (SSS) REMS for vigabatrin products 
and updates to the approved Prescribing Information and Medication Guide to incorporate language 
reflecting the proposed SSS REMS. 

MOST RECENTLY APPROVED ANDA MODEL LABELING 
ANDA#/Supplement# (S-000 if original): Click here to enter text. 
Supplement Approval Date: Click here to enter text. 
Proprietary Name: Click here to enter text. 
Established Name: Click here to enter text. 

Description of Supplement:

  TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text. 
OTHER (Describe): NDA 020427/S-014, approved June 21, 2016, proposed modifications to the 

approved Sabril (vigabatrin) risk evaluation and mitigation strategy (REMS) and corresponding changes to 
the Sabril (vigabatrin) Prescribing Information and Medication Guide. S-017 is pending REMS supplement. 

Reviewer Assessment: 
Is the Prescribing Information same as the model labeling, except for differences allowed under 
21 CFR 314.94(a)(8)? NO 
Are the specific requirements for format met under 21 CFR 201.57(new) or 201.80(old)? YES 
Does the Model Labeling have combined insert labeling for multiple dosage forms? YES 
Reviewer Comments: The firm’s submitted insert labeling is based on NDA 020427/S-014 approved June 21, 
2016. We will ask firm to revise the insert labeling and Medication Guide to be in accordance with the most 
recently approved labeling for the reference listed drug (RLD), Sabril®, NDA 020427/S-016 approved April 
27, 2017. 
We will also ask firm to include as the second bullet “•  Magnetic Resonance Imaging (MRI) Abnormalities in 
Infants [see Warnings and Precautions (5.3)]” in ADVERSE REACTIONS section; revise “veltigo” to read 
“vertigo” in 10.1 Signs, Symptoms, and Laboratory Findings of Overdosage, second paragraph, second 
sentence; revise “vely” to read “very” in DESCRIPTION section;  revise “neurotrans1nitter” to read 
“neurotransmitter”; and “a.” to read “a” [Two instances] in CLINICAL PHARMACOLOGY section; and revise 
“pa1tial” to read “partial” and “pa1ticular” to read “particular” in 14.1 Complex Partial Seizures section. 

3.3 MODEL CONTAINER LABELS 
Model container/carton/blister labels [Source: ANRPT-1 dated 10/20/2010] 
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3.4 UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF) 
We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph 
or proposed USP monograph. 

Table 2: USP and PF Search Results 
Date 

Searche 
d 

Monograp 
h? YES or 

NO 

Monograph Title 
(NA if no

monograph) 
Packaging and Storage/Labeling Statements 

(NA if no monograph) 

US 
P 9/7/2017 YES Vigabatrin Tablets 

(b) (4)

PF 9/7/2017 YES Same as above. 

Reviewer Comments: Acceptable. 

3.5 PATENTS AND EXCLUSIVITIES 
The Orange Book was searched on 9/7/2017.
 
Table 3 provides Orange Book patents for the Model Labeling NDA 020427 and ANDA patent certifications. 


(For applications that have no patents, N/A is entered in the patent number column)
 

Table 3: Impact of Model Labeling Patents on ANDA Labeling 

Patent 
Number 

Patent 
Expiration 

Patent 
Use Code Patent Use Code Definition 

Patent 
Certificatio 

n 

Date of 
Patent 
Cert 

Submissio 
n 

Labeling 
Impact 
(enter 

“Carve
out” or 
“None”) 

N/A 

Reviewer Assessment: 
Is the applicant’s “patent carve out” acceptable? NA 
Reviewer Comments: There are no unexpired patents for this product in the Orange Book database. 

Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. 

Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

Exclusivity 
Code 

Exclusivity 
Expiration Exclusivity Code Definition Exclusivity 

Statement 

Date of 
Exclusivity 
Submissio 

n 

Labeling 
Impact 
(enter 

“Carve
out” or 
“None”) 
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Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
N/A 

Reviewer Assessment: 
Is the applicant’s “exclusivity carve out” acceptable? NA 
Reviewer Comments: There is no unexpired exclusivity for this product in the Orange Book database. 

4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT 
Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and 
manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products 
when compared to the previous labeling review.  

Reviewer Assessment: 
Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO 
Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package size(s) 
for OTC? YES 
Are there changes to the manufacturer/distributor/packer statements? NO 
If yes, then comment below in Tables 5, 6, and 7. 

Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 

Previous Labeling Review Currently Proposed Assessment 

Each vigabatrin tablet contains 500 mg of 
vigabatrin, USP. The inactive ingredients are 
hypromellose 2910, magnesium stearate, 
microcrystalline cellulose, polyethylene 
glycol 400, polyethylene glycol 8000, 
polysorbate 80, povidone, sodium starch 
glycolate and titanium dioxide. 

Each vigabatrin tablet contains 500 mg of 
vigabatrin, USP. The inactive ingredients are 
hypromellose 2910, 
magnesium stearate, microcrystalline 
cellulose, polyethylene glycol 400, 
polyethylene glycol 8000, polysorbate 80, 
povidone, sodium starch glycolate and 
titanium dioxide. 

No Change 

Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 

Previous Labeling Review Currently Proposed Assessment 
Vigabatrin tablets, USP are available for oral 
administration and are supplied as follows: 
500 mg — Each white to off-white, film-
coated, oval biconvex tablet scored on one 
side and debossed with A314 on the other 
side contains 500 mg of vigabatrin, USP. 
Tablets are supplied in bottles of 100 
(NDC 0591-3851-01). 
16.2 Storage and Handling 
Store at 20° to 25°C (68° to 77°F). [See USP 
Controlled Room Temperature].
Dispense in a tight, light-resistant container 
that is defined in the USP. 

Vigabatrin tablets, USP are available for oral 
administration and are supplied as follows: 
500 mg — Each white to off-white, film-
coated, oval biconvex tablet functionally-
scored on one side and debossed with A314 
on the other side contains 500 mg of 
vigabatrin, USP. Tablets are supplied in 
bottles of 100 (NDC 0591-3851-01). 
16.2 Storage and Handling 
Store at 20° to 25°C (68° to 77°F). [See USP 
Controlled Room Temperature].
Dispense in a tight, light-resistant container 
that is defined in the USP. 

“scored” has been 
revised to read 
“functionally-scored”. 
This change is 
acceptable. 
No change otherwise. 

8 | P a g e 



Table 7: Manufacturer/Distributor/Packer Statements 

Previous Labeling Review Currently Proposed Assessment 

Manufactured by: Manufactured by: 
Watson Pharma Private Limited Watson Pharma Private Limited 
Verna, Salcette Goa 403 722 INDIA 

{l)f(4) 
Verna. Salcette Goa 403 722 INDIA 

(bJlil No Change 

5. COMMENTS FOR CHEMISTRY REVIEWER 


Describe issue(s) sent to and/or received from the chemistiy (also known as diug product quality) reviewer: 


Reviewer Comments: From CMC review dated 07/14/2017: 

DESCRIPTION section 
Is the inf01mation accurate? C8J Yes D No 
Is the diug product subject of a USP monograph? C8J Yes D No 
If"Yes," state if labeling needs a special USP statement in the Description. (e.g., USP test pending. Meets 
USP assay test 2 . Meets USP organic impurities test 3.) 

(b)(4) 

[Note: If there is a potential that USP statement needs to be added or modified in the Description, ale11 the 
labeling reviewer] . 

HOWSUPPLIED section 
i) Is the infonnation accurate? C8J Yes D No 
ii) Are the storage conditions acceptable? C8J Yes D No 
DOSAGE AND ADMINISTRATIONsection, for injectables, and where applicable: 
Did the applicant provide quality data to suppoli in-use conditions (e.g. diluent compatibility studies)? D Yes 
0 No C8JN/A 
For solid oral dru2 oroducts, onlv: dru2 oroduct len2th(s) ofcommercial batch(es): 

ANDA 
Stren2th 

length (mm) Imprint Code 

White to off-white, fihn coated, oval, bic.oi1vex tablet, 
500 mg - functionally scored on one side and debossed with 'A3 l 4' on 

the other side 

White to off-white, film coated, oval, biconvex tablet functionally scored on one side and debossed with 'A314' on the other side 

Describe issue(s) sent to and/or received from the OGD Labeling Reviewer: None 
List ofDeficiencies: None 
List of Deficiencies from Drng Product: 
1. We acknowledge the tablet scoring study, which was performed on research batch (RB693-59) per repo1t >Hil 

in section 3.2.P.2. Per FDA guidance for Industly, 'Tablet Scoring: Nomenclature, Labeling and Data for Evaluation' 
tablet scoring study needs to be perfo1med on Primaiy I Exhibit stability scale-up batches. Please comment. 
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6. COMMENTS FOR OTHER REVIEW DISCIPLINES 
Describe questions/issue(s) sent to and/or received from other discipline reviewer(s): 

Reviewer Comments: NA 

7. OVERALL ASSESSMENT OF MATERIALS REVIEWED 
Tables 8 and 9 provide a summary of recommendations for all labeling pieces for this application. 

For each row, you MUST choose an item “Final, Draft, or “NA”.  If you enter “NA” under the second column, 
you do NOT need to enter “NA” for the remaining columns.   

Table 8: Review Summary of Container Label and Carton Labeling 
Final or Draft or 

NA Packaging Sizes Submission 
Received Date 

Recommendati 
on 

Container (500 mg) Draft (bottles of 100s) 12/16/2016 Satisfactory 
Table 9 Review Summary of Prescribing Information and Patient Labeling 

Final or Draft or 
NA 

Revision Date and/or 
Code 

Submission 
Received Date 

Recommendati 
on 

Prescribing 
Information  Draft March 2017 04/04/2017 Revise 

Medication Guide   Draft March 2017 04/04/2017 Revise 
SPL Data Elements 8/2016 12/16/2016 Satisfactory 
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LABELING REVIEW 
Division of Labeling Review 


Office of Regulatory Operations 

Office of Generic Drugs (OGD) 


Center for Drug Evaluation and Research (CDER) 


Date of This Review F ebma1y 8, 201 7 

ANDA Number(s) 209822 

Review Number 1 

Applicant Name T e va Phannaceuticals U SA 

Established Name & Strength(s) V igabatrin Tablets U SP , 500 m g 

Proposed Proprietary Name None 

Submission Received Date D ecem ber 16, 201 6 

Labeling Reviewer L ily Chua 

Labeling Team Leader Adolph Vezza 

Review Conclusion 

D ACCEPTABLE- No Comments 

D ACCEPTABLE- Inclu de Post Approval Comments 

M inor D efic iency* - R efer to L abeling D eficien cies an d Commen ts for L etter to A pplicant.~ 

*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily 
Correctable Deficiency if all other OGD reviews are acceptable. Othetwise, the labeling minor deficiencies will be included 
in the Complete Response (CR) letter to the applicant. 

O n P olicy Ale1i List~ 
Generic Name/Dosage Fonn/Strengths: Multiple AED's: Anti-Epileptic I Anti-Seizure I Anticonvulsant dtugs: including, but 
not limited to; Levetiracetam, carbamazepine, ethosuximide, primidone, topiramate, divalproex, oxcarbazepine 
No Actions prior to contacting Policy Lead; No IR/ECD/CC for: Labeling 
Notes: Ifchanges are approved to RLD, will effect ANDA labeling 
The Policy Lead: Andrea Bautista 
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1.	 LABELING COMMENTS 

1.1	 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 
Labeling Deficiencies determined on February 8, 2017 based on your submission dated December 16, 2016: 

1.	 PRESCRIBING INFORMATION 
a.	 HIGHLIGHTS, WARNINGS AND PRECAUTIONS: Please include as the first bullet “Abnormal 

MRI signal changes have been reported in some infants with Infantile Spasms receiving vigabatrin 
(5.3)”. 

b.	 FULL PRESCRIBING INFORMATION: CONTENTS, WARNINGS AND PRECAUTIONS: 
Please include “5.3 Magnetic Resonance Imaging (MRI) Abnormalities”. 

c.	 FULL PRESCRIBING INFORMATION 
i.	 WARNING BOX, last sentence: Please complete the REMS Program website and phone 

number when available. 
ii.	 DOSAGE AND ADMINISTRATION, 2.1 Important Dosing and Administration Instructions:  

Please add as the third paragraph the following: “Vigabatrin tablets and powder for oral 
solution are bioequivalent. Either tablet or powder can be used for CPS.” 

iii.	 DOSAGE FORMS AND STRENGTHS: If your drug product complies with the Guidance for 
Industry Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation, we recommend 
updating the tablet description to state functionally-scored. 

iv.	 WARNINGS AND PRECAUTIONS, 5.2 Vigabatrin REMS Program: Please complete the 
REMS Program website and phone number when available. 

v.	 WARNINGS AND PRECAUTIONS: Please include the “5.3 Magnetic Resonance Imaging 
(MRI) Abnormalities in Infants” section. 

vi.	 WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity, second paragraph, last sentence: 
Please revise “...clinically in children” to read “…clinically in infants and children”. 

vii.	 WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity: Please include as the last paragraph 
“Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in 
a symmetric pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have 
been observed in some infants treated for Infantile Spasms with vigabatrin. Studies of the 
effects of vigabatrin on MRI and EP in adult epilepsy patients have demonstrated no clear-cut 
abnormalities [see Warnings and Precautions (5.3)].” 

viii.	 ADVERSE REACTIONS, 6.1 Clinical Trial Experience, Table 6: Please indent “Psychomotor 
hyperactivity” in the first column to preserve formatting. 

ix.	 USE IN SPECIFIC POPULATIONS, 8.3 Nursing Mothers: Please revise “[see Warnings and 
Precautions (5.4)]” to read “[see Warnings and Precautions (5.3, 5.4)]” 

x.	 USE IN SPECIFIC POPULATIONS, 8.4 Pediatric Use: Please include as the third paragraph 
“Abnormal MRI signal changes were observed in infants [see Warnings and Precautions (5.3, 
5.4)].” 

2.	 MEDICATION GUIDE 
We encourage you to include the U.S. contact information (i.e.; telephone number) of your firm in 
case the patient has questions about this drug product.  Please include this information at the end of 
the “General information” section of the Medication Guide. 

Submit your revised labeling electronically.  The prescribing information and any patient labeling should reflect 
the full content of the labeling as well as the planned ordering of the content of the labeling.  The container label 
and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text 
size, and style. 
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To facilitate review of your next submission, please provide a side-by-side comparison of your proposed 
labeling with the reference listed drug labeling with all differences annotated and explained.  We also advise 
that you only address the deficiencies noted in this communication. 

However, prior to the submission of your amendment, please check labeling resources, including 
DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any 
necessary revisions to your labels and labeling.  

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new 
documents posted on the CDER web site at the following address – 

http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 

1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 
The Division of Labeling has no further questions/comments at this time based on your labeling submission(s) 
dated (add date). 

1.3 POST APPROVAL REVISIONS 
These comments will NOT be sent to the applicants at this time. 

These comments will be addressed post approval (in the first labeling supplement review). 

NA
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2. LABELING REVIEW INFORMATION 

2.1 REGULATORY INFORMATION 

Has the ANDA been accepted for filing? YES 

Are there any pending issues in DLR's SharePoint Drug Facts? YES 

Potential pediatric template required- please check patents and exclusivities. None in need of template as of 12/20/2015 

Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint? NO 

2.2 MODEL LABELING 

2.2.1 MODEL PRESCRIBING INFORMATION 

Table 1: Review Model Labeling for Prescribing Information and Patient Labeling 
(Check the box used as the Model Labeling) 

181 MOST RECENTLY APPROVED W2A MODEL LABELING 
(If NOA is listed in the discontinued section of the Orange Book, also enter ANDA RLD information.) 

NDA#ISupplement# (S-000 if original): NDA 020427/S-014 
Supplement Approval Date: June 21, 2016 

Proprietary Name: Sabril® 
Established Name: Vigabatrin Tablets 
Description of Supplement: proposed modifications to the approved Sabril (vigabatrin) risk evaluation 
and mitigation strategy (REMS) and corresponding changes to the Sabril (vigabatrin) Prescribing 
Information and Medication Guide. 

D MOST RECENTLY APPROVED ANDA RLD LABELING 

ANDA#ISupplement# (S-000 if original): Click here to enter text. 
Supplement Approval Date: Click here to enter text. 
Proprietary Name: Click here to enter text. 
Established Name: Click here to enter text. 

Description of Supplement: Click here to enter text. 

D TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text. 

181 OTHER (Describe): NDA 020427/S-015, approved September 18, 2015 proposes changes to the 
following sections of labeling: Section 5.3, Magnetic Resonance Imaging (MRI) Abnormalities in Infants; 
Section 5.4, Neurotoxicity; and Section 8.4, Pediatric Use. S-012, approved October 26, 2013, combining 
the separate, previously approved package insert for Sabril tablet and Sabril powder for oral solution into a 
single package insert. S-016 is pending labeling supplement. 

2.2.2 MODEL CONTAINER LABELS 

Model container/carton/blister labels (Source: ANRPT-1 dated10/20/2010) 
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2.3 UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF) 
We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph 
or proposed USP monograph. 

Table 2: USP and PF Search Results 
Date 

Search 
ed 

Monograp 
h? YES or 

NO 

Monograph Title 
(NA if no 

monograph) 
Packaging and Storage/Labeling Statements 

(NA if no monograph) 

USP 2/7/201 
7 YES Vigabatrin Tablets 

(b) (4)

PF 2/7/201 
7 YES Same as above. 

2.4 PATENTS AND EXCLUSIVITIES 
The Orange Book was searched on 2/7/2017. 

Table 3 provides Orange Book patents for the Model Labeling (NDA 020427) and ANDA patent certifications. 
(For applications that have no patents, N/A is entered in the patent number column.) 

Table 3: Impact of Model Labeling Patents on ANDA Labeling 

Patent 
Numbe 

r 

Patent 
Expiratio 

n 

Patent 
Use 

Code 
Patent Use Code Definition 

Patent 
Certificati 

on 

Date of 
Patent Cert 
Submissio 

n 

Labeling 
Impact 

(enter Carve-
out

 or None) 

N/A There are no unexpired patents for this product in the 
Orange Book database. 

Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. 

Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

Exclusivi 
ty Code 

Exclusivity 
Expiration Exclusivity Code Definition Exclusivity Statement 

Date of 
Exclusivity 
Submission 

Labeling 
Impact

(enter Carve-
out

 or None) 
NPP Oct 26, 2016 NEW PATIENT POPULATION Expired None 
PED Apr 26, 2017 PEDIATRIC EXCLUSIVITY Wait until exclusivity expires 12/16/2016 None 

Teva Pharmaceuticals USA does not intend to market the proposed product prior to the expiration of the 
exclusivity on Apr 26, 2017. 

2.5 MANUFACTURING FACILITY 
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Table 5 provides a description of the drng product manufacturing facility. 

Table 5: Comparison of Manufacturer/Distributor/Packer Labeling Statements 

Name and Address of ANDA 
Name and Address on ANDA Name and Address on ANDAManufacturer/Distributor/Packer 

(3.2.P.3.1 MANUFACTURER) Container/Carton Prescribing Information 

Manufactured by:Watson ebar:maJ:rLvate LiriJ}fpd Manufactured by: 
Watson Pharma Private Limited Watson Pharma Private Limited 

Verna Salcette Goa 403 722 INDIA 
Verna Salcette Goa 403 722 INDIA 

{6/l.ofl 

Verna, Salcette , Goa - 403722, 
India. 

(6/l.ofl 

3. ASSESSMENT OF ANDA LABELING AND LABELS 

The results for each material reviewed in this section provide the basis for the labeling comments to the 
applicant. 

Is this product Rx or OTC? Please check one. 


[8J Rx Product (IfRx, skip 3.2 OTC DRUG PRODUCT and go to 3.3 CONTAINER/CLOSURE.) 

0 OTC Product (IfOTC, skip 3.1 RX DRUG PRODUCT and go to 3.3 CONTAINER/CLOSURE) 


3.1 RX (PRESCRIPTION) DRUG PRODUCT 

3.1.1 RX: PRESCRIBING INFORMATION 

Reviewer Assessment: 
Is the Prescribing Info1mation same as the model labeling, except for differences allowed under 21 CFR 
314.94(a)(8)? YES 
Are the specific requirements for fonnat met under 21CFR201.57(new) or 201.80(old)? YES 
Is the established name for this ANDA acceptable? YES 
Does the Model Labeling have combined inseit labeling for multiple NDAs or dosage foims? YES 
Are the required USP recommendations reflected in the labeling? YES 
Is the applicant's "patent caive out" acceptable? NA 
Is the applicant's "exclusivity ca1ve out" acceptable? NA 
Is the Manufacturer statement acceptable? YES 
Reviewer Comments: The most recently approved reference listed dtug labeling, NDA 020427/S-014 is a combined 
ine1t with oral solution-approved for Infantile Spasms, we will ask film to revise the labeling as follow based on NDA 
020427/S-005, approved December 11, 2012, labeling for the oral tablets only: 

a. HIGHLIGHTS, WARNINGS AND PRECAUTIONS: Please include as the first bullet "Abnormal MRI signal changes have been reported 
in some infants with Infantile Spasms receiving vigabatrin (5.3)''. 

b. FULL PRESCRIBING INFORMATION: CONTENTS, WARNINGS AND PRECAUTIONS: Please include "5.3 Magnetic Resonance 
In1aging (MRI) Abnonnalities" . 

c. FULL PRESCRIBING INFORMATION 
1. WARNING BOX, last sentence: Please complete the REMS Program website and phone munber when available. 

11. DOSAGE AND ADMINISTRATION, 2.1 Important Dosing and Administration Instructions: Please add as the thil·d paragraph the 
following: ''Vigabatrin tablets and powder for oral solution are bioequivalent. Either tablet or powder can be used for CPS." 

m. DOSAGE FORMS AND STRENGTHS: Ifyour drug product complies with the Guidance for Industry Tablet Scorillg: Nomenclattu·e, 
Labelll1g, and Data for Evaluation, we recommend updating the tablet description to state functionally·scored. 

1v. WARNINGS AND PRECAUTIONS, 5.2 Vigabatrin REMS Program: Please complete the REMS Program website and phone 
munber when available. 

v. WARNINGS AND PRECAUTIONS: Please include the "5.3 Magnetic Resonance In1agil1g (MRI) Abnonnalities in Infants" section. 
vi. WARNINGS AND PRECAUTIONS, 5.4 Nem·otoxicity, second paragraph, last sentence: Please revise " ... clinically in children" to 
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read “…clinically in infants and children”. 
vii.	 WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity: Please include as the last paragraph “Abnormal MRI signal changes 

characterized by increased T2 signal and restricted diffusion in a symmetric pattern involving the thalamus, basal ganglia, brain stem, 
and cerebellum have been observed in some infants treated for Infantile Spasms with vigabatrin. Studies of the effects of vigabatrin on 
MRI and EP in adult epilepsy patients have demonstrated no clear-cut abnormalities [see Warnings and Precautions (5.3)].” 

viii.	 ADVERSE REACTIONS, 6.1 Clinical Trial Experience, Table 6: Please indent “Psychomotor hyperactivity” in the first column to 
preserve formatting. 

ix.	 USE IN SPECIFIC POPULATIONS, 8.3 Nursing Mothers: Please revise “[see Warnings and Precautions (5.4)]” to read “[see 
Warnings and Precautions (5.3, 5.4)]” 

x.	 USE IN SPECIFIC POPULATIONS, 8.4 Pediatric Use: Please include as the third paragraph “Abnormal MRI signal changes were 
observed in infants [see Warnings and Precautions (5.3, 5.4)].” 

The decision was made to retain most of the information relating to the MRI changes observed in infants with IS (infantile 
spasms) treated with vigabatrin powder for oral solution since this information was present in the last labeling for Sabril 
(RLD) tablets before the RLD insert was combined with the insert for Sabril Powder for Oral Solution. (2 separate NDAs). 

3.1.1.1 RX: DESCRIPTION 
We reviewed the DESCRIPTION section for accuracy (with input from the chemistry review, if appropriate) 
and acceptability from Labeling perspective.  We compared the list of inactive ingredients contained in this 
product to those contained in the Model Labeling.   

Table 6: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section 
Model Labeling Inactive Ingredients ANDA Labeling Inactive Ingredients 

Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The 
inactive ingredients are hypromellose 2910, magnesium stearate, 
microcrystalline cellulose, polyethylene glycol 400, polyethylene 
glycol 8000, polysorbate 
80, povidone, sodium starch glycolate and titanium dioxide. 

Reviewer Assessment: 
Does the chemistry review follow the Chemistry/Labeling Memorandum of Understanding (MOU)? 
YES, chemistry review pending as of 02/27/2017 
(Note: The MOU became effective on November 1, 2014.  MOU does not apply to amendment reviews for 
ANDAs originally reviewed before November 1, 2014.) 

If the chemistry review follows the MOU, labeling reviewer is not responsible for reviewing for accuracy of the 
DESCRIPTION section for chemical properties, system components of the drug product, etc.  Please refer to 
the MOU, Appendix A, DESCRIPTION section for delineation of responsibilities.  If chemistry review does 
NOT follow the MOU, labeling reviewer will follow the traditional review approach of reviewing the entire 
DESCRIPTION section.) 

Are the inactive ingredients information consistent with “Components and Composition” information as 
provided in Module 3.2.P.1? (If Chemistry follows the MOU, refer to the Labeling section of Chemistry 
review.) YES 
For products required to be qualitatively and quantitatively the same in regards to active and inactive 
ingredients (Q1/Q2), are the ANDA ingredients consistent with the Model Labeling? NA 
Does any inactive ingredient require special warnings, precautions, or labeling statements? NA 
If the labeling includes a “Does not contain…” statement, is it acceptable/allowed? NA Has the statement been 
verified by chemistry? NA 
Reviewer Comments: 
From 3.2.P.1.5 	 From 3.2.P.1.4 
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(b) (4)

3.1.1.2 RX: HOW SUPPLIED/STORAGE AND HANDLING 
We compared the descriptions of the model product to the ANDA finished product.  Product differences, such 
as scoring configuration and storage conditions, are highlighted in Table 7 and will be referred to the 
appropriate review discipline for evaluation. 

Table 7: Comparison of Model Labeling to ANDA Labeling 

Model 
Labeling 

SABRIL 500 mg tablets are white, film-coated, oval, biconvex, scored on one side, 
and debossed with OV 111 on the other. They are supplied as bottles of 100 (NDC 
67386-111-01). 
SABRIL 500 mg packets contain a white to off-white granular powder. They are 
supplied in packages of 50 (NDC 67386-211-65). 
16.2 Storage and Handling 
Store at 20 to 25°C (68 to 77°F). See USP controlled room temperature. 

ANDA 
Labeling 

Vigabatrin tablets, USP are available for oral administration and are supplied as 
follows: 
500 mg — Each white to off-white, film-coated, oval biconvex tablet scored on one 
side and debossed with A314 on the other side contains 500 mg of vigabatrin, USP. 
Tablets are supplied in bottles of 100 
(NDC 0591-3851-01). 
16.2 Storage and Handling 
Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature]. 
Dispense in a tight, light-resistant container that is defined in the USP. 

Reviewer Assessment: 
Does the chemistry review follow the Chemistry/Labeling MOU? YES, chemistry review pending as of 
02/27/2017 
If the chemistry review does NOT follow the MOU, is the description (scoring, color and imprint) of the 
finished product in the HOW SUPPLIED section consistent with the information in Module 3.2.P.5.1 for Drug 
Product Specification? YES 
Does the ANDA require the same color coding as the Model Labeling? NO 
Is there any difference in scoring configuration between the ANDA and the Model Labeling? NO 
Are the packaging sizes and configurations acceptable as compared to the Model Labeling? YES 
If the packaging configuration is different than the Model Labeling, does it require addition or deletion of 
labeling statements? NA 
Is the storage or dispensing statement acceptable as compared to the Model Labeling? YES 
Is the storage or dispensing statement acceptable as compared to the USP? YES 
Reviewer Comments: From 3.2.P.1.1 Dosage Form Description:
 
White to off-white, film coated, oval, biconvex tablet scored on one side and debossed with ‘A314’ on the other side.
 

3.1.2 RX: MEDICATION GUIDE 
Is Medication Guide required? YES
 
If YES go to Reviewer Assessment below, if NO go to section 3.1.3.
 

Reviewer Assessment: 
Was Medication Guide submitted? YES 
Is the Medication Guide same as the model labeling, except for allowable differences? YES 
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Does the Medication Guide meet the requirements of 21CFR208.20? YES 
Has the Applicant committed to provide a sufficient number of medication guides? YES 
Is the phonetic spelling of the proprieta1y or established name present? YES 
Is FDA 1-800-FDA-1088 phone number included? YES 

Reviewer Comments: We will encourage fnm to include the U.S. contact info1m ation (i.e.; telephone number) 
of the fnm at the end of the "General inf01mation" section of the Medication Guide. 

lT4l 

3.1.3 RX: OTHER PATIENT LABELING 

Are other patient labeling required? NO 

IfYES go to Reviewer Assessment below, if NO go to section 3.1.4. 


Reviewer Assessment: 
Was other patient labeling submitted? NA 
Is the patient labeling the same as the model labeling, except for allowable differences? NA 

Reviewer Comments: 

3.1.4 RX: CONTAINER LABEL 

Was container label (other than Blisters) submitted? YES 

(For BLISTER labels go to section 3.1.5.) 


We evaluated the container labels for the inclusion of all required statements and safety considerations. 


R eviewer Assessment: 
Is the established name acceptable? YES 
Is title case used in expressing the established name? YES 
Does labeling comply with Tall Man lettering recommendations found on FDA webpage? NA 
Is container label too small to contain all required info1mation? NO Ifyes, does the container meet the "too 
small" exemption found in 21 CFR 201.1 O(i)? NO 
Are established name (proprieta1y name, if applicable) and strength the most prominent info1m ation on the 
Principal Display Panel? YES 
Is the following information properly displayed? 

Net quantity statement: YES 

Route(s) of administration (other than oral): NA 

Warnings (if any) or cautiona1y statements (if any) : NA 

Medication Guide Pha1macist instrnctions per 21 CFR 208.24(d): YES 

Controlled substance symbol: NA 

Usual Dosage statement: YES 

Product strength equivalency statement: NA 

NDC: YES 

Bar code per 21CFR201.25(c)(2): YES 


Is the Manufacturer/Distributor/Packager statement acceptable? YES 
For foreign manufacturers, does the labeling have the countiy of origin? YES 
Are the required USP recommendations reflected on the label(s)? YES 
Is the storage or dispensing statement consistent with the How Supplied section of the inse1t ? YES 
Does any inactive ingredient require special warnings, precautions, or labeling statements? NA 
Are multiple stl'engths differentiated by use of different color or other acceptable means? NA 
Are the labels of related products differentiated to avoid selection eITors? YES 
Does the ANDA require the same color coding as the Model Labeling? NO 

IO JP age 

http:of21CFR208.20


Are the requirements of21 CFR 201.15 met for all required label statements? YES 

Are the requirements of 21 CFR 201.100 met for all required label statements? YES 

Reviewer Comments: Acceptable. 
ANDA 209824: 

3.1.4.1 RX: CONTAINER LABEL FOR PARENTERAL SOLUTIONS 

Is container for parenteral solution? NO 

IfYES go to Reviewer Assessment below, if NO go to section 3.1.4.2. 


R eviewer Assessment: 
Is the product strength expressed as total quantity per total volume followed by the concentration per milliliter 
(mL), as described in the USP, General Chapter < l> Injection? NA 
Ifvolume is less than 1 mL, is strength per fraction ofa milliliter the only expression of strength? NA 
Is the quantity or propo1t ion of all inactive ingredients listed on label as required under 21 CFR 
201.1OO(b)(5)(iii)? NA 
Reviewer Comments: 

3.1.4.2 RX: CONTAINER LABEL FOR SOLID INJECTABLE 

Is container for solid injectable (other than Phan nacy Bulle Package)? NO 
IfYES go to Reviewer Assessment below, if NO go to section 3.1.4.3. 

Reviewer Assessment: 
Is the strength in te1ms of the total amount of drng per vial? NA 
Are instrnctions for reconstitution and resultant concentration provided, if space pe1mits? NA 
Is the quantity or proportion of all inactive ingredients listed on label as required under 21 CFR 
201.100(b)(5)(iii)? NA 
Reviewer Comments: 

3.1.4.3 RX: CONTAINER LABEL FOR PHARMACY BULK PACKAGE 

Is container a Pha1macy Bulle Package (parenteral preparations for admixtures)? NO 
IfYES go to Reviewer Assessment below, if NO go to section 3.1.5. 

R eviewer Assessment: 
Is the strength in te1ms of the total amount of drng per vial? NA 
Is there a prominent, boxed declaration reading "Pha1macy Bulle Package - Not for Direct Infusion" on the 
principal display panel following the expression of strength? NA 
Does the container label include graduation marks? NA 
Are instructions for reconstitution and resultant concentration provided, if space pe1mits? NA 
Does label contain the required info1mation on proper aseptic technique including time frame in which the 
container may be used once it has been entered? NA 
Is the quantity or propo1tion of all inactive ingredients listed on label as required under 21 CFR 
201.100(b)(5)(iii)? NA 
Reviewer Comments: 

3.1.5 RX: UNIT DOSE BLISTER LABEL 

Is container a Unit Dose Blister Pack? NO 
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If YES go to Reviewer Assessment below, if NO go to section 3.1.6. 

Reviewer Assessment: 
Does each blister include only one dosage unit (e.g., one tablet, one capsule)? NA 
Do proprietary name, established name, strength, bar code, and manufacturer appear accurately on each blister 
cell?  NA 
Reviewer Comments: 

3.1.6 RX: CARTON (OUTER OR SECONDARY PACKAGING) LABELING 
Was carton labeling submitted? NO
 
If YES go to Reviewer Assessment below, if NO go to section 3.3.
 

Reviewer Assessment: 
Are the answers to the Container Label questions the same for the Carton Labeling?  NA If no, please explain 
the differences in the Reviewer Comments section. 
If container is too small or otherwise unable to accommodate a label with enough space to include all required 
information, is all required information present on the carton labeling? NA 
If country of origin is not on Container, does it appear on outer packaging labeling? NA 
Reviewer Comments: 

3.2 OTC (OVER THE COUNTER) DRUG PRODUCT 

3.2.1 OTC: LABELING THAT INCLUDES DRUGS FACTS INFORMATION 
Reviewer Assessment: 
Is Drug Facts Labeling format acceptable per 21 CFR 201.66? NA 
Does “Questions?” have a toll-free number no less than 6 pt. font size per 21 CFR 201.66(c)(9) or “1-800-FDA-
1088” per 21 CFR 201.66 (c)(5)(vii)? NA 
Did firm submit a Labeling Format Information Table to evaluate the font size? NA 
Is the applicant’s “patent carve out” acceptable? NA 
Is the applicant’s “exclusivity carve out” acceptable? NA 
Is the established name for this ANDA acceptable? NA 
Is title case used in expressing the established name? NA 
Are established name (proprietary name, if applicable) and strength the most prominent information on the 
Principal Display Panel? NA 
Is the following information properly displayed? 

Pharmacological category: NA
 
Net quantity statement: NA
 
Route(s) of administration (other than oral): NA
 
Warnings (if any) or cautionary statements (if any): NA
 
NDC: NA
 
Bar code per 21 CFR 201.25(c)(2): NA
 

Is the Manufacturer/Distributor/Packager statement acceptable? NA 
For foreign manufacturers, does the labeling have the country of origin? NA 
Are the required USP recommendations reflected in the labeling? NA 
Is the storage statement acceptable? NA 
Does any inactive ingredient require special warnings, precautions, or labeling statements? NA 
Are multiple strengths differentiated by use of different color or other acceptable means? NA 
Are the labels of related products differentiated to avoid selection errors? NA 
Reviewer Comments: 

12 | P a g e 



 
 

  

 
 

 

 

 

 

  

 

 

  

3.2.1.1 OTC: INACTIVE INGREDIENTS COMPARISON 
We compared the list of inactive ingredients contained in this product to those contained in the Model Labeling.   

Table 8: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section 
Model Labeling Inactive Ingredients ANDA Inactive Ingredients 

Click here to enter text. Click here to enter text. 

Reviewer Assessment: 
Are the inactive ingredients information consistent with “Components and Composition” information as 
provided in Module 3.2.P.1? NA 
Are the inactive ingredients listed in alphabetical order? NA 
For products required/recommended to be qualitatively and quantitatively the same in regards to active and 
inactive ingredients (Q1/Q2), are the ANDA ingredients consistent with the Model Labeling? NA 
Does any inactive ingredient require special warnings, precautions, or labeling statements? NA 
If the labeling includes a “Does not contain…” statement, is it acceptable/allowed? NA Has the statement been 
verified by chemistry? NA 
Reviewer Comments: 

3.2.1.2 OTC: HOW SUPPLIED AND STORAGE INFORMATION 
We compared the descriptions of the model product to the ANDA finished product.  Product differences, such 
as scoring configuration and storage conditions, are highlighted in Table 9 and will be referred to the 
appropriate review discipline for evaluation. 

Table 9  Comparison of Model Labeling to ANDA finished product 

Model Labeling 

Description of Finished Product (Source: Click here to enter text.) 

Click here to enter text. 

Package Configurations (Source: Click here to enter text.) 
Click here to enter text. 

Storage Conditions (Source: Click here to enter text.) 
Click here to enter text. 

ANDA 

Description of Finished Product (Source: Click here to enter text.) 

Click here to enter text. 

Package Configurations (Source: Click here to enter text.) 
Click here to enter text. 

Storage Conditions (Source: Click here to enter text.) 
Click here to enter text. 

Reviewer Assessment: 
Is the description (scoring, color and imprint) of the finished product consistent with the Drug Product Quality 
submission? NA 
Is there any difference in scoring configuration between the ANDA and the Model Labeling? NA 
Are the packaging sizes and configurations acceptable as compared to the Model Labeling? NA 
If the packaging configuration is different than the Model Labeling, does it require addition or deletion of 
labeling statements? NA 
Is the storage statement acceptable as compared to the Model Labeling? NA 
Is the storage statement acceptable as compared to USP? NA 
Reviewer Comments: 
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3.2.2 OTC: PATIENT LABELING 
Is patient labeling required? NA
 
If YES go to Reviewer Assessment below, if NO go to section 3.3.
 

Reviewer Assessment: 
Was patient labeling submitted? NA 
Is the patient labeling the same as the model labeling, except for allowable differences? NA 
Reviewer Comments: 

3.3 CONTAINER/CLOSURE 
We evaluated the container/closure system of this product to determine if special child-resistant packaging is 
required based on packaging configuration.  Additionally, we evaluated other aspects of the container closure 
that relate to the dosage form, product formulation, and product class. Below is a description of the 
container/closure for the ANDA product. 

Reviewer Assessment: 
Describe container closure (e.g., 30s CRC, 100s non-CRC) and cite source of information in Reviewer 
Comments text box. 
Does the container require a child-resistant closure (CRC) as described in the Poison Prevention Act and 
regulations? YES 
Are the tamper evident requirements met for OTC and Controlled Substances? (If quality review follows the 
chemistry-labeling MOU, obtain answer from Appendix D of chemistry review; if quality review does not 
follow the MOU, labeling reviewer is responsible for assessing for tamper evidence) NA 
For ophthalmic products: 
Does this ophthalmic product cap color match the American Academy of Ophthalmology (AAO) packaging 
color-coding scheme? NA 
For parenteral products: 
Is there text on the cap/ferrule overseal of this injectable product? NA 
If YES, does text comply with the recommendations in USP General Chapter <1>? NA 
What is the cap color? NA 

NOTE: Black closure system is prohibited, except for Potassium Chloride for Injection Concentrate. 
Reviewer Comments: From 3.2.P.7.1: 100s CRC 

3.4 CALCULATIONS FOR CONTENTS IN LABELING 
Is calculation of ingredient(s) required? NO
 
If YES, go to Table 10 and Reviewer Assessment below, if NO go to section 3.5.
 

We verified the calculation on the following content. 

Table 10: Ingredients 
Ingredient Stated Content Location of the Information 

Click here to enter text. Click here to enter text. Click here to enter text. 

(Note: For Rx products, if chemistry review follows the MOU, chemistry reviewer will verify the accuracy of 
the active and inactive ingredient amount(s) if information is in the DESCRIPTION and HOW SUPPLIED 
sections for all products, and additionally, DOSAGE AND ADMINISTRATION section for parenteral 
products. See Chemistry-Labeling MOU, Appendix A, Miscellaneous section for discussion on calculations.) 

Reviewer Assessment: 
Does the chemistry review follow the Chemistry/Labeling MOU? NA 
Are the stated contents in the table above acceptable? NA 
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Aluminum content in small volume parenterals, large volume parenterals, and phaimacy bulk packages, which 
are used in TPNs, need to be in the labeling per 21 CFR 201.323. 

Did the chemistiy reviewer verify the aluminum content? NA 
Are the labeling requirements met per 21CFR201.323? NA 

Reviewer Comments: 

3.5 STRUCTURED PRODUCT LABELING (SPL) DATA ELEMENTS 

Was SPL submitted? YES 

We evaluated the SPL data elements to ensure they are consistent with the info1mation submitted in the ANDA. 
(tif(4 

Tablet/Capsule 
Strength 

500 mg 

R eviewer Assessment: 
For solid oral dosage fo1ms: Do size and imprint code from the SPL data elements match the info1mation 
provided in the quality submission? YES 
Are all the other data elements (sti·ength, inactive ingredients, product characteristics, packaging etc.) consistent 
with the info1mation submitted in the ANDA labeling? YES 
Reviewer Comments: From 3.2.P.1.2 Comi>arative evaluation of aeneric dru product and reference listed chug product: 

(6f(4J 

4. COMMENTS FOR CHEMISTRY REVIEWER 


Describe issue(s) sent to and/or received from the chemistiy (also known as drng product quality) reviewer: 


Reviewer Comments: Issues for Drng Product Reviewer: Does the drng product complies with the Guidance 
for Industiy Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation, to state functionally-scored in 
the labeling? 

5. COMMENTS FOR OTHER REVIEW DISCIPLINES 


Describe questions/issue(s) sent to and/or received from other review discipline reviewer(s): 


Reviewer Comments: NA 

6. SPECIAL CONSIDERATIONS 


NA 


7. OVERALL ASSESSMENT OF MATERIALS REVIEWED 


Tables 12 and 13 provide a summaiy ofrecommendations for each labeling piece analyzed in this review. 


Table 12: Review Summary of Container Label and Carton Labeling 

15 JP age 



 

 

Final or Draft or 
NA Packaging Sizes Submission 

Received Date 
Recommendati 

on 
Container (500 mg) Draft (bottles of 100s) 12/16/2016 Satisfactory 

Table 13 Review Summary of Prescribing Information and Patient Labeling 
Final or Draft or 

NA 
Revision Date and/or 

Code 
Submission 

Received Date 
Recommendati 

on 
Prescribing 
Information Draft July 2016 12/16/2016 Revise 

Medication Guide   Draft July 2016 12/16/2016 Revise 
SPL Data Elements 8/2016 12/16/2016 Satisfactory 
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Recommendation: Approvable 

ANDA 209822 

Review# 03 


Drug Name/Dosage Form 
Strene:th 
Route of Administration 
Rx/OTC Dispensed 
Applic.ant 

Vigabatrin Tablets, USP 
500mg 
Oral 
Rx 
Name and Address ofAtmlicant 
Teva Phannaceuticals USA 
200 Elmora Ave. 
Elizabeth NJ 07207 
USA 
regµlato1yaffairsUS@actavis.com 

DP Manufacturinr? facilitv 

Watson Pharma Private Limited 

I 
Vema Salcette, Goa 403722 
India 

(6)(4 

(6fl.li 

US agent, ifaoolic.able NA 

Submission(s) Reviewed Document Date Disciplines Affected 
Original submission 12/16/2016 All 
Response to CR Major 03/ 12/2018 All 
Resvonse to CR letter 1011912018 All 

Quality Review Team 
DISCIPLINE REVIEWER BRANCH/DIVISION 

Drug Substance 
Drug Product Ravi Erukulla OLDP/Branch I/DIRPl 

Process 
Microbiology 

Facilitv 
Bioohannaceutics 

Regulatory Business Process 
Manager 

Anolication Technical Lead YuoingNiu OLDP/Branch I/DIRPl 
Laboratory (OTR) 

ORA Lead 
Environmental Analysis (EA) 
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Quality Review Data Sheet 

1. RELATED/SUPPORTING DOCUMENTS 
A. DMFs: 

DMF # 

T_vpell 

I 
Tvvelll 

Type W 

HOLDER ITEM REFERENCED 

(6ff41 

I I 

STATUS1 

Adequate 

(b)(4 NIA 
NIA 
NIA 
NIA 
NIA 
NIA 
NIA 
NIA 

DATE REVIEW 
COMPLETED 

0912412018 

Reviewer 

SunX 
(Amendment 13) 

1 Adequate, Adequate with Information Request, Deficient, or NIA (There is enough data in the application, therefore the DMF did not need to be 
reviewed). 
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B. Oher ,t Documents: IND RLD, or szster avv zcatzons 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

NDA 020427 RLD 

2. CONSULTS: None 

DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 

Biostatistics 

Pharmacologyffoxicology 

CDRH 
Clinical 

Other 
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Executive Summary 
I. Recommendations 

A. Recommendations and Conclusion on Approvability 

CMC is Approvable. 


B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or 
Risk Management Steps, if Approvable 
NIA 

II. Summary of Quality Assessments 
A. Product Overview 

Vigabatrin tablets, USP are indicated for the treatment of: 
• Refract01y Complex Partial Seizures in patients :2::10 years of age 

Per physician rec.oinmendation 

Proposed Indication(s) Dosa2e and Administration 

including Intended Patient 
Population 

Indication Adult 
1000 mg/day (500 mg 
twice daily) 

Pediatric 
500 mg/day (250 mg 
twice) 

Seizures Iucrease to 3000 mg/day Iucrease to 2000 
(1500 twice daily) mg/day (1000 twice 

dailv) 

Duration of Treatment NA 
Maximum Daily Dose 3000 mi; 
Alternative Methods of 
Administrntion 

B. Quality Assessment Overview 
Drug Substance: 
Vigabatrin is a white or ahnost white powder and manufactured by bll.il 

!bll.ilf The Drng Substance Vigabatrin is freely soluble in water, sli~ soluble in Methanol and 
)\ii 

Vigabatrin has an official USP monograph. 

Drug Product: 
(i) Description ofDrug Product 

The Vi abatrin tablets descri tion is listed in below table. 
White to off-white, film coated, oval, biconvex tablet fonctionally scored on one side and debossed 
with 'A314' on the other side 

The dtu g product is an Immediate Release fo1mulation has an active ingredient Vigabatrin. The 
active ingredient concentration is equal to RLD tablet. The excipients used in proposed generic 
dtug is fairly described and listed in FDA's Inactive Ingredients Database. 

4 
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(6ff41 

C. 	Biopharmaceutics Considerations 
1. B CS Classification 

• 	 Dm g Substance: Film stated that the product is BCS Class I with high solubility and high 
pe1meability (under DBE review). 

• 	 Dm g Product: 

2. Biowaiver/Biostudies 
• 	 Biowaiver Request: Fi1m requested BE waiver based on theii· proposed BCS 

classification of the DS. As per GDRP info1mation Bioequivalence review is adequate. 
• 	 PK Studies: 

5 
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• Dissolution: Biophaimaceutics review adequate. 

D. Special Product Quality Labeling Recommendations (N/A) 

E. Final Risk Assessment (see Attachment) 

ATTACHMENT I: Final Risk Assessments 

6 
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LABELING 
R Regional Information 

1.14 Labeling 

Labeling & Package Insert 

DESCRIPTIONsection 

Is the info1mation accurate?~ Yes D No 
If ''No," explain. 

Is the drug product subject of a USP monograph? ~ Yes D No 
If ''Yes," state if labeling needs a special USP statement in the Description. (e.g., USP test 
pending. Meets USP assay test 2. Meets USP organic impurities test 3.) 

(b)(4 ) 

[Note: If there is a potential that USP statement needs to be added or modified in the Description, 
ale1t the labeling reviewer] . 

HOWSUPPLIED section 

i) Is the info1mation accurate? ~ Yes D No 


If"No," explain. 


ii) Are the storage conditions acceptable? ~ Yes D No 


If ''No," explain. 


DOSAGE AND ADMINISTRATIONsection, for injectables, and where applicable: 

Did the applicant provide quality data to suppo1t in-use conditions (e.g. diluent compatibility 

studies)? D Yes D No ~NIA 

For OTC Drugs and Controlled Substances: 

Is tamper evident feature provided in the container/closure? D Yes D No 


If ''No," explain. 


The dmg product is neither OTC Dmgs nor Controlled Substance. 
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For solid oral drug p roducts, only: drug product lengtll(s) ofcommercial batch( es): 

ANDA 
Stren2th 

length (mm) Implin t Code 

500 mg -
White to off-white, film coated, oval, biconvex tablet, 
fi.mctionally scored on one side and debossed with 'A3 l 4' on 
the other side 

White to off-white, film coated, oval, biconvex tablet fonctionally scored on one side and debossed with 'A3 l 4' on 
the other side 

Describe issue(s) sent to and/or received from the OGD Labeling Reviewer: None 

List ofDeficiencies: None 

Primary Drug Product Reviewer: Ravi Erukulla/04-28-2017, 07/J J/2018(v3) 
Secondary Reviewer: Yuping Niu I 7-6-2018(v2), 7-16-2018 
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Recommendation: Not Approvable-IR Minor 

ANDA 209822 

Review# 02 


Drug Name/Dosage Form Vigabatrin Tablets, USP 

Strength 500~ 

Route of Achninis tration Oral 

Rx/OTC Dispensed Rx 

.ARiicant Name and A ddress ofApplicant DP Mamifacturing facili(y 

Teva Phanm.ceuticals USA 
200 Ehmra Ave. 
Elizabeth NJ 07207 

Watson Phanna Priv ate Limited 

I (Ii) "'i 
USA Vema Salcette, Goa 403722 
regulato1yaffairsUS@actavis .com India 

{6)1.of 

US agent, if aoolicable NA 

Submission(s) Revie\lred Document Date Disciplines Affected 
Original submiss ion 12116"2016 A ll 
Response to CR Major 0311212018 All 

Quality ReviewTeam 
DISCIPLINE REVIEWER BRANCH'DIVISION 

Thug Substance 
Dmg Product Ravi Erukulla OIDP/Branch I/DIRPl 

Process 
Microbiolo2v 

Facility 
Biophannaceutics 

Regulatory Business Process 
Manager 

Application Technical Lead Yuping Niu OIDP/Branch I/DIRPl 
LaboratOIY (OTR) 

ORA Lead 
E.nvironm m tal Analys is (EA) 

OPQ-XOPQ-lEM-0001v03 Page 1 of93 Effective Date: 18 Feb 2016 



Quality Review Data Sheet 
1. RELAIED/SUPPORTING DOCUMENTS 

A. DMFs: 

DMF # 

Type II 

Type III 

Type JV 

HOLDER ITEM REFERENCED 

lliITj 

STATUS1 

Adequate 

(b) "'I NIA 

NIA 
NIA 
NIA 

NIA 

NIA 

NIA 
NIA 

DATE REVIEW 
Re\>ie\Wr

COMPLETED 

10/03/2017 per Dai W . 
GDRP (Ammdrrent 11) 

1 Adequate, Adequatev.iith Info1mation Request, Deficient, or NIA (There is enough datain the application, therefore the DMF did not need to be 
reviewed). 
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B. Oher D ocuments: IND RLD rt , or szster GJJ/J xatzonsJ 

DOCUMENT APPLlCATION NUMBER DISCRIPTION 

NDA 020427 RID 

2. CONSULTS: None 

DISCIPLlNE STATI:S RECOMMENDATION DATE REVIEWER 

Biostatis tics 

Phamecology/Toxicology 

CDRH 
Clinical 

Other 
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Executive Summary 
I. Recommendations 

A. Recommendations and Conclusion on Approvability 
CMC is Not Approvable. It is recommended that Minor deficiency letter to be sent to the 
sponsor. 

B. Recommendation on Phase 4 (Post-Marketing) Commitments, 	Agreements, and/or 
Risk Management Steps, if Approvable 
NIA 

II. Summary of Quality Assessments 
A. Product Overview 

Proposed fudication(s) 
including futended Patient 

Population 

Vigabatrin tablets, USP are indicated f or the treatment of: 
• Refractoiy Cotq)lex Pa1tial Seizures in patients :;::10 years of age 

Dosage and A dministration 
Indication Adult Pediatric 

Seizm·es 

1000 mg/day (500 mg 
twice daily) 
Increase t o 3000 mg/day 
( 1500 twice daily) 

500 mglday (250 mg 
twice) 
Increase to 2000 
mglday ( 1000 twice 
dailv) 

Duration ofTreatment NA 
Maxitmm Daily Dose 3000 in; 

Altemative Methods of 
Administration Per physician recomnendation 

B. Quality Assessment Overview 
Drug Substance: 
Vigabatrin is a white or ahmst white powder and manufuctm·ed by f<41 

j) f<I The Thug Substance Vigabatrin is freely soluble in water, slightly soluble in Methanol and 
j)\l 

Vigabatrin has an offic ial USP monograph. 

Drug Product: 
(i) Description o(Drng Product 

The Vigabatrin tablets description is listed in below table. 
White to off-white, fihn coated, ovaL biconvex tablet functionally scored on one side and debossed

500 1~ 
with 'A314' on the other side 

4 
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The chug product is an Immediate Release fonm1ation has an active ingredient Vigabatrin. The 
active ingredient concentration is equal to RID tablet. The excipients used in proposed generic 
chug is fairly described and listed in FDA's Inactive Ingredients Database. 

(b)l41 

C. 	Biophannaceutics Considerations 
1. B CS Classification 

• 	 Dmg Substance: Firm stated that the product is BCS Class I with high solubility and high 
pen mability (under DBE review). 

• 	 Thug Product: 

2. Biowaiver/Biostudies 

5 
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• Biowaiver Request: Finn requested BE waiver based on their proposed BCS 
classification 	 of the DS. As per GDRP infonnation Bioequivalence review is 

Ma"o 

• PK Studies: 
• Dissohrtion: Biophannaceutics review ~!!!!8 

D. Special Product Quality Labeling Recommendations (NIA) 

E. Final Risk Assessment (see Attachment) 

ATTACHMENT I: Final Risk Assessments 

.___.!.--.... 
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LABELING 
R Regional Information 

1.14 Labeling 

Labeling & Package Insert 

DESCRIPTION section 

Is the information accw·ate? ~Yes D No 
If ''No," explain. 

Is the drng product subject of a USP monograph? ~ Yes D No 
If ' 'Yes," state if labeling needs a special USP statement in the Description (e.g., USP test 
pending. Meets USP assay test 2 . Meets USP organic ~w·ities test 3.) 

(b)(4) 

[Note: If there is a potential that USP stateirent needs to be added or modified in the Description, 
ale1t the labeling reviewer]. 

HOWS UPPLIED section 

~ Is the information accw-ate? ~Yes D No 


If ''No," explain. 


iI) Are the storage conditions acceptable? ~ Yes D No 


If ' 'No," exp la.in. 


DOSAGE A ND ADMINISTRATION section, for injectables, and where applicable: 

Did the applicant provide quality data to suppoli in-use conditions (e.g. diluent co~atibility 

studies)? D Yes D No ~NIA 

For OTC Drugs and Controlled Substances: 

Is ~er evident featw·e provided in the container/cb sure? D Yes D No 


If ''No," expla.in. 


The drug product is neither OTC Thugs nor Controlled Substance. 
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For solidoral drug products, only: drug product length(s) ofcommercial batch(es): 

ANDA 
Stt·en2th 

length (mm) Impl'int Code 

500 l~ -
White to off-white, fihn coated, oval, biconvex tablet, 
functionally scored on one side and debossed with 'A314' on 
the otherside 

White to off-white, fihn coated, oval, biconvex tablet functionally scored on one side and debossed v.iith 'A314' on 
the other side 

Describe issue(s) sent to and/or received from the OGD Labeling R eviewer: None 

List ofDeficiencies: None 

Primary Drug Product Reviewer: Ravi Erukulla/04-28-2017, 07/J J/2018(v3) 
Secondaiy Reviewer: Yuping Niu I 7-6-2018(v2), 7-16-2018 
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PROCESS 

Product Background Vigaba1Iin Tablets, USP 500 mg, are indicated for the adjmctive 
treatment of Refract01y Complex Prutial with expanded use in children 10-16yeru·s ofage with 
re:fi:acto1y complex prutial seizures . Sabril ® 500 mg is the Brand na.rre which were approved 
on August 21st 2009 as ltnrrediate Release Tablet for USA market. 1he dmg product needs to 
be stored at 20 °C to 25 °C (68 °F to 77 °F) [see USP Conti·olled Room Temperattn·e] 

Related NDAs 
ANDA 209822 references Sabril (vigabati·in) Tablets NDA 020427 owned by Lundbeck 
Phannaceuticals LLC. 
Drug Product Name I Strength: 
The proposed diug product has ----~<bJ <t,200 mg in a tablet 

>rr4 1he fonmlation ingredients inchide Microc1ystalline ltif<"I 
lbT('I povidone __.:....___..=::::::::::::::::::::::~<b~ 

Sodimn Stru·ch Glycol.ate lbf<'ll and magnesium stearnte. !bl<" 

Route of Administration: 

Oral adminis1I-ation 

Applicant Name: 

Teva US Generics 


Review Summary: Adequate 
lblT41The manufacturing process of Vigabatrin tablets is a 

(b)(4 

ll Page 

Following tliis page, 37 Pages Wittlliela in Full as (o)(4) 



~bd====-~*il#='-=-~~~~-Q-U_A_L_ITY~A-SS_E_s_sM~EN_T~~~~-----tgj£§~~ 


Comparability Protocols 

39I Page 
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Reviewer's Assessment: N/A 

N/A 

Post-Approval Commitments 

Reviewer's Assessment: Adequate 


No Validation study or plan was submitted in current applicat ion. 


lifecycle Management Considerations 

N/A 

40I Page 
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List of Deficiencies: 

None 

Primary Process Reviewer Name and Date: 

TianhongTim Zhou, Ph.D. June 26"ct, 2017, July 6th, 2017; August 8th, 2018 

Secondary Reviewer Name and Date (and Secondary Summary, as needed}: 

Minor revisions/questions are noted. 

N. Chidambaram, Ph.D., 07/06/2017 

I concur 

N. Chidambaram, Ph.D., 07/06/2017, 08/09/2018 
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Recommendation: Not Approvable - Minor (CR due to BE major) 

ANDA 209822 

Review# 01 


D1·u2 Name/Dosae:e Form Vi2abatrin Tablets USP 
Strene:th 500m2 
Route of Administration Oral 
Rx/OTC Disnensed Rx 

Name and Address ofA nnlicant DP Manufacturin!! facilityApplicant 
Teva Phannaceuticals USA l atsoJLEhanna.J>JivateJ,im.ited 
200 Ehnora Ave. (llff'I 
Elizabeth NJ 07207 
USA Vema Salcette, Goa 403722 
regulato1yaffairsUS@actavis.co111 India 

lDlT4l 

US ae:ent ifannlicable NA 

Submission(s) Reviewed Document Date 
Original submission <Multiple Categories/Subcate2ories) 12/16/2016 
General Cotl'espondance 01/13/2017 
Multiple Cate2ories I Subcategories 03/29/2017 
Multiple Cate2ories I Subcategories 04/04/2017 
REMS I Amendment 04/26/2017 
Multiple Cate2ories I Subcategories 04/27/2017 
Multiple Cate2ories I Subcategories 05/24/2017 
Multiple Cate2ories I Subcategories 06/22/2017 
Multiple Cate2ories I Subcategories 08/23/2017 
Multiple Cate2ories I Subcategories 09/26/2017 

Quality Review Tearn 
DISCIPLINE REVIEWER BRANCH/DIVISION 
Dru2 Substance 
Drug Product Ravi Emkulla OLDP/Branch I/DIRPl 

Process 
Microbiology 

Facilitv 
Biophannaceutics 

Regulatory Business Process 
Manager 

Application Technical Lead YupingNiu OLDP/Branch I/DIRPl 
Laboratory (OTR) 

ORA Lead 
Enviromnental Analysis (EA) 

OPQ-XOPQ-TEM-0001 v03 Page 1 of79 Effective Date: 18 Feb 2016 
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Quality Review Data Sheet 

1. RELATED/SUPPORTING DOCUMENTS 
A. DMFs: 

DMF# 

T_vpe /I 

Tvve lll 

Type W 

HOLDER ITEM REFERENCED 

(tif(41 

STATUS1 

Adequate 

(b)(41 NIA 

NIA 

NIA 

NIA 

NIA 

NIA 

NIA 

NIA 

DATE REVIEW 
COMPLETED 

101031201 7 per 
GDRP 

Reviewer 

DaiW. 
(Amedment 11) 

1 Adequate, Adequate with Info1mation Request, Deficient, or NIA (There is enough data in the application, therefore the DMF did not need to be 
reviewed). 
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B. Oher D , rt ocuments: IND RLD, or szster GJJ/J ,1catwns 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

NDA 020427 RLD 

2. CONSULTS: None 

DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 

Biostatistics 

Phannacology/Toxicology 

CDRH 
Clinical 

Other 
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Executive Summary 
I. Recommendations 

A. Recommendations and Conclusion on Approvability 
CMC is Not Approvable. It is recommended that Minor deficiency letter to be sent to the 
sponsor. 

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or 
Risk Management Steps, if Approvable 
NIA 

II. Summary of Quality Assessments 
A. Product Overview 

Proposed Indication(s) 

Vigabatrin tablets, USP are indicatedfor the treatment of: 
• Refractory Complex Pa1tial Seizures in patients ~10 years of age 

Dosa2e andAdministration 

including Intended Patient 
Population 

Indication 

Seinu·es 

Adult 
1000 mg/day (500 mg 
twice daily) 
Increase to 3000 mg/day 
(1500 twice daily) 

Pediatric 
500 mg/day (250 mg 
twice) 
Increase to 2000 
mg/day (1000 twice 
dailv) 

Duration ofTreatment NA 
Maximum Daily Dose 3000 mg 
Alternative Methods of 
Administration 

Per physician recommendation 

B. Quality Assessment Overview 
Drug Substance: 
Vigabatrin is a white or ahnost white powder and manufactured by (blT

4 

< 
6n4 The Drng Substance Vigabatrin is freely soluble in water, sli~y soluble in Methanol and 

(bl\ill 

Vlgabatrm has an officiaf USP monograph. 

Drug Product: 
(i) Description of Drug Product 

The Vi abatrin tablets descri tion is listed in below table. 
White to off-white, fihn coated, oval, biconvex tablet functionally scored on one side and debossed 
with 'A314' on the other side 

4 
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The drng product is an Immediate Release fo1mulation has an active ingredient Vigabatrin. The 
active ingredient concentration is equal to RLD tablet. The excipients used in proposed generic 
dmg is fairly described and listed in FDA's Inactive Ingredients Database. 

(ti)(4l 

C. 	Biopharmaceutics Considerations 
1. BCS Classification 

• 	 Dmg Substance: Finn stated that the product is BCS Class I with high solubility and high 
pe1meability (under DBE review). 

• 	 Dmg Product: 

2. Biowaiver/Biostudies 
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• 	 Biowaiver Request: Finn requested BE waiver based on their proposed BCS 
classification of the DS . As per GDRP info1mation Bioequivalence review is Inadequate 
- Major 

• 	 PK Studies: 
• 	 Dissolution: Biophaimaceutics review inadequate 

D. Special Product Quality Labeling Recommendations (N/A) 

E. 	Final Risk Assessment (see Attachment) 

ATTACHMENT I: Final Risk Assessments 
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R. Regional Information 
Environmental Analysis: 

Reviewer's Assessment: 

EA ce1tificate is provided in module 1.12.14 to claim categorical exclusion under 2 1 

CFR25.31 and25.15(d). This is acceptable. 


Methods Validation Package: 3.2.R.3.S & 3.2.R.3.P 

Comparability Protocols: No protocols provided 

Post-Approval Commitments: NIA 

Lifecycle Management Considerations: NIA 
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List o(De(iciencies from Drug Product: 

1. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 
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9. 

Section B: 
1. 

(bf('fl 

2. Please provide all available long tenn stability data in your next amendment. 

Primary Drug Product Reviewer: Ravi Erukulla/04-28-2017, 0711112017, 1010312017, 

1010412017 

Secondary Reviewer: Yuping Niu /07-07-2017, 0711412017, 1010512017 
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LABELING 

R Regional Information 

1.14 Labeling 

Labeling & Package Insert 

DESCRIPTION section 

Is the info1mation accurate? IZJ Yes D No 
If ''No," explain. 

Is the drug product subject of a USP monograph? IZJ Yes D No 
If"Yes," state iflabeling needs a special USP statement in the Description. (e.g., USP test 
pending. Meets USP assay test 2. Meets USP organic impurities test 3.) 

(b)(4 l 

[Note: If there is a potential that USP statement needs to be added or modified in the Description, 
ale1t the labeling reviewer]. 

HOWSUPPLIED section 

i) Is the inf01mation accurate? IZJ Yes D No 


If ''No," explain. 


ii) Are the storage conditions acceptable? IZJ Yes D No 


If ''No," explain. 


DOSAGE AND ADMINISTRATIONsection, for injectables, and where applicable: 

Did the applicant provide quality data to suppo1t in-use conditions (e.g. diluent compatibility 

studies)? D Yes D No IZJ NIA 

For OTC Drugs and Controlled Substances: 

Is tamper evident feature provided in the container/closure? D Yes D No 


If ''No," explain. 


The dmg product is neither OTC Drngs nor Controlled Substance. 
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For solid oral drug products, only: drug product lengtll(s) ofcommercial batcll(es): 

ANDA 
length (mm) Implint Code

Strength 
White to off-white, fihn coated, oval, biconvex tablet, 

500 mg - ftmctionally scored on one side and debossed with 'A3 l4' on 
the other side 

White to off-white, film coated, oval, biconvex tablet ftmctionally scored on one side and debossed with 'A314' on 
the other side 

Describe issue(s) sent to and/or receivedfrom the OGD Labeling Reviewer: None 

List ofDeficiencies: None 

Primary Drug Product Reviewer: Ravi Ernkulla/04-28-2017, 0711112017 

Secondary Drug Product R eviewer: Yuping Niu/07-07-2017, 07I1412017 
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PROCESS 

Product Background Vigabatrin Tablets, USP 500 mg, are indicated for the adjunctive 

treatment ofRefracto1y Complex Partial with expanded use in children 10-16 years ofage with 

refracto1y complex partial seizures . Sabril ® 500 mg is the Brand name which were approved 

on August 21st 2009 as Immediate Release Tablet for USA market. The dmg product needs to 

be stored at 20 °C to 25 °C (68 °P to 77 °P) [see USP Controlled Room Temperature] 


Related NDAs 

ANDA 209822 references Sabril (vigabatrin) Tablets NDA 020427 owned by Lundbeck 

Phaimaceuticals LLC. 

Drug Product Name I Strength: 


(b) (41 The pro osed diug_ roduct has----~lb> "' 500 m in a tablet 

(b)(4
The fo1mulation ingredients mclude Microc1ystalhne Cellulose 

ltif< povidone 

lbH4 

, Sodium Starch Glycolate lbH4 and ma esium steai·ate. 


Route of Administration: 

Oral adininistration 

Applicant Name: 

Teva US Generics 


Review Summary: 
(bf(.ll The manufacturing process of Vigabatrin tablets is a 

ll Page 
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(bJl.iJ 

Comparability Protocols 

Reviewer's Assessment: N/A 

N/A 

Post-Approval Commitments 

Reviewer's Assessment: Adequate 


No Validation study or plan was submitted in current application. 


Lifecycle Management Considerations 

N/A 
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List ofDeficiencies: 

161(4 

Primary Process Reviewer Name and Date: 

Tianhong Tim Zhou, Ph . D. June 26"ct, 2017, July 6th, 2017 

Secondary Reviewer Name and Date (and Secondary Summary1 as needed}: 

Minor revisions/questions are noted. 

N. Chidambaram, Ph.D., 07/06/ 2017 

I concur 

N. Chidambaram, Ph.D., 07/06/ 2017 
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FACILITIES 


Product Background 

ANDA/NDA: ANDA 209822-0RIG-1 

Drug Product Name I Strength: Vigabatrin Tablets USP 500 mg 

Route ofAdministration: Oral 

Applicant Name: Teva Phannaceuticals USA 

Review Recommendation: Submission is recommended for approval from a facilities 
assessment standpoint. 


Review Summary: All facilities are acceptable for the operations listed in ANDA 

209822. 


List Submissions being reviewed: ANDA 209822-0RIG-1 


Highlight Key Outstanding Issues from Last Cycle: NIA 


Concise Description Outstanding Issues Remaining: None. 


List Number of Comparability Protocols (ANDA only): NIA 

3.2.S.2 Manufacture 

Summary of Facility Information: 
ll>Tf4 

Page 1 of7 

Following this page, 4 Pages Withheld in Full as (b)(4) 



~~=i?-~~~=== =-~~~Q_U_AL~I_T_Y_A_s_s_E_ss_ME~N_T~~~-----qjja~~ 

(bTf4l 

Comparability Protocols 
Reviewer's Assessment: NIA 

Post-Approval Commitments (For NDA only) 
Reviewer's Assessment: N/A 
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Lifecycle Management Considerations 
None 

List ofDeficiencies: 
No facilities deficiencies identified. Subject ANDA is recommended for approval 
from a facilities assessment standpoint. 

~~~~~~~~~~~~~~~~~ 

Primary Facilities Reviewer Name and Date: 
Steven Fong, Ph.D., Microbiologist OPQ/OPF/DIA Branch I, 09/ 11/2017 

Secondary Reviewer Name and Date: 
Zhihao Peter Qiu, Branch Chief, CDER/OPQ/OPF/DIA, Branch 1, 09/1112017 
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CENTER FOR DRUG EVALUATION AND RESEARCH
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ANDA 209822
 

BIOEQUIVALENCE REVIEWS
 



QUALITY- BIOPHARMACEUTICS ASSESSMENT 
OPQ/ONDP/Division of Biopha nnaceutics 

BIOPHARMACEUTICS REVIEW FOR ANDA SUBMISSION 

Application No.: ANDA-209822-0RIG-1 

Applicant/S ponsor: Teva Phannaceuticals USA 

Product Name: Vigabatrin Oral Tablets 

Dosage Fonn/Strength: Tablets/500 mg 

Intended Use: Treatment ofRefract01y Complex Partial Seizures as adjllllCtive 
therapy in patients greater than or equal to 10 years of age who 

have responded inadequately to several alternative treatments 
R eference Listed Drug: NDA-20427 [Sabril® (Vigabatrin) Tablets, 500 mg] 

Submission Dates: 12/16/2016 
3/12/2018 (Response to Infonnation Request dated 10/17/2017) 

Review Date: 8/7/2018 
Primary Reviewer: Yang Zhao, Ph.D. 
Secondary Reviewers: Ta-Chen Wu, Ph.D. 

R ecommendation: ADEQUATE 

1. EXECUTIVE SUMMARY: 

Submission: Teva Phanmceuticals USA submitted ANDA-209822 seeking approval for the 
proposed Vigabatrin Tablets 500 mg under section of 505G) of the Federal Food, Drug, and 
Cosmetic Act. 

Review: The focus of the Biophannaceutics Review is the evaluation of data suppo1ting the 
adequacy of the proposed dissohrtion method and acceptance criterion for the dissohrtion test for 
the proposed diug products. 

R evie'\\rer's Assessment: The proposed dissoh1tion method and revised dissohrtion acceptance 
criterion are acceptable. 

Acceptable <issolution method and <issolution acceptance criterionI I 
Me<ium Volume (mL) Acceptanc.e c1i terion

I ~!tus II ~.;~ II II II I 
I II (paddle) 50 II wate1@37 °C 900 CFf~ro dissolved in 15 minutesII II II I 
Recommendation: From a Biophannaceutics perspective, ANDA 209822 for Vigabatrin Tablets 
500 mg is recommended for APPROVAL. 
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QUALITY- BIOPHARMACEUTICS ASSESSMENT 
OPO/ONDP/Division of Biophannaceutics 

2. SUBMISSION CONTENT CHECKLIST: 


INFORMATION YES NO N/A 

1 Is there a USP dissolution method? D ~ D 
2 Did the Applicant use the USP dissolution method? D D ~ 

3 Is there an FDA database dissolution method? ~ D D 
4 Did the Applicant use the FDA database dissolution method? ~ D D 
5 Did the Applicant conduct dissolution testing with an in-house 

method? 
D ~ D 

6 Did the Applicant use 12 tmits ofthe test dmg products in the 

dissolution testing? 
~ D D 

7 Did the Applicant provide complete dissolution data (all raw data, 
range , mean,% CV, dates ofdissolution testing)? 

~ D D 

8 Was the dissolution method SOP effective at the time oftesting? ~ D D 
9 Is the validation ofthe analytical method used for dissolution 

testing acceptable? 
~ D D 

10 Was the dissolution/release testing conducted using an unexpired 
product? 

~ D D 

11 Do any of the proposed product stJ:engths have functional sco1ing? ~ D D 
12 Was the dissolution/release testing conducted using split tablets? ~ D D 

3. REVIEW SUMMARY: 


a) Proposed dissolution method and acceptance criterion: 


USP I Speed I Medium 
II 

Volume (mL) 
II 

Acceptance criterion
Appsratus (rpm) 

I II (paddle) II 50 II water@37 °C II 900 II Q=75% dissolved in 30 minutes 

I 
I 

The Applicant repo1ied that vigaba1Im is a ve1y highly sohlble molecule (Table 1). 

Table 1. Solubility ofvigabatiin in different pH media measured at 25 °C 

Solvent lVIedin Solubility (mg/ ml) 

pH 1 .2 Solution 300 m g / I mL 

pH 3 .0 Solution 300 m g / I mL 
p H 4 .5 Solutio n 300 m g/l mL 
pH 6.8 Solutio n 300 mg/I mL 

pH 7 .2 Solutio n 3 00 m g/I mL 

pH 8.0 Solution 3 00 m g / I mL 
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QUALITY- BIOPHARMACEUTICS ASSESSMENT 

OPQ/ONDP/Division of Biophannaceutics 


b) In vitro dissolution data for Vigabatrin Tablets 500 mg: 

The whole Vigabatrin Tablets were less than 4 rmnths okl at the tin~ of the dissohrtion testing. 

The Applicant provided dissohrtion data at 30 minutes for the stability samples. There are no 

apparent changes in the Applicant's provided dissohrtion data at 30 minutes ofthe stability samples 

in various storage conditions (long-te1m condition up to 24 months). 

bff4[ 

The proposed Vigabatrin Tablets 500 ing are fimctionally-scored on one side and debossed with 

A314 on the other side. The similarity :fuctor ((2) between the whole and the split Vigabatrin Tablets 

is not calculated because all dissolution profiles showed 1m re than ~ dissolved in 15 minutes. 



QUALITY- BIOPHARMACEUTICS ASSESSMENT 
OPQ/ONDP/Division of Biophannaceutics 

The similarity in dissohrtion profiles between the whole and the split tablets suppo1t the tablet 
scoring on the proposed Vigabatrin Tablets, 500 mg. 

The originally proposed dissohrtion acceptance criterion of ' 'Q=75% dissolved in 30 minutes" is 
penni.ssive and NOT acceptable. Based on the dissohrtion profile data, in the Complete Response 
Letter issued on 10/17/2017, the Agency recommended the following dissohrtion acceptance 

criterion for the proposed drng product: Q{;jYo in 15 minutes. In the Response dated 3/12/2018, 
the Applicant accepted the Agency's recommendation and revised the dissohrtion acceptance 

criterion to Q==Q!ro in 15 minutes. The revised dissohrtion acceptance criterion is acceptable. 

4. RECOMMENDATION: 

From the Biophannaceutics perspective, ANDA 209822 for the proposed Vigabatrin Tablets 500 
mg is recoumended for APPROVAL. 

5. SIGNATIJRE BLOCK 

Primary Biopharmaceutics Revie\\"er: 
Yang Zhao, Ph.D., 8/7/2018 
Division ofBiophannaceutics 
Office ofNew Drug Products/OPQ 

Secondary Biopharmaceutics Reviewer: 
I concm· with Dr. Yang Zhao's assessment. 

Ta-Chen Wu, Ph.D., 8/7/2018 

Acting Biophanmceutics Lead 
Division ofBiophannaceutics, ONDP/OPQ 

4 

Following tliis page, 1 Page WitlilielCI in Full as (t>)(4) 



QUALITY- BIOPHARMACEUTICS ASSESSMENT 

OPQ/ONDP/Division of Biophannaceutics 


APPENDIX 


CR comments: In the Con:plete Response Letter issued on 10/17/2017, the follow ing 
Biophannaceutics co:n:nrents were conveyed to the Applicant: 

1. 	 The proposed acceptance criterion of''Q=75% dissolved in 30 minutes" is pennissive and NOT 
acceptable. Based on the provided dissohrtion data, we recommend a dissohrtion acceptance 
criterion of ''Q= ~1% in 15 minutes" for yom· proposed chug products. Note that sometimes 

dissohrtion Stage 2 testing, and occasionally Stage 3 testing rmy be needed, which is 
acceptable. 

2. 	 Submit a copy of the updated ch1ig product specification table with the revised acceptance 
criterion for the dissohrtion test and update other section ofyom· submission as appropriate. 

CR Response : In the Response dated 3/12/2018, the Applicant accepted the Agency's 

reconnnended dissohrtion acceptance criterion of Q=O!f/o in 15 minutes and revised the Finished 
Product and Stability specifications in Module 3.2.P.5. l. 
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DIVISION OF BIOEQUIV ALEN CE REVIEW 

ANDA No. 209822 

Drug Promct Na.me Vigabatrin Tablets, USP 

Strength(s) 500 mg 

AnJlicant Na.me Teva Phanmceuticals USA, hie. 

AnJlicant Address 
200 Ehrnra A venue 
Elizabeth, NJ 07207 

Janak Jadeja, RPh., Director, Regulatory Affairs 
IB Contact Na.me and IB 200 Ehrnra A venue 
Mailing .AM·ess Elizabeth, NJ 07207 

Regulato1yAffail'SUS@actavis.com 

IB Contact Telephone 
908-659-2595 

Number 

IB Contact Fax Number 908-659-2250 

01·iginal Sulxnission Date(s) Dec 16, 2016 

Sulxnission Date(s) of 
Mar 12, 2018 (Corq>lete ResponseAtrendment)

Amenchnent(s) Uuler Reuew 

P1·imary Re\>ie'\Wr Brittany A va1i.tt, Ph.D. 

Sec.ondary Re"ielWr Kuldeep Dhariwai Ph.D. 

Study Number(s) ACT-17201 ACT-17202 

Study Type(s) Fasting Fed 

Strength(s) 500 mg 500 mg 

ainical Site WatsonTherapeutics hie. 

ainical Site Address 
3400 Ente1p1i.se Way 
Miramu·, FL 33025, USA 

(bl(4 

Analytical Site 

Analytical Site Address 

Backlm:;, Year 1 and Year 2 Post October 1, 2014ANDAs 

ANDAs 0 To Be Determined by OSIS 

Office of Study Integrity and 0 Peming 0 Pencing For Cause Inspection 
Sw·willance (OSIS) status 0 Complete IZI Complete 

0 N/A (Waht>r/Deem 0 NI A (Waiver/Deem 
BioeC,U."ruent) 1 Bioe"1i"ruent) 1 

1 Requests submitted under21 CFR 320.22(d)(2) or 320.24(b)(6). 
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Waiver/Deem Bioe<pliwlent D Gt·anted D Tentatiwly granted 0 Not granted 181 N/A 

QC Dissolution 181 Pen<ing D Adequate D Inadequate 

For·mulation 181 Adequate D Inadequate 

Will Response to CR Result in 
a Reformulation? 

D Possibly O No 181 N/A 

Deficiency Classification 
D Major 
D Minor/IR 
181 N/A (Re\iew is Adequate) 

Major Deficiency Theme NIA 

Justification for Major· 
Designation 

NIA 

<herall Review Res ult 181 Adequate D Inadequate 

Pr·oduct Specific Guidance 
(PSG) Refer·enced in Re\iew 

R eminder: Check PSG in development spreadsheet on V:drive (if 
PSG is under development, waitfor PSG to post to finalize the 
review) 

181 Recommended'Latest Re,,ision Date: Mar 2015 
RLD Number: 020427 

0 N/ A (no PSG a\mlable at time of 1·e"ie~ 

Revised'New Draft Guidance 
Generated as Part of Current 
Review 

O YIS 181 NO 

Bioe<pliwlenc.e s tudy 
tl'ac.king/suniorting docwnent 
# 

11 

11 

Study/test type 

Fasting 

Fed 

S trength 

l soomg 

!soomg 

Review Result 

181 Adequate D Inadequate 

181 Adequate D Inadequate 
. 
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EXECUTIVE SUMMARY 

Tills is a review of a study amenchnent. 

The 01iginal application submitted Dec 16, 2016 contained solubility, penneability (in 
situ perfusion), and lllllltimedia dissoh1tion studies to suppo1t a BCS waiver request. The 
application was inadequate with multiple deficiencies. Additionally, the test product did 
not rreet the BCS guidance criteria for classificat ion as BCS class 1 because the test and 
reference product dissohrtion profiles were not similar. 

Tills amendtnent contains the results of :fusting and fed bioequivalence (BE) studies 
comparing a test product, Teva Phannaceuticals USA's Vigabatrin Tablets, USP, 500 mg 
to the conesponding reference product, Lundbeck Phanmceuticals LLC 's SABRIL® 
(vigabatrin) Tablets, 500 mg. Each of the BE studies was designed as a single-dose, two
way crossover study in healthy m:1le subjects. The applicant's :fusting and fed BE studies 
are acceptable. The reviewer-calculated results are sunnnarized in the tables below. 

Vigabatrin Tablets, 500 mg 
Fasting Bioequivalence Study No. ACT-17201, N=24 (Male=24 and Female=O) 

Least-Square Geomeh·ic Means, Point EStimates and 90% Confidence Jnten'llls 

Parameter (units) Test Reference Ratio 90% C.L 

AUCO-t (µg·hr/mL) 55.69 55.02 1.01 98.96 103.53 

AUCoo (µg ·hr/mL) 59.50 58.65 1.01 99.35 103.60 

Cmax (µg/mL) 15.61 15.27 1.02 94.32 110.70 

Vigabah·in Tablets, 500 mg 
Fed Bioequivalence Study No. ACT-17202, N=23 (Male=23 and Female=O) 

Least-Square Geometric Means, Point EStimates and 90% Confidence Intervals 

Parameter (units) Test Reference Ratio 90% C.L 

AUCO-t (µg·hr/mL) 55.58 54.35 1.02 100.90 103.62 

AUCoo (µg·hr/mL) 59.91 58.64 1.02 100.33 104.04 

Cmax (l.tg/mL) 11.34 11.96 0.95 86.34 104.12 

Per GDRP, OSIS reco~nds accepting data without on-site inspections for the clinical2 
and analytical3 sites. In addition, the studies submitted in the CUITent ANDA do not 
indicate any conduct issues and no data integrity deficiencies were identified by the 
reviewer. The OSIS inspection status of the CUITent ANDA is complete. 

The application is adequate. 

2 GDRP: ANDA-209822-0RIG-l-AMEND- ll Clinical PK/PD Sites Site: WATSON THERAPEUTICS, 
INC. Decline to Inspection A209822 WatsonMira1mr Clin.pdf las t updated by Nicola Fenty-Stewart on 
Mar 30, 2018 
3 GDRP: -------=·i1'l1 Bioanalytical Sites Site: bff4l Decline to 
Inspection C !bl <~l A209822 I (6ff4~ .pdf la.st updated byNicola Fenty-Stewa1t on Mar 30, 2018 
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3 REVIEW OF SUBMISSION 

The applicant's responses to the deficiency coIDIIlents provided in the Co~lete 
Response Letter issued Oct 12, 2017 are located in the cover letter to the Mar 12, 2018 
submission. The applicant provided infonnation for deficiencies related to the BCS 
waiver request in Module 1.11.3. Clinical Infonnation Amendment. Because the 
applicant submitted fustmg and fed ill vivo BE studies and is seeking approval to mru.ket 
Teva Phannaceuticals USA's Vigabatrin Tablets, USP, 500 mg based on the results of 
these BE studies the response to the deficiency connmnts will not be reviewed. 

4 SUBMISSION SUMMARY 

4.1 Drug Product Infonnation 

Test Drug Product and 
Strength(s) 

Vigabatrin Tablets, USP, 500 mg 

Reference Standard (RS) and 
Strength(s) 

SABRIL® (vigabatrin) Tablets, 500 I~ 

RS Holder; NDA/ANDA 
Number; .Awr·oval Date4 

Lundbeck Phanrnceuticals ILC; N020427; Aug 21, 2009 

Reference Listed Drug (RLD) 
and Strength(s) 

SABRIL® (vigabatrin) Tablets, 500 I~ 

RLD Holder; NDA/ANDA 
Number; .Awr·oval Date4 

Lundbeck Phanm.ceuticals ILC; N020427; Aug 21, 2009 

4.2 PK/PD Infonnation 5 

Most r ecent RLD label 
Please check ifan NG'G'J tube study is 
needed. 

E\lll lo. 
}
-

Sabril Label 
27Apr2017.pdf 

Imlcation SABRIL is indicated for the treatn~nt of: 

• Refractory Con~lex Partial Seizures as 
adjunctive therapy in patients ~10 years ofage 
who have responded inadequately to several 
altemative treatn:~nts ; SABRIL is not 
indicated as a fast line agent 

• fufantile Spasms - m:motherapy in infants 1 
llX>nth to 2 years ofage for whom the 
potential benefits outweigh the potential risk 
ofvision loss 

Boxed warning WARNJNG: PERMANENT VISION LOSS 
• SABRIL can causepenrnnent bilateral 

concentric visual field constriction, including 
tunnelvision that can result in disability. In so~ 

4 Electronic Orange Book, updatedthroughMar2018, las t accessedMay2, 2018 
5 Thugs@FDA, NDA 020427 1.abeL updated Apr 27, 2017, las t assessed May 2, 2018 
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cases, SABRIL also can datmge the central retina 
and imy decrease visual acuity [see Warnings 
and Precautions (5.l )} . 

• 	 The onsetofvision loss from SABRIL is 
unpredictable, and can occurwithin weeks of 
sta1ting treatment or sooner, or at any time after 
sta1ting treatment, even aft.er llDnths or years . 

• 	 Syn~toms ofvision loss from SABRIL are 
unlikely to be recognized bypatients or 
caregivers before vision loss is severe. Vision 
loss ofmilder severity, while often unrecognized 
by the patient or caregiver, can still adversely 
affect fonction. 

• 	 The risk of vision loss increases with increasing 
dose and cunulative exposure, but there is no 
dose or exposure knovm to be free ofrisk of 
vision loss. 

• 	 Vision assessn~ntis re.commmded atbas eline 
(no later than 4 weeks after starting SABRIL), at 
least eve1y 3 m:mths dming therapy, and about 3 
to 6 m:mths after the discontinuation oftherapy. 

• 	 Once detected, vision loss due to SABRIL is not 
revers ible. It is expected that, evenwith frequent 
m:mitoring, son~ patients v.ill develop severe 
vision los s . 

• 	 Consider dmg discontinuation, balancing benefit 
and11sk, ifvision loss is documente.d. 

• 	 Risk ofnew or worsening vision loss continues 
as long as SABRIL is used. It is possible that 
vision loss can worsen despite discontinuation 
ofSABRIL. 

• 	 Becaus e ofthe risk ofvision loss, SABRIL 
should be withdrawn from patients with 
refracto1y co~lex pa1t ial seizures who fail to 
showsubstantialclinical benefit within 3 m:mths 
ofinitiation and within 2-4 weeks ofinitiation 
for patients with infantile spasms,or sooner if 
treatment failure becomes obvious. Patient 
respons e to and continued need for SABRIL 
should be periodically reassessed. 

• 	 SABRIL should not be used inpatients with, or 
at high risk of, other types ofirreversible vision 
loss unless the benefits of treatirent clearly 
outweigh therisks. 

• 	 SABRIL should not be used with other dmgs 
associated with serious adverse ophthahnic 
effects such as retinopathy or glauco1m unless 
the benefits clearly outweigh therisks . 

• 	 Us e the lowest dosage and sho1testexposure to 
SABRIL consistent with clinical objectives [see 
Dosage andAdministration (2.1)} . 

Because ofthe risk ofpenmnent vision loss, 
SABRIL is available only through a restricted 
program under a Risk Evaluation and Mitigation 
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Strategy (REMS) called the Vigabatrin REl\1S 
Program [see Warnings andPrecautions (5.2)]. 

Bioavailalility Following oral adminis tration, vigabatrin is essentially 
con~letely absorbed. Bioequivalence has been 
established between the oral solution and tablet 
fonmlations . 

Food m eet A food effect study involving administration of 
vigabatrin to healthy volunteers under fas ting and fed 
conditions indicated that the Gnax was decreased by 
33%, T1nax was increased to 2 hours, and AUC was 
unchanged underfed conditions . 

Tmax The time to maxitmm concentration (f1nax) is 
approxitnately 1 hour for children (10 years - 16 
years) and adults, and approxitmtely 2.5 hours for 
infants (5 mmths  2 years). 

~tabolism Vigabatrin is not significantly iretabolized; it is 
eliminated primarily through renal excretion. 
Vigabatrin induces CYP2C9, but does not induce other 
hepatic cytochroire P450 enzyire systems. 

Excretion Following adninistration of[141C-vigabatrin to healthy 
male volunteers, about 95% of total radioactivity was 
recovered in the urine over 72 hours with the parent 
dmg repres enting about SO% ofthis. 

Half-life The te1minal half-life of vigabatrin is about 5.7 hours 
for infants (5 mmths - 2 yea1'S), 9.5 hotll'S for children 
(10 years - 16 yea1'S), and 10.5 hours for adults . 

Maximum Daily Dose 3000 mg 

4.3 OGD Recommendations for Drug Product 

Source of most 1·ecent recommendations 
JX'O\>ide the embedded document to the 
cmTent draft guidance 

Swnmary of OGD or DB History 

or Product-specific guidance for Vigabatrin Tablets , 
recomtrended Mar 2015 

~ 
Vigabatrin Tablet 

Guidance.pdf 

Control #24501 BE Giidance Review 

~' 
Vigabatrin Tablet 

N20427 BE Guidance F 

Approved ANDAs: No 

Pending ANDAs: 
(b) (4° 

Controls : 

A209822 (Teva) 
I (bfr4~ 

None from current applicant 
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Protocols: 

Pending Citizen 
Petitions and other 
legal and regulatoty 
issues :6 

Ifyes , please comnent. 

4.4 Pre-Study Bioanalytical Method Validation 

None from cunent applicant 

181 Yes ONo 

CP FDA-2006-P-0461 

Infonnation Rewes ted Analyte 1 

Bioonaly1ical OEdtod Wi.dauon rep>rt 
loc.ation 

Module 5.3.1.4, analyt-validation.pdf 
Method Validation Report1 (b)(4}, Page nos . 15, 77
80, 82, 83 and 84 of87 
AddendumI tor (bl t4l Page nos. 16-20 and 23 of 
25 

Analyte Vigabatrin 
Intemal standard (JS) Vigabatrin 13CD2 
lVJethod descrintion I.CMS/MS irethod, Solid phase extraction 
Limit of wantitation 0.199 

Recover y of drng at each QC (%CV) 

AVG 64.26 (8.14) 
HQC: 70.19 
MQC: 62.30 
LOC: 60.29 

A\tl1·a2e r ecover y of IS (%) 64.23 
Standard cune concentrations {1u~/mL) 0.199 to 50.501 

ILOQQC: 0.203 

LQC: 0.589 

AQC: 2.031 

QC concentrntions (µg/mL) MQC: 20.310 

HQC: 38.686 

DQC-2T: 77.930 

DQC-4T: 155.859 

QC Intraday precision range (%) 0.55 to 5.57 
QC Intraday accw·acy 1·ange (%) 88.08 to 112.37 
QC Interday pr·ecision range (%) 4.49 to 8.30 
QC Interday accuracy range (%) 93.60 to 99.39 
Benc.h-top stalility (hrs) 6 hr 30 min in ice water bath 

Stock stalility (days) 

Shott term wo1king solution stability: 70.00 hr 30 min for 
analyte and 71.00 hr for IS at room terq:>erature 
Short tenn stock soh1tion stability: 71.00 hr at room 
te1:q>erature 
Long term stock sohltion stability: 28 days in cooling 
cabinet at 2°C to 8°C 

Processed stalility (hrs) 
Wet extract: 4.00 hr at room te1:q>erature 
Thy extract: 31.00 hrin cooling cabinet at 2°C to 8°C 
50 hr 55 min in autosaIWler at 5°C 

Freeze-thaw stalility (cycles) 4 cycles at -70°C (-6<J'C to -85°C) on ice water bath 

6 Please check DIBS policy updates in the link htq?J/sharepoint fda.gov/orgs/CDER
OGD/OGDP/DLRS/SitePages/Ho1re.aspx 
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Long-term storage stalility (days) 

Dilution intee:rity 
Selecti,itv 

27 days at about -700C (-60°C to -80°C) and below 20"C 
(-20"C to -35°C\ 
Concentration diluted 2 fold and 4 fold 
No inte1fering peaks noted in blank olasrm sannles 

SOP for lioanalytical method validation s ulmitted? 181 Yes ONo 

Is the same anticoagulant used in the pt·e-method validation study and 
BE saJDtie analysis? 
If not, was cr·oss validation study conwcted? 

181 Yes 

K2EDTA 

ONo 

Does the duration of the each of the LTSS stalility parameters suniort 
the saJDtie pt·eparation/ass ay duration and clinical study s aJDtie storage 
tempenture? 

181 Yes ONo 

Was the o/o recowry consistent across QC concentntions ? 181 Yes ONo 

Was the pre-study \ruidation of the lioanalytical method used for the 
pmtal lioe<Jiivalence stu«ies acceptable? 

181 Yes ONo 

Comments on the Pre-Study Method Validation: Adequate 

Per the :rrethod validation repo1t samples were thawed in an ice water bath, and the entire 
sample processing was canied out under yellow monochromatic light. 
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4.5 In Vivo Studies 

Summary of all in vivo Bioequivalence Studies 

Study 
Treatments Subjects (No. Mean Parameters (+/-SD) Report 

(M'F) Type Study Study Study (Dose, Dosage Location 
Ref. No. Objectiw Design Form, Route) Age: mean 

Cmu *Tma:i: AUCo-t AUCo-inf T y,
[Product ID) (Range) 

(µg/mL) (hr) 
 (µg.hr/mL) 
 (µg hr/mL) (hr) 

The primary 
objective of the study 

Vigabatrin 
was to assess the 24 subjects 
bioequivalence of participated in this 

i--~~~~~~~~~~~~~~~~~~~~~~~

Vigabatrin Tablets, This was an study and all of24 
500 mg conyared to open labei Test Product (I): participated 

Test Product (I)that of Sabril® randomized, Vigabatrin Tablets, subjects con'1>leted 
(vigabatrin) Tablets, single dose, 500 mg both the periods of Module ......~~--~~~--~~~--~~~~--~~--~~~~ 
500 rq; follov..U1g a two Batch No.: the study and were 5.3.1.2 
single oral dose (1 x treahrent, 1115900127 analyzed for 16.08 ± 0.750 55.90 ± 59.82 ± 7.577 ± 0.0929 ± Page nos 

ACT
17201 

500 mg tablet) m 
healthy human, adult 
male subjects when 

two period, 
two 

sequence, 

Per oral 

Refer ence P t"Oduct 

measurement of 
concentrations 

Vigabatrin (N=24) 

4.06 
(25.25) 

(0.500 -
2.000) 

8.00 

(14.31) 
9.11 

(15.23) 
1.028 

(13.56) 
0.0111 
(11.92) 

26, 
27,37, 

58, 59, & 
administered under crossover (R): were considered 61 of 
fasting conditions bioequivale Sabril® (Vigabatrin) for Refe1·ence Product (R) report
The se.condaiy nee study Tablets 500 mg Phannacokinetic body.pdf 
objective of the study under Lot No.: 3150748 and statistical 

i--~~--~~~--~~~--~~~~--~~--~~~~ 

was to assess the fasting Per oral analysis 
safety and tolerability conditions . Mean age: 37.5 15.49 ± 1.000 55.11 ± 58.82 ± 7.322 ± 0.0966 ± 
ofthe testproduct and (Range: 22  53 2.76 (0.750 - 6.84 7.81 1.025 0.0145 
reference product in years) (17.83) 1.750) (12.42) (13.28) (13.99) (14.99) 
healthy human, adult 
male subjects 

Note: *For all parameters rrean ± SD (%CV) values are reported except T 1lllX for which rredian (min-rm i9 values are report ed. 
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Study 
Treatments S objects (No. Mean Parameters (+/-SD) Report. 

Study Study Study (Dose, Dosage (MIF) Type Location 
Ref. No. Objec.tiw Design Form, Route) 

[Promct ID) 
Age: mean 

(Range) 
Cmu 

(µg/mL) 
*Tmu 
(hr) 

AUCo-t 
(Jlg hr/mL) 

AUCo-iot 
(µg hr/mL) 

T ¥z 

(hr) 
Ke! 

(lu·-1) 

TI1eprima1y objective 
of the study is to 
assess the 24 male subjects 

Vigabatrin 

bioequivalence oJ pa1ticipated in this 

Module 
5.3.1.2 

Page nos . 
26, 27, 
37, 58, 

59 & 61 
ofrepo1t
body.pdf 

Vigabatrin Tablets, 
500 mg conyared to 
that of Sabril® 
(vigabatrin) Tablets , 

This was an 
openlabeL 
randomized 

, single 

Test Product (1): 
Vigabatrin Tablets, 

500 mg 

study and outof 
24 pa1ticipated 

subjects, 23 
subjects conyleted 

Test P roduct (1) 

ACT
17202 

500 1~ following a 
single oral dose (1 i< 

500 mg tablet) in 
healthy human, adult 
male subjects when 
administered undei 
fed conditions . 
The secondaiy 
objective of the study 
is to assess the safu1y 
and tolerability of the 

dose, two 
treatment, 

two period, 
two 

se.quence, 
crossover 

bioequivale 
nee study 
underfed 

conditions . 

Batch No.: 
1115900127 

Per oral 

Reference Promct 
(R): 

Sabril® (Vigabatrin) 
Tablets 500 1~ 

Lot No.: 3150748 
Per oral 

the study and were 
analyzed for 

measurement of 
concentrations 

Vigabatrin (N=23) 
were considered 

for 
Phamncokinetic 

and statistical 
analysis 

Mean age: 36.7 

11.58 ± 
2.55 

(22.02) 

1.667 55.73 ± 60.15 ± 7.471 ± 
(1.000 - 9.56 10.84 1.135 
5.000) (17. 16) (18.02) (15.19) 

0.0948 ± 
0.0145 
(15.24) 

Reference Promct (R) 

12.30 ± 1.667 54.52 ± 59.03 ± 7.492 ± 0.0952 ± 
test product and (Range: 25 - 48 3.12 (1.000 - 9.85 12.02 1.487 0.0149 
reference product in years) (25.39) 5.000) (18.07) (20.36) (19.85) (15.67) 
healthy human, adult 
male subjects 

~ *For all parameters n~an ± SD (%CV) values are rep01t ed except T nDX for which median (min-max) values are reported. 
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Single-Dose Fasting Bioequivalence Study Review 

5 APPENDIX 

5.1 Individual Study Reviews 

5.1.1 Single-dose Fasting Bioequivalence Study 

5.1.1.1 Study Design 

5.1.1.1.1 Study Information 

Study Number StudyNo. ACT-17201 

Study Title 
An open labei randomized, single dose, two way crossover 
bioequivalence study ofVigabattin Tablets, 500 mg in healthy 
hmmn, adult male subjects underfasting conditions. 

O inical Site 
(Name & Address) 

WatsonTherapeutics hie. 
3400 Enteiprise Way 
Mira1mr, FL 33025, USA 
Phone: 954-266-1000 Ext. 1441100 
Fax: 954-266-1012 

Pl"incipal Oioical Inwstigator 
Dr. Maria J. Gitierrez., MD. 
Maria.Gitien-ez@actavis .com 

Dosing Dates Period 1: Dec 16, 2017 
Period 2: Dec 21, 2017 

Analytical Site 
(Name & Address) 

(b)(4 

Analysis Dates Jan 3-8, 2018 

Pl"incipal Analytical Inuistigator· 
(b)(4 

Sampe Stor age: 
(a) Dw·ation (no. of days fr om 
the fir·st day of sampe c.ollection 
to the last day ofsampe analysis) 

(b) Temperatw·e Range (e.g., 
-20°C to -80°C) 

(a) 24 days 

(b) -70°C (-60°C to -80°C) in deep freezer 

Long-Term Storage Stability 
(LTSS) Cowrage (no. days @ temp 
oq 

27 days atabout-70°C (-60°C to -800C) and below -20"C (
20"C to 35°C) 
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5.1.1.1.2 Product (Bio-batch) Infonnation 

P1·oduct 

Treatment ID 

P1·oduct Name 

Manufacturer 

Batch/Lot No. 

Manufacture Date 

Eqiration Date 

Strength 

Dosage Form 

Bio-Batch Size 

P1·oduction Batch Size 

Potency (Assay) 

Content Uniformity (expressed as 
mean, % CVor per IBP) 

Dose Administered 

Route of A<kninistration 

Test RLD 

T R 

Vigabatrin Tablets, 500 mg 
Sabril® (Vigabatrin) Tablets 

500 mg 

WatsonPhanna Pvt Ltd., Plot 
A-3 to A-6 Phase-I-A, Vema, 

Goa, h1dia 403722 

Manufactured by: Patheon 
Cincinnat~ OH 45237, U.S.A 

for Lundbeck Deerfield, IL 
60015, U.S.A 

1115900127 3150748 

Tablet 

(b)(
41 ablets 

Tablets 

98.4% 

Mean: 98.3%, AV: 1.2 

1 x 500 l~ 1x500 mg 

Oral Oral 

Are the test and reference pr·oducts 
of study? 

If Yes, pease comment. 

expred at the time 

1:81 Yes ONo 
The proposed shelf-life for Vigabatrin Tablets 
is 24 m:mths . The test product (batch# 
1115900127) was mmufactured Oct 31, 2015, 
and the fasting and fed BE studies were 
conducted Dec 16-22, 2017. TI1e 24-month 
stability testing for the test product (batch# 
1115900127) was conductedonJan 25, 2018 
and confonm to all stability specifications per 
the Drug Product Quality review. 

Is same lio-hlltch used in the dissolution and all BE 
stmies? 

If No, p ease comment. 
1:81 Yes ONo 

Is the lio-hlltch size at least the recommended 
minimum of lOOK or 10% of the pr·oduction batch 
(l\lllchewr is gr eater) for· or·al solid dosage form? 

If No, p ease comment. 

1:81 Yes ONo 
TI1e bio-batch size is >ff4 ofthe production 
batch size, wi1ich is r-<llJf4l tablets . DBII 
reviewed the applicant's reasoning for 
imnufacturing this batch and batch size (see 
below) and accepts the batch size used in BE 
studies. 

Is differ ence of the potency wlues for the Test and 
RLD 'Mthin 5%? 

If No, )iease comment. 
1:81 Yes ONo 
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Comments on bio-batch size 
Per the Product Development Repo1t Section 2.3.8.7. Fihn Coating Parameters (Exhibit 

Batche,...._ 7
_· ----------------------------~ )f(

!bH.ot • The applicant submitted 
--~~~~~~~~~~~~~~~~~~~~~~--

suflic i en t stability data on the bio-batch, and both the BE studies and dissohrtion testing 
were conducted using the same batch Therefore, the bio-batch size is adequate. 

5.1.1.1.3 Study Design, Single-Dose Fasting Bioequivalence Study 

Number of S objects 

Enrolled : 24 
Dosed:24 
Colq)leted: 24 
Salq)les Analyzed: 24 
Statistically Analyzed: 24 

No. of Se«p1ences 2 (l=TR; 2=RT) 

No. of Periods 2 

No. of Treatments 2 

No. of Groups 1 

Washout Period 5 days 

Randomization 181 Yes ONo 

Blood Samping Times 

Prior to dosing (0.000 hom) and after dosing at 0.250, 0.500, 
0.750, 1.000, 1.250, 1.500, 1.750, 2.000, 2.500, 3.000, 3.500, 
4.000, 5.000, 6.000, 8.000, 10.000, 12.000, 16.000, 18.000, and 
24.000 hours (±2 minutes window for all post dose blood drav.rs) 

IRB AJ¥oval 181 Yes Date: Dec 4, 2017 0/ 1.0); Dec 15, 2017 0f 2.0) ONo 

Informed Consent 181 Yes Date: Dec 4, 2017 (English); Dec 5, 2017 (Spanish) D No 

Length of Fasting At least 10 hours before dosing and 4 hours after dosing 

7 GS Review: ANDA 209822 0000 (1) 12116/2016 ORIG-1 Module 3.2.P.2. PhanmceuticaI Dev elop1rent 
(Phanmceutical Developirent Report p.77) 
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Length of Confinement 
At least 11 how'S prior to dosing until at least 24 hours after 
dosing in each studyperiod 

Was the drug iroduct 
administel'ed pe1· labeling f01· 
specialized dosage fol'tm (e.g. 
OD1)? 

0 Yes ONo 181 NI A 

Safety :M>nitol'ing 181 Yes ONo 

Comments on Study Design: Adequate 

The product-specific guidance for Vigabatrin Tablets recommmds a multiple-dose, two
t:reatirent, two-way, steady-state crossover in vivo phannacokinetic BE study in adult 
refracto1y complex prutial-seizure patients. The applicant conducted a single-dose, two
way crossover study in healthy subjects under :fusting and fed conditions. fu the Clinical 
Sunnna1y (Module 2.7.1.) The applicant stated that: 

Teva believes dosing Vigabatrin Tablets, 500 mg in healthy male subjects is 
justifiable. In addition the studyprotocols (fasting study #ACT-17201 andfed 
study# ACT-1 7202) were !RB reviewed and approved prior to the conduct ofthe 
studies to ensure the rights and welfare ofhuman subjects were protected during 
their participation and safety measures were incorporated in the studies in 
compliance with GCP. During the conduct ofboth studies, in fasting andfed 
conditions, no adverse events, no serious adverse events or other significant 
adverse events were reported. Both formulations (i.e. test and reference 
products) werefound to be safe and equally well tolerated based on the clinical 
data obtained from the subjects who completed the study under fasting andfed 
conditions. 

5.1.1.2 Clinical Results 

5.1.1.2.1 Demographic Profile of Subjects 

Categ01-y 

Study No. ACT-17201 
Tl'eatment Gt·oups 

Test Product 
N=24 

Referenc.e Pl'oduct 
N=24 

Age 
(year.s) 

Mean ±SD 
Ran2e 

37.5 ±9.2 
22 - 53 

37.5 ±9.2 
22 - 53 

Age 
Gt·oups 

< 18 
18-40 
41-64 
65-75 
> 75 

0 (0.00/o) 
12 (50.0%) 
12 (50.0%) 
0 (0.00/o) 
0 (0.00/o) 

0 (0.0%) 
12 (50.0%) 
12 (50.0%) 
0 (0.0%) 
0 (0.0%) 

Sex 
Male 

Female 
24 (100.0%) 

0 (0.00/o) 
24 (100.0%) 

0 (0.0%) 

Race 

Asian 
Black 

Caucasian 
Other 

0 (0.00/o) 
5 (20.8%) 
19 (79.2%) 
0 (0.00/o) 

0 (0.0%) 
5 (20.8%) 
19 (79.2%) 
0 (0.0%) 

BMI 
Mean ±SD 

Ran2e 
26.73 ± 2.02 
23.08 - 29.81 

26.73 ± 2.02 
23.08 - 29.81 
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His panic OI' 
24 (100.00/o) 24 (100.00/o)Other Latino

Factors: 
Non-Hispanic 

Ethnicity 0 (0.0%) 0 (0.00/o)
or Latino 

Is the demograpucs pl'Otile of s ubjects coiq>ieting the IIoe«Jlivalence study 
in agreement mth the current drug pn><uct recommendation? If no, please 181 Yes O No 
comment. 

5.1.1.2.2 Dropout Information 

Subject No. I Reason I Period I Replaced? 

None of the subjects were withdrawn or dropped out from the study. 

Are dr·opouts awr·o)ll·iate? If no, please comment. 181 Yes 0 No 

5.1.1.2.3 Study Adverse Events 

Reported Incidence by Treahnent Gt·oups 
Body System I 
Adverse Event 

Fasting Bioe«11iwlence Study No. ACT-17201 

Test I Reference 

There were no adverse events repo1ted in the study . 

Test Product (T) = 24 subjects dosed; Reference product(R) = 24 subjects dosed. 

We1·e subjects '\\ho experienced \Umiting included in 
statistical analysis? 

0 Yes ONo 181 NIA 

If yes, does the time of emesis exceed mo times the 
median Tmax wlue (IR Jll'oWcts) or the labeled 
dosing interwl (MR Jll'oducts)? Please comment. 

0 Yes ONo 181 NIA 

Was the adw.rse ew.nt Jll'Ofile omerwd comparable 
fo1· the test and 1·eference Jll'odrict? 

181 Yes ONo 

Are the1·e any serious adw.rse ewnts or death? 0 Yes 181 No 

If yes, then ifthe study conducted in US, ai·e they 
reported to the OGD Safety Committee? 

0 Yes ONo 181 NIA 

Are there any other safety concerns based on the 
adwrse event Jll'Ofile? 

0 Yes 181 No 

5.1.1.2.4 Protocol Deviations 

Type S ubject #s (fest) I Subject #s (Ref.) 

Sa~ling ti.Ire point deviations in period-I 
(b)(6 

-
Sa~ling ti.Ire point devia.tions in period-2 -
De\'iation 01: 
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Description of De\iation: Period 1 doses were not 
prepared under yellow m:>nochrormtic light/low 
intens ity light 

If the a)1iicant used nominal time points, the 
s amping time de\iations (if any) are> 5%, and 90% 
CI of any PK parameters are border line, pease 181 Actual 0 Nominal 

reanalyze data using actual samping time. 

Is the dr opout/'Mthdrawal/exclusion of subjects and 
p1·otocol dP\iations as per the criteria mentioned in 181 Yes 0 No 
the IRB aDD1·owd study Jll'otocol? 

Comments on Clinical Results : Adequate 

Per the study protocol drng accOlmtability, drng dispensing, chug ad.miillstration, archivai 
blood sampling, sample processing, segregation, and sa~le analysis were to be done 
under yellow monocln·omttic light/low intensity light. The applicant repo1ted that chug 
doses in Period 1 were prepared under regu]ar fluorescent light by the phannacy staff 
This protocol deviation is unlikely to impact the outcome of the fusting BE study because 
the applicant dem:mstrated that <0.5% impmities are fonned when the chug product is 
lmder UV light for two days or visili le light for seven days. 8 

5.1.1.3 Bioanalytical Results 

5.1.1.3.1 SOPs dealing with Sample Analysis including RepeatAnalysis 

SOP No. 
mectiu1 Date of 
SOP SOPTitle 

(bJl4 
Repeat Analysis ofSanyles 

Mass spectrolll!tric m!thod for the determination of 
Vigabatrin in human plasma 

Preparation ofca hbration curve standards and quality 
control san~les and defining analytical batch acceptance 
criteria 

Chromatography acceptance criteria 

Inctmed sanyle reanalysis 

Reinjection ofsanyles during analysis 

Bioanalytical m!thod validation 

System Suitability Test 

Procedure for recording, rounding off, and reporting the 
data 

8 GS Review: ANDA 209822 0000 (1) 12116/2016 ORIG-I Module 3.2.P.5.3. Validation of Analytical 
Procedures lbl\<tl pp.67-76) 
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IAll necessary SOPs submitted? 1 181 Yes D No 

5.1.1.3.2 Sample Analysis Calibration and Quality Control 

Bioequiwlence Study No. ACT-17201 
Vie:abatrin 

Paramete1· 
Standard Curve Sam lies 

A B c D E F G H 

Concentration (ug/mL) 0.199 0.397 2.545 5.090 12.120 24.240 40.401 50.501 
Inter day Precision (C\1%) 1.41 2.68 2.97 2.49 1.92 1.64 3.34 3.01 

Inter day Accuracy (%Actual) 100.35 99.27 100.17 99.85 100.13 100.33 100.19 99.70 

Linearity 0.9950 to 0.9999 (range ofrvalues) 

Linearity Range (~ig/mL) 0.199 to 50.501 

Sensitivitv/LOQ (~tg/mL) 0.199 

Bioe«pllwlence Study No. ACT-17201 
Vigabatrin 

Quality Confl·ol Samples 
Pru·ameter 

Concentration (~Hz/mL) 


Inter day Precision (C\1%) 


Inter day Accuracy (%Actual) 


LQC 

0.589 

4.64 

97.72 

AQC 

2.031 

4.68 

98.40 

~c 
20.310 

5.01 

99.72 

HQC 
38.686 

5.63 

99.90 

Al·e the c.oncenfl·ations of s tlllldard cune and QC samples 
relewnt to the concenfl·ation of the s amples? 

181 Yes O No 

Al·e there any concerns r elated to sample analysis (including 
1·ejected runs, r einjection, sample <llution, etc.)? If yes, co1D10ent 
below or cons ult 11ltertiru·y r e\ie\\\\r for adlltional actions 

D Yes 181 No 

Were 20% of chromatogrlllDS included? 
181 Yes ONo 
100% included 

Were chromatogr ams serially or randomly selected? 181 serially D randomly 

Ally inted e1·ing peaks in chr omatogram? D Yes 181 No 

Were the chromatog1·1l1DS submitted by the awiicant acceptallle? 181 Yes O No 

Were 100% raw analytical data, inclu<lng failed runs, prn"ded? 181 Yes ONo 
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5.1.1.3.3 Reanalysis of Study Samples 

Study No. ACT-17201 
Vigabatrin 

Ad!itional information in :Mdde 5.3.1.4, lioanalytical-study-re po1·t.pdf, 
Bio-analytical r enort, Palle no. 39-40 of 48 

Reason l"hy assay mis 

repeated 

Number of s ampes reanalyzed 
Number of 1·ecalculated values 

used after r eanalvsis 

Actual number o/o of total assays 
Actual 

number 
o/o of total 

assays 

T R T R T R T R 

Phanmcokinetic 0 0 0.00 0.00 0 0 0.00 0.00 

Code RB 21 21 2.08 2.08 21 21 2.08 2.08 

Total 21 21 2.08 2.08 21 21 2.08 2.08 

Code RB = Rejected Bioanalytical Batch 
T = Test Product 
R = Reference Product 

Does the re,ielWr agree mth the r eanalysis of study sampes: 
analytical and'or· PK repeat? 

181 Yes ONo 
The entire batch for subject 
~l (6J was repeated. 

If no, is r ecalculation of PK parameter s necessary? 0 Yes ONo 181 NI A 

Did 1·ecalculation of PK parameters change the study 
outcome? 

0 Yes ONo 181 NI A 

Are the PK pRl·ameters of r eanalysis still \'\ithin the 
ac.ceptance limits for the 90% CI? 

D Yes ONo 181 NI A 

Comments on Bioanalytical R esults: Adequate 

The applicant noted that samples were thawed on ice water bath and entire sample 
processing was caITied out lll1der yellow monocln·omatic light. 
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5.1.1.4 Phannacokinetic Results 

5.1.1.4.1 Arithmetic Mean Phannacokinetic Parameters - Applicant Calculated 

Fasting Bioeqtthalence Study No. ACT 17201 

Parameter 
(units) 

Test Referenc.e T/R 

Mean %CV lV.lin Max Mean %CV Mn Max 

AUCO-t (hr *µg /ml) 55.9050 14.3136 45.3900 75.5700 55.1054 12.4189 43.3000 69.05000 1.01 

Al.:Coo (hr *µg/ml) 59.8167 15.2333 48.0400 84.6700 58.8171 13.2766 45.2700 76.6500 1.02 

Cmax (J.lg/ml) 16.0783 25.2493 10.5800 23.7900 15.4929 17.8331 11.7700 21.5900 1.04 

Tmax* (hr) 0.75 - 0.50 2.00 1.00 - 0.75 1.75 0.75 

Kel (ht·-1) 0.0929 11.9080 0.0686 0.1081 0.0966 14.9854 0.0758 0.1355 0.96 

Tl/2 (hr) 7.5765 13.5614 6.4110 10.1030 7.3225 13.9911 5.1150 9.1450 1.03 

* Trnax values are presented as rredian, range 

5.1.1.4.2 Arithmetic M ean Phannacokinetic Parameters - Reviewer Calculated 

Fasting Bioequhalence Study No. ACT-17201 

Parameter 
(units) 

Test Reference T/R 

Mean %CV lV.lin Max Mean %CV M n Max 

AUCO-t (hr *µg/ml) 56.214 14.29 45.65 75.89 55.422 12.45 43.54 69.48 1.01 

Al.:Coo (hr *µg/ml) 60.125 15.20 48.30 84.99 59.134 13.30 45.51 77.09 1.02 

Cmax (J.lg/ml) 16.078 25.25 10.58 23.79 15.492 17.83 11.77 21.59 1.04 

Tmax* (ht·) 0.750 0.50 2.00 1.000 0.75 1.75 0.75 

Kel (ht·-1) 0.093 11.92 0.07 0.11 0.097 14.99 0.08 0.14 0.96 

Tl/2 (ht·) 7.577 13.56 6.41 10.10 7.322 13.99 5.12 9.15 1.03 

* Trnax values are presented as rredian, range 

5.1.1.4.3 Geometric Means and 90% Confidence Intervals - Applicant Calculated 

Vigabatrin Taliets, 500 mg 
(No. of subjects com(ieted = 24) 

Dose (1 x 500 mg) 

Least S qttares Geometric Means, Ratio of Means, and 90% Confidence Intenals 

Fasted Bioeqtthalence Study (Study No.: ACT-17201) 

Paramete1· (units) Test N RLD N Ratio 90% C.l 

AUCO-t (ht· * µg/ml) 55.38 24 54.70 24 101.24 98.96 103.56 

AUCoo (ht· * µg/ml) 59.19 24 58.34 24 101.47 99.36 103.63 

Cmax (J.lg/ml) 15.61 24 15.27 24 102.18 94.32 110.69 
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5.1.1.4.4 Geometric Means and 90% Confidence Intervals - Reviewer Calculated 

Vigabatrin Tablets, 500 mg 
(No. of subjects com(ieted = 24) 

Dose (1 x 500 mg) 
Least Squares Geomeh·ic Means, Ratio of Means, and 90% Confidence Intenals 

Fasted Bioec11hruence Srudy (Study No.: ACT-17201) 

Paramete1· (units) Test N RLD N Ratio 90% C.l 

AUCO-t (hr *pg/ml) 55.69 24 55.02 24 1.01 98.96 103.53 

AUCoo (hr * µg/ml) 59.50 24 58.65 24 1.01 99.35 103.60 

Cmax (J.lg/ml) 15.61 24 15.27 24 1.02 94.32 110.70 

5.1.1.4.5 Additional Infonnation for the Study 

Root Mean SCf1are ElT01· 

AUQ: 0.0456 

AUCi: 0.0422 
Gmx: 0.1615 

Is there a Tmax clfTerence berneen Test and 
Reference? 

If yes, pease pro'Wde lll'ief expanation (or detailed 
expanation, inducing Tmax analysis , for 
subs tantial difference). 

181 Yes ONo 

Test=0.75 (0.50-2.00) h (irean=0.95 h) 
Ref=l.00 (0.75-1.75) h (irean=l.00 h) 
The T/Rratio for theiredian T1mx is 0.75; 
however, the1rean T1mx ofthe test and 
reference products are s imilar (T/R=0.95). 

Were the subjects dosed in groups? 
If yes, '\WS the statistical analysis proper? Is 
reanalysis by 1·e"ie'\Wr nece.ssary? 

0 Yes 181 No 

Are there measurable dr ug concenh·ations at 0 hr? 
If yes, pease comment (and take necessary action, 
ifneeded). 

0 Yes 181 No 

Are there first measurable drug concenh·ations as 
Cmax? 

If yes, pease comment. 
0 Yes 181 No 

Are there Cmax at the th·st time point? 
If yes, is the study (sam(ie) design adeCf1ate? 

0 Yes 181 No 

Ratio of AUCO-t/ AUCoo9 

Treatment n Mean Minimum Maximum 

Test 24 0.94 0.88 0.95 

Reference 24 0.94 0.90 0.97 

If the minimum ratios less than 0.8, '\W1·e they due to inadequate sam(iing 
schedule? Pro\>ide additional comments below. 

NI A 

9 See individual testto reference ratios ofPK Paratreters in SAS Output 
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Comments on PK results: Adequate 

The 90% confidence inte1vals of the hl-transfonned AUCO-t, AUCO-oo, and Cmax 
geon);ltric mean test/reference ratios are within the acceptable limits of 80-125%. 

5.1.1.5 Overall Comment 

Was the fasting bioequivalence study acceptable? Acceptable 

Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study 

Vigahlltrin 

Time (hr) 
Test (n=24) Reference (n=24) T/R 

RatioMean (µg/mL) %CV Mean (µg/mL) %CV 

0.00 0.00 0.00 

0.25 2.17 170.72 1.08 115.73 2.01 

0.50 10.64 67.83 6.43 63.99 1.66 

0.75 13.14 46.86 12.24 41.66 1.07 

1.00 12.53 34.22 13.70 24.16 0.91 

1.25 11.42 20.66 12.85 15.79 0.89 

1.50 10.39 16.40 11.41 15.55 0.91 

1.75 9.63 16.12 10.12 16.92 0.95 

2.00 8.68 18.04 8.96 16.04 0.97 

2.50 7.01 20.34 7.06 13.92 0.99 

3.00 5.90 18.66 5.90 13.70 1.00 

3.50 5.02 19.80 5.00 12.94 1.00 

4.00 4.41 20.00 4.41 14.10 1.00 

5.00 3.33 18.36 3.29 14.05 1.01 

6.00 2.77 19.45 2.69 14.58 1.03 

8.00 1.95 20.30 1.94 15.07 1.00 

10.00 1.45 21.05 1.43 18.18 1.01 

12.00 1.10 21.50 1.07 17.34 1.03 

16.00 0.73 26.05 0.72 21.48 1.01 

18.00 0.60 25.43 0.59 23.97 1.03 

24.00 0.35 30.55 0.35 27.28 1.02 
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5.1.2 Single-Dose Fed Bioequivalence Study 

5.1.2.1 Study Design 

5.1.2.1.1 Study Infonnation 

Study Number StudyNo. ACT-17202 

Study Title 
An open labei randomized, single dose, two way crossover 
bioequivalence study ofVigabattin Tablets, 500 mg in healthy 
human, adult male subjects underfed conditions. 

O inical Site 
(Name & Address) 

WatsonTherapeutics hie. 
3400 Enterprise Way 
Miramar, FL 33025, USA 
Phone: 954-266-1 000 Ext. 1441100 
Fax: 954-266-1012 

Principal Oioical Jnwstigator 
Maria J. Gitierrez, M.D. 
Email: Maria.Gitien-ez@actavis.com 

Dosing Dates 
Period 1: Dec 16, 2017 
Period 2: Dec 21, 2017 

Analytical Site 
(Name & Address) 

(b)(4 

Analysis Dates Jan 3-9, 2018 

Pl"incipal Analytical Jnuistigator· 
(b)(4 

S ampe Stor age: 
(a) Dw·ation (no. of days fr om 
the fir·st day of sampe c.ollection 
to the last day ofsampe analysis) 

(b) Temperntw·e Range (e.g., 
-20°C to -80°q 

24 days 

-70°C (-60°C to -80°C) in deep fi-eezer 

Long-Term Storage Stability 
(LTSS) Cowrage (no. days @ temp 
oq 

27 days at -20"C (-20"C to -35°C) and at 
about -70°C (-600C to -80°C) 

5.1.2.1.2 Product Infonnation 

See Section 0. 
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5.1.2.1.3 Study Design, Single-Dose Fed Bioequivalence Study 

Number of Subjects 

No. of Se<11ences 

No. of Periods 

No. of Treatments 

No. of Groups 

Washout Pe.-iod 

Randomization 

Blood Sampling Times 

IRB AAroval 

Informed Cons ent 

Length of Fasting 

Length of Confinement 

Was the drng p ·oduct 
administea·ed pe1· labeling (for 
spec.ialized dosage fonns e.g. 
OD1)? 

S afety :M>nitoring 

Enrolled: 24 
Dosed: Period 1: 24; Period 2: 23 
Cotq)leted: 23 
Satq)les Analyzed : 24 
Statistically Analyzed: 23 

2 (l=TR; 2=RT) 

2 

2 

1 

5 days 

l8l Yes ONo 

Prior to dosing (0.000 hour) and after dosing at 0.333, 0.667, 
1.000, 1.333, 1.667, 2.000, 2.333, 2.667, 3.000, 3.333, 3.667, 
4.000, 4.500, 5.000, 6.000, 8.000, 10.000, 12.000, 16.000, 18.000, 
and 24.000 houIS (±2 minutes for post dose blood dra\¥S) 

l8l Yes Date: Dec 4, 2017 0f 1.0); Dec 15, 2017 0f 2.0) ONo 

l8l Yes Dat e: Dec 4, 2017 (English); Dec 5, 2017 (Spanish) 0 No 

At least IO houIS before consutq)tionofhigh-fat, high-calorie 
breakfast and 4 houIS after dosing 

At least 11 hours prior to dosing and until 24 hours after dosing in 
each period 

0 Yes ONo 18J NIA 

l8l Yes ONo 

IStandard FDA Meal Used? l8l Yes 0 No 

Per the study protocol: 

The contents of standardized high calorie, high fat breakfast may be as follows: 


• two fried eggs, 
• two strips ofbacon, 
• two slices of toast with butter, 
• four ollllCes of hash brown potatoes, and 
• eight Ollllces of whole milk 

(Substitutions in this test meal can be made as long as the meal provides a similar 
ammmt of calories from protein, carbohydrate, and fut and has comparable xreal 
vohnre and viscosity.) 
The study repo1t states, "subjects were se1ved standard test xreal (standardized high 
calorie, high fat breakfast) 30 minutes prior to scheduled administration of the 
investigational product." 
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Comments on Study Design: Adequate 

The product-specific guidance for Vigabatrin Tablets recommends a multiple-dose, two
t:reatmmt, two-way, steady-state crossover in vivo phannacokinetic BE study in adult 
refracto1y complex prutial-seizure patients. The applicant conducted a single-dose, two
way crossover study in healthy subjects. See connnents in Section 5.1.1.1. 

5.1.2.2 Clinical R esults 

5.1.2.2.1 Demographic Profile of Subjects 

Categor'Y 

S tudv No. ACT-17202 
T1·eatment GrouPS 

TestPl'omct 
N = 23 

Refel'ence Pl'Oduct 
N = 23 

Age 
(year s) 

Mean ± SD 
Range 

36.7 ±6.9 
25 -48 

36.7 ±6.9 
25 -48 

Age 
Gl'Oups 

< 18 
18-40 
41-64 
65-75 
>75 

0 (0.00/o) 
14 (60.9%) 
9 (39.1%) 
0 (0.00/o) 
0 (0.00/o) 

0 (0.00/o) 
14 (60.9%) 
9 (39.1%) 
0 (0.00/o) 
0 (0.00/o) 

Sex 
Male 

Female 
23 (100.00/o) 

0 (0.00/o) 
23 (100.00/o) 

0 (0.00/o) 

Race 

Asian 
Black 

Caucasian 
Other 

0 (0.00/o) 
2 (8.7%) 

21 (91.3%) 
0 (0.00/o) 

0 (0.00/o) 
2 (8.7%) 

21 (91.3%) 
0 (0.00/o) 

BMI 
Mean ± SD 

Raru!e 
26.45 ± 2.38 

22.14 - 29.93 
26.45 ± 2.38 

22.14 - 29.93 

Othel' 
Factol's: 
Ethnicity 

Hispanic Ol' 
Latino 

Non-Hispanic 0 1' 

Latino 

23 (100.00/o) 

0 (0.00/o) 

23 (100.00/o) 

0 (0.00/o) 

Is the demog1·aphics p ·ofile of s ubjects coIJ1>1eting the lioe<Jlivalence s tudy 
in agl'eement '\\ith the cul'l'ent dl'ug p ·omct l'ecoll1Jllendation? 

181 Yes 0 No 

5.1.2.2.2 Dropout Information 

Subject No. Reason Pel'iod Re paced? 

(tj)16! 

Subject withdravm on 1 (bl (6 j due to 
unable to consu~ require.cl breakfast. 
last trea.tn~nt received by the subject "test". 

2 No 

Al'e dl'opouts anx·op ·iate? If no, Jiease COlOlllent. 181 Yes 0 No 
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5.1.2.2.3 Study Adverse Events 

Body System I 
~l'Se Event 

Reported Incidence by Treatment Gl'Oups 

Fed Bioe<Jiiwlenc.e Study No. 

Test I Reference 

There were no adverse events reported in the study. 

Test Product (T) = 24 subjects dosed; Reference product (R) = 23 subjects dosed. 

Were subjects llho experienced 'umiting included in 
statistical analysis? 

D Yes ONo 181 NIA 

If yes, does the time of emesis exceed mo times the 
median Tmax wlue (immediate release pr·oducts) or 
the labeled dosing interwl (mo«ified release 
Jll'oducts )? Please comment. 

D Yes ONo 181 NI A 

Was the adwrse event pr·ofile observed comparaHe 
for· the test and reference pr·oduct? 

181 Yes ONo 

Are there any serious adwrse ewnts or death? D Yes 181 No 

If yes, then ifthe study conducted in US, are they 
reported to the OGD Safety Committee? 

D Yes ONo 181 NIA 

Are the1·e any other safety concems based on the 
adwl'Se event pr·ofile? 

D Yes 181 No 

5.1.2.2.4 Protocol Deviations 

Type 

Safi1)ling time point deviations in period-I 

Subject #s (Test) I Subject #s (Ref.) 
(b)(6} 

-
Safi1)ling time point deviations in period-2 

Missing Safi1)les in period 1 
:-

:-

Missing safi1)les in period 2 

If the a)1iicant used nominal time points , the 
samping time de'iations (if any) are > 5%, and 90% 
CI of any PK (llll'ametel'S are border line, pease 

181 Actual D Nominal 

reanalyze data using actual samping time. 

Is the dropout/llithdrawallexclusion of subjects and 
pr·otocol de'\iations as per the crite1·ia mentioned in 181 Yes D No 
the IRB aOOI·oved study Jll'otocol? 

Comments on Clinical Results : Adequate 
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5.1.2.3 Bioanalytical Results 

5.1.2.3.1 SOPs dealing with Sample Analysis including RepeatAnalysis 

See Section 5 .1.1.3.1. 

5.1.2.3.2 Sample Analysis Calibration and Quality Control 

Bioe<p1h 'lllence Study No. ACT-17202 
Vh~abatrin 

Parameter 

Concentration (i1g/mL) 

Inter day Precision (CV%) 


Inter dav Accuracy (%Actual) 

Lnearitv 

Lnearitv Range. (µ2/mL) 
Sensitivitv/LOO (u2/mL) 

A 
0.199 
1.31 

100.30 

B 
0.397 
2.64 
99.47 

c 
2.545 
2.98 
99.23 

Standat·d 
D 

5.090 
1.87 

100.49 
0.9986 to 0.9999 (range. ofrvalues) 
0.199 to 50.501 
0.199 

Cm-w Sam oles 
E F G H 

12.120 24.240 40.401 50.501 
1.40 1.83 2.27 1.77 

99.51 100.25 100.62 100.11 

Bioequh'lllence Study No. ACT-17202 
Vigabatrin 

Parameter 
Quality Control S amples 

LQC AQC MQC 
Concentration (~1g/mL) 0.589 2.031 20.310 
Inter day Precision (C\1%) 5.32 3.80 6.17 
Inter day Accuracy (%Actual) 97.83 98.76 99.84 

HQC 
38.686 
3.89 

98.76 

AI·e the concenh·ations of s tandat·d Clll'\e and QC samples 
r elewnt to the concentration of the samples? 

181 Yes O No 

AI·e there any concem s r elated to sample analysis (inducing 
r ejec.ted mns, r einjection, sample cilution, etc.)? If yes, comment 
below or cons ult 1lltertiary re\ie\\er for adcitional actions. 

0 Yes 181 No 

Wer e 20% of chromatograms included? 
181 Yes ONo 
100% inch1ded 

Wer e c.hromatogr ams serially or randomly selected? 181 serially 0 randomly 

Ally inted e1·ing peaks in chl·omatogram? 0 Yes 181 No 

Were the chl·omatogrnms submitted by the awlicant acceptalie? 181 Yes ONo 

Were 100% r aw analytical data, inducing failed runs, pl'Ovided? 181 Yes O No 
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5.1.2.3.3 Reanalysis of Study Samples 

Study No. ACT-17202 
Vigabatrin 

Adcitional infonnation in lioanalytical-study-report.pdf, 
Bio-analytical r enort, Palle no. 39-41 of 49 

Reason l"hy assay mis 

repeated 

Number of s ampes r eanalyzed 
Number of 1·ecalculated values 

used after r eanalvsis 

Actual number o/o of total assays 
Actual 

number 
o/o of total 

assays 

T R T R T R T R 

Phannacokinetic 0 0 0.00 0.00 0 0 0.00 0.00 

Code PE 2 0 0.19 0.00 2 0 0.19 0.00 

Code RB 22 22 2.13 2.13 22 22 2.13 2.13 
Total 24 22 2.32 2.13 24 22 2.32 2.13 

Code PE = Processing ell'or 
Code RB = Rejected Bioanalytical Batch, 
T = Tes t Product 
R = Reference Product 
Note: Number of s ampes reanalyzed contains san~les reanalyzed for the fu'St time (Repeat I) 

Does the r e"ielWr agree mth the r eanalysis of study sampes: 
analytical and'm· PK repeat? 

If no, is 1·ecalculation of PK parameter s necessary? 

Did recalculation of PK parameter s change the study 
outcome? 

Are the PK parameters of r eanalysis still llithin the 
acceptance limits for the 90% CI? 

181 Yes ONo 
The entire batch for subject 

n&l was repeated. Two 
sa~les for subjectj(bl16! 
were repeated because no 
analyte or intemal standard 
were in the original 
s~les. 

0 Yes ONo 181 NIA 

0 Yes ONo 181 NIA 

0 Yes ONo 181 NIA 

Comments on Bioanalytical R esults: Adequate 

The applicant noted that samples were thawed on ice water bath and entire sru.nple 
processing was cani.ed out llllder yellow monocln·omatic light. 
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5.1.2.4 Phannacokinetic Results 

5.1.2.4.1 Arithmetic Mean Phannacokinetic Parameters - Applicant Calculated 

Fed Bioequhalence Study No. ACT-17202 

Parameter 
(units) 

Test Reference T/R 

Mean %CV Min Max Mean %CV Mn Max 

AUCO-t (hr *µg/mL) 55.7252 17.1574 41.3600 83.5900 54.5243 18.0737 40.8200 83.5000 1.02 

Al.:Coo (hr * µg/mL) 60.1496 18.0160 44.1400 89.4600 59.0309 20.3585 42.9300 90.7600 1.02 

Cmax (J.lg/mL) 11.5848 22.0123 7.6400 17.5400 12.2991 25.3911 7.6500 19.8500 0.94 

Tmax* (hr) 1.667 - 1.00 5.00 1.667 - 1.00 5.00 1.00 

Kel (ht·-1) 0.0948 15.2274 0.0708 0.1312 0.0952 15.6731 0.0544 0.1236 1.00 

Tl/2 (hr) 7.4706 15.1887 5.2820 9.7890 7.4924 19.8502 5.6060 12.7450 1.00 

* Trnax values 

5.1.2.4.2 Arithmetic Mean Phannacokinetic Parameters - Reviewer Calculated 

are presented as median, range 

Fed Bioequhalence Study No. ACT-17202 

Parameter 
(units) 

Test Reference T/R 

Mean %CV Min Max Mean %CV Mn Max 

AUCO-t (hr *µg/mL) 56.083 17.15 41.57 84.04 54.896 18.07 4 1.05 83.96 1.02 

Al.:Coo (hr *µg/mL) 60.507 18.00 44.35 89.91 59.404 20.34 43.16 91.22 1.02 

Cmax (J.lg/mL) 11.584 22.02 7.64 17.54 12.297 25.39 7.65 19.85 0.94 

Tmax* (ht·) 1.667 1.00 5.00 1.667 1.00 5.00 1.00 

Kel (ht·-1) 0.095 15.24 0.07 0.13 0.095 15.67 0.05 0.12 1.00 

Tl/2 (ht•) 7.471 15.19 5.28 9.79 7.492 19.85 5.61 12.74 1.00 

* Trnax values are presented as median, range 

5.1.2.4.3 Geometric Means and 90% Confidence Intervals - Applicant Calculated 

Vigabatrin Taliets, 500 mg 
(No. of subjects com(ieted = 23) 

Dose (1 x 500 mg) 
Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intenals 

Fed Bioequiwlence Study (Study No.: ACT-17202) 

Paramete1· (units) Test N RLD N Ratio 90% C.l 

AUCO-t (ht· *µg/mL) 55.22 23 53.99 23 102.29 100.94 103.65 

AUCoo (ht· * µg/mL) 59.56 23 58.27 23 102.21 100.36 104.09 

Cmax (J.lg/mL) 11.34 23 11.96 23 94.80 86.33 104.11 
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5.1.2.4.4 Geometric Means and 90% Confidence Intervals - Reviewer Calculated 

Vigabatrin Tablets, 500 mg 
(No. of subjects com(ieted = 23) 

Dose (1 x 500 mg) 
Least Squares Geomeh·ic Means, Ratio of Means, and 90% Confidence Intenrus 

Fed Bioe<pllwlence Study (Study No.: ACT-17202) 

Paramete1· (units) Test N RLD N Ratio 90% C.l 

AUCO-t (hr *µg/mL) 55.58 23 54.35 23 1.02 100.90 103.62 

AUCoo (ht· *µg/mL) 59.91 23 58.64 23 1.02 100.33 104.04 

Cmax (µg/mL) 11.34 23 11.96 23 0.95 86.34 104.12 

5.1.2.4.5 Additional Infonnation for the Study 

Root Mean S<Jiare ElTor 
AUQ: 0.0262 
AUCi: 0.0358 
Gmx: 0.1844 

Is there a Tmax dfl'erence be~en Test and 
Reference? 

If yes, please pro"ide IJl'ief explanation (or detailed 
explanation, includng Tmax analysis , for 
s ubstantial dfference) 

D Yes 181 No 

We1·e the subjects dosed in groups? 
If yes, lWS the s tatis tical analysis p.-oper? Is 
reanalysis by rel<iel'Wr necessary? 

D Yes 181 No 

Are the1·e measw·able m·ug concenh·ations at 0 hr? 
If yes, please comment (and take necessary action, 
if needed). 

OYes 181 No 

Are there firs t meas urable dmg concentrations as 
Cmax? 

If yes, please c.omment. 
D Yes 181 No 

Are the1·e Cmax at the firs t time point? 

If yes, is the s tudy (sam(ie) design ade<Jiafe? 
D Yes 181 No 

Ratio of AUCO-t/AUCoolO 

T1·eatment n Mean Minimum :Maximum 

Test 23 0.93 0.88 0.96 

Reference 23 0.93 0.80 0.96 
1

If the minimum ratios less than 0.8, l'\l\r e they due Subject :: had a ratio of0.8 for the reference 
to inadequate sam(iing schedule? Pro,ide product and 0.91 for the testproduct. The 
additional comments belolv. san~ling schedulewas adequate. 

to See individual testto reference ratios ofPK Para1reters in SAS Output. 
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Comments on PK results: Adequate 

The 90% confidence inte1vals of the 1n-1ransfonned AUCO-t, AUCO-co, and Cmax 
geon~tric mean test/reference ratios are within the acceptable limits of 80- 125%. 

5.1.2.5 Overall Comment 

Was the Fed bioequivalence study acceptable? Acceptable 

Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study 

Vi2ahlltrin 

Tame (hr) 
Test (n=23) Reference (n=23) T/R 

RatioMean (112 /mL) % CV Mean fllll/ mL) %CV 
0.00 0.00 0.00 
0.33 0.39 389.55 0.30 167.93 1.28 
0.67 2.81 109.24 2.63 116.87 1.07 

1.00 6.38 86.75 6.36 99.72 1.00 
1.33 7.93 61.49 7.83 70.93 1.01 
1.67 8.50 47.83 8.22 53.87 1.03 
2.00 8.28 34.34 8.08 43.63 1.02 
2.33 8.22 25.73 8.04 35.29 1.02 
2.67 7.82 23.06 7.75 30.64 1.01 
3.00 7.80 23.86 7.39 25.73 1.05 
3.33 7.25 28.18 6.81 26.13 1.06 
3.67 6.71 28.24 6.42 27.22 1.05 
4.00 6.04 28.78 5.93 29.70 1.02 
4.50 5.28 30.39 5.31 36.22 1.00 
5.00 4.60 35.15 4.67 41.66 0.99 
6.00 3.49 33.58 3.48 31.80 1.00 
8.00 2.32 26.54 2.26 28.48 1.03 
10.00 1.66 26.59 1.62 25.82 1.02 
12.00 1.29 25.94 1.25 26.20 1.03 
16.00 0.82 25.67 0.80 27.61 1.03 
18.00 0.68 24.72 0.67 32.02 1.01 

24.00 0.40 28.63 0.39 38.22 1.02 
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5.2 Formulation Data 

5.2.1 Test Formulation 

Ingre<ient !Amount (mg) I Tablet !Amount (%)/ Tablet 
Cores 
Vigabatrin, USP 
Povidone, USP 1 10) f4! 

500 I r<t>>T4l 
(bf(.if)-

101141 -
(tiff4l -

Microcrvstalline cellulose 1 1off4l NF -
Sodium starch g}yc.olate -
MagnesiumStearate, NF1 (lijf4 

(b) (it 

:-

Total 708 I NA 
(ll)l.if . 

(bf(.if 
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5.2.2 Inactive Ingredients (IIG Table) 

Components mg/unit 
Maximum amount 

(mg)/MDD 
IIG limit 
(mg/day) 

(b)(4
Povidone Cbll41 

Microc1ystalline Cellulose 
(6f(4 

Sodium Starch Glycolate 

Magnes iumStearate 

Titanium dio,ade 

HPMC 2910/ 
(6114~ 

(b)(4 

Polysorbate 80 

Are all strengths of the test p·<dlct p ·oportionally similar 
per· the BA/BE guidance criteria? 

Are the amounts of all inactiw ingre<ients, based on 
Maximum Daily Dose (MDD), "ithin IIG (per unit) limits? 

If no, are they all mthin IIG (per day) limits ? 

If no, are adcitional data or Pharm'Tox consult 
necessary? 

Are all color· adcitiws and elemental iron mthin limits 
specified by CFR (if applicalie) or less than 0 .1% of the 
total unit 'wight (w~? 

Are all strengths of the test formulation acceptalie? 

0 Yes 

0 Yes 

181 Yes 

0 Yes 

0 Yes 

181 Yes 

O No 181 NI A 

181 No 

O No ON/A 

O No 181 NI A 

O No 181 NI A 

O No 

Comments on Formulation: 
The maximum daily intake of inactive ingredients was calculated based on a maximum 
daily dose of 3000 mg (6 x 500 mg tablets) for Vigabatrin Tablets. All inactive ingredients 
are within the IIG limits. 1be test and reference products are qualitatively and 
quantitatively the same except for the tablet coating. 

The formulation is acceptable. 
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5.3 Dissolution Testing 

5.3.1 Dissolution Data 

Dissolution Comitions ARJaratus : USP Apparatus II (Paddle) 
Sinker: NIA 
Speed of 50 lpffi 

Rotation: 
Me<ium: Water 
Volume: 900 mL 
TeIDDerature: 37°C ± 0.5°C 

Annlicant's Pronosed Snecitications NLTI ~b (0 ) ofthelabeled am:mnt ofVigabatrin is dissolved in 15 minutes . 
Dissolution Testing Site Teva Pha1mceuticais USA, hie. 
(Name, Address) 200 Ehmra A venue 

Elizabeth, NJ 07207 

Study Testing PrO<lict ID \ Batch No. Dosage No. of Collection limes Study 
Ref No. Date (fest - Manufacture Date) Strength Dosage 

5min lOmin 15min 20min 30min 
Repo1·t 

(Reference - :Expration Date) &Form Units Location 
Vigabatrin Tablets, Mean 65 92 95 96 98 

NI A 11129117 Batch# 111590012 7 500 mg 12 Range I (bJliff Module2.7 
Manufacture Date: 1012015 

Tablet 
%RSD 14.1 4.3 3.2 2.7 2.7 

Sabril Tablets , Mean 16 38 57 77 97 
NI A 11128/17 Lot# 3150748 500 mg 12 Range I (6Jl.lr Module2.7 

Exoiration Date: 0512019 
Tablet 

%RSD 13.4 8.2 7.4 10.4 0.7 
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5.3.2 Dissolution Profiles 

Comparative Dissolution Profi les 

FDA-Recommended Method 


[USP Apparatus 2 (Paddle), 50 rpm, Water, 900 ml] 


120 

100 

"'O 80Q) 

> 
0 

60"' "' 0 
40*' 
20 

..,._Test ..,._Reference
0 

0 5 10 15 20 25 30 35 
Time (min) 

5.3.3 F2 Metric 

F2 metric calculated? 0 Yes i:g] No 

If no, r eason l\hy F2 not calculated The test and reference products are 
rapidly dissolving (>85% in 30 min) 

Please c.omment on llhether <issolution data are 
ade«11ate to SUWo•·t re«11ests submitted unde1· 21 CFR NIA 
320.22(d)(2) or 320.24(b)(6). 

The quality control dissohrtion method and specification were reviewed by OPQ and 
detennined to be inadequate pending acceptance of a tighter specification. In the 
cmTent amendment, the applicant has accepted the recornrnended specification of 

=or~~ . .Ql..JYo lll 15 llllll 

The applicant used the USP method for quality control and product release 
dissoh.It:ion testing. 

USP Apparatus II (Paddle) 
Rotational Speed (1pm) 50 
TellIDeratm·e (°C) 37 ± 0.5 
Medimn Water 
Voh.nne (mL) 900 
Specification NLT I )~% (Q) in 15 min 

-
Overall Comments : Adequate 
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209822_Fasting_Conc

PK.xls

209822_FASTING_stat

_Vigabatrin.doc

209822_FASTING_tabl

e_Vigabatrin.doc

 

    

209822_Fed_ConcPK.x

ls

209822_FED_stat_Viga

batrin.doc

209822_FED_table_Vi

gabatrin.doc

5.4 Attachments 

5.4.1 SAS Output 

Study SAS Data SAS Code SAS Stat SAS Output/Table 

Fasting 

Fed 
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 

ANDA: 209822 

APPLICANT: Teva Pharmaceuticals USA, Inc. 

DRUG PRODUCT: Vigabatrin Tablets, USP, 500 mg 

The Division of Bioequivalence II (DBII) has completed its review and has no further 
questions at this time. 

The bioequivalence comments provided in this communication are comprehensive as of 
issuance. However, these comments are subject to revision if chemistry, manufacturing 

and controls, microbiology, labeling, or other scientific, regulatory or inspectional issues 
or concerns arise in the future. Please be advised that these concerns may result in the 

need for additional bioequivalence information and/or studies, or may result in a 
conclusion that the proposed formulation is not approvable. 

Sincerely yours, 

Ethan M. Stier, Ph.D., R. Ph. 
Director, Division of Bioequivalence II 
Office of Bioequivalence 

Office of Generic Drugs 
Center for Drug Evaluation and Research 
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5.5 Outcome Page 

ANDA: 209822 

Reviewer: Avaritt, Brittany Date Completed: 

Verifier: , Date Verified: 

Division: Division of Bioequivalence 

Description: Vigabatrin Tablets, 500 mg 

Items: 

ID 
Letter 

Date 

Productivity 

Category 
Sub Category Score Subtotal 

35579 3/12/2018 BIO ANDA Amendment 

[1] 

1 1 
Edit Delete 

35579 3/12/2018 Parallel Fasting Study (Full 
template) [1] 

1 1 
Edit Delete 

35579 3/12/2018 Parallel Fed Study (Full 
Template) [1] 

1 1 
Edit Delete 

35579 3/12/2018 Parallel Pre-Screening [0.25] 0.25 0.25 Edit Delete 

Total: 3.25 
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QUALITY- BIOPHARMACEUTICS ASSESSMENT 
OPQ/ONDP/Division of Biopharmaceutics 

BIOPHARMACEUTICS REVIEW 

Application No.: ANDA-209822-0 RIG-1 

Applicant/Sponsor: Teva Phannaceuticals USA 

Product Name: Vigabatrin Tablets 

Dosage Form/Strength Tablets/500 mg 

Route of Administration: Oral 

Intended Use: Treatment of Refracto1y Complex Pati ial Seizm es as adjunctive 

therapy in patients greater than or equal to 10 years of age who 

have responded inadequately to several alternative treatments 

Reference listed drug: NDA-020427 [Sabril® (Vigabatrin) Tablets, 500 mg] 

Submission Date: December 16, 201 6 

Review Date: June 30, 2017 

Primary Reviewer: Yang Zhao, Ph.D. 

Secondary Reviewer: Elsbeth Chikhale Ph.D. for Ta-Chen Wu, Ph.D. 

Recommendation: PENDING (Inadequate) 

1. EXECUTIVE SUMMARY: 

Submission: Teva Phannaceuticals USA submitted ANDA-209822 seeking approval for the 
proposed Vigabatrin Tablets 500 mg under section of 505 G) of the Federal Food, Drng, and 
Cosmetic Act. 

Review: The focus of the Biophaim aceutics Review is the evaluation of data suppotiing the 
adequacy of the proposed dissolution method and acceptance criterion for the dissolution test for 
the proposed drng products. 

Reviewer's Assessment: The dissolution testing was conducted with the FDA database 
dissolution method (USP Apparatus 2 at 50 rpm; 900 mL of water at 37 °C). The proposed 
dissolution method is acceptable; however, the proposed acceptance criterion is pe1missive and 
NOT acceptable. The Applicant will be requested to revise the dissolution acceptance criterion. 

Recommendation: From a Biopha1maceutics perspective, the recommendation on the 
approvability of ANDA 209822 for Vigabatrin Tablets 500 mg is PENDING due to outstanding 
Info1mation Request Comments. The comments described under the List of Biophaimaceutics 
Info1mation Request Comments Section 5, should be sent to the Applicant. 
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QUALITY- BIOPHARMACEUTICS ASSESSMENT 
OPQ/ONDP/Division of Biopharmaceutics 

2. SUBMISSION CONTENT CHECKLIST: 


INFORMATION YES NO NIA 

1 Is ther e a USP dissolution method? D ~ D 
2 Did the Applicant use the USP dissolution method? D D ~ 
3 Is there an FDA database dissolution method? ~ D D 
4 Did the Applicant use the FDA database dissolution method? ~ D D 
5 Did the Applicant conduct dissolution testing with an in-house 

method? 
D ~ D 

6 Did the Applicant use 12 units of the test drug products in the 
dissolution testing? 

~ D D 

7 Did the Applicant provide complete dissolution data (all raw 
data, range, mean,% CV, dates of dissolution testing)? ~ D D 

8 Was the dissolution method SOP effective at the time of 

testing? ~ D D 

9 Is the validation of the analytical method used for dissolution 

testing acceptable? ~ D D 

10 Was the dissolution/release testing conducted using an 
unexpired product? ~ D D 

11 Do any of the proposed product strengths have functional 
scoring? ~ D D 

12 Was the dissolution/release testing conducted using split 

tablets? ~ D D 

3. REVIEW SUMMARY: 

a) List of Submissions being reviewed: 

Original submission dated December 16, 2016. 

b) Highlight of Key Outstanding Issues from Last Cycle: 

None. 

c) Concise Description of Outstanding Issues: 

The proposed acceptance criterion for the dissolution test is NOT acceptable. The Applicant 
will be requested to revise the dissolution acceptance criterion. 

2 



QUALITY- BIOPHARMACEUTICS ASSESSMENT 
OPQ/ONDP/Division of Biopharmaceutics 

d) Proposed dissolution method and acceptance criterion: 

USP 
Apparatus 

Speed 
(rpm) 

Medium 
Volume 

(mL) 
Acceptance criterion 

II (paddle) 50 water@37 ± 0.5 °C 900 Q=75% dissolved in 30 minutes 

The Applicant reported that vigabatrin is a ve1y highly soluble molecule (Table I). 


Table 1. Solubility of vigabatrin in various different pH media measured at 25 °C 


Solvent lVIedia Solubility ( m g / ml) 

p H 1 .2 S o lutio n 300 m g / I mL 

pH 3 .0 Solu tio n 3 00 mg/ l mL 

p H 4.5 S o lutio n 300 m g / l mL 

p H 6.8 S o lutio n 300 m g / I mL 

p H 7 .2 S o lutio n 300 m g/I m L 

p H 8 .0 S o lutio n 300 m g/I mL 

Reviewer's Assessment: The proposed dissolution method, an FDA database dissolution method 
for Vigabatrin Tablets, is acceptable for the proposed diu g products. 

(bff4 
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QUALITY- BIOPHARMACEUTICS ASSESSMENT 
OPQ/ONDP/Division of Biopharmaceutics 

The proposed Vigabatrin Tablets 500 mg are functionally-scored on one side and debossed with 
A3 14 on the other side. The similarity factor (h) between the whole and the split Vigabatrin 
Tablets is not calculated because all dissolution profiles showed <1>>1 

4 % dissolved in ~~ 
minutes. 

Reviewer's Assessment: The originally proposed dissolution acceptance criterion of "Q=75% 
dissolved in 30 minutes" is pemiissive and NOT acceptable. Based on the dissolution profile 
data, the Agency recommends the following dissolution acceptance criterion for the proposed 

drn~roducts: 
(bl . .

Q <4Yo m 15 mmutes. 

The similarity in dissolution profiles between the whole and the split tablets support the tablet 
scoring on the proposed Vigabatrin Tablets, 500 mg. 

g) What was the age of the test product at the time of dissolution testing? 

The tested whole Vigabatrin Tablets were less than 4 months old at the time of the dissolution 
testing. 

h) Is there significant change in the dissolution of stability samples? 

The Applicant provided dissolution data at 30 minutes for the stability samples. There are no 
apparent changes in the Applicant's provided dissolution data of the stability samples in various 
storage conditions. 
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QUALITY- BIOPHARMACEUTICS ASSESSMENT 
OPQ/ONDP/Division of Biopharmaceutics 

i) 	Analytical procedures and validation 

The amount of drng dissolved was detennined using an HPLC method (see validation repo1t in 
Module 3.2.P.5.2). The analytical method was validated for system suitability, specificity, 

precision, accuracy, linearity, solution stability, filter compatibility. 

4. 	 REVIEWER'S OVERALL ASSESSMENT: 

• 	 Dissolution Method: The dissolution testing for the proposed drng products was conducted 
with the FDA database dissolution method (USP Apparatus 2 at 50 rpm; 900 ml ofwater at 

37 °C). The proposed dissolution method is acceptable for QC purposes. 

• 	 Dissolution Acceptance Criterion: The proposed dissolution acceptance criterion of "Q=75% 
dissolved in 30 minutes" is NOT acceptable. The Applicant will be requested to revise the 

ac~:ance criterion for the proposed products as follow: 
(bJI 	 . .

Q <4~/o m 15 mmutes. 

5. 	 BIOPHARMACEUTICS INFORMATION REQUESTS: 

The following Biophannaceutics Infonnation Request comments should be conveyed to the 

Applicant: 

1. 	 The proposed acceptance criterion of "Q=75% dissolved in 30 minutes" is pennissive and 
NOT acceptable. Based on the provided dissolution data, we recommend a dissolution 

acceptance criterion of "Q={Jj% in 15 minutes" for your proposed drng products. Note that 
sometimes dissolution Stage 2 testing, and occasionally Stage 3 testing may be needed, 
which is acceptable. 

2. 	 Submit a copy of the updated diug product specification table with the revised acceptance 

criterion for the dissolution test and update other section of your subinission as appropriate. 

6. 	 RECOMMENDATION: 

From the Biophaimaceutics perspective, the recommendation on the approvability of ANDA 
209822 for the proposed Vigabatrin Tablets 500 mg is PENDING due to Applicant' s 
outstanding response to the above Biophaimaceutics Info1mation Requests. 
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QUALITY- BIOPHARMACEUTICS ASSESSMENT 
OPQ/ONDP/Division of Biopharmaceutics 

7. SIGNATURE BLOCK 

Primary Biopharmaceutics Reviewer Name and Date: 

Yang Zhao, Ph.D., 6/28/2017 

Division of Biophaimaceutics 


Office ofNew Drng Products/OPQ 


Secondary Biopharmaceutics Reviewer Name and Date: 

I concm with Dr. Yang Zhao' s assessment and Biophaimaceutics Info1mation Requests. 


Elsbeth Chikhale, Ph.D. for Ta-Chen Wu, Ph.D., 6/30/2017 

Acting Biopham1aceutics Lead 

Division of Biopha1maceutics, ONDP/OPQ 
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OSI Template Version 1 
Approval Date: August 28th, 2012 

DIVISION OF BIOEQUIVALENCE REVIEW OF AN OSIS INSPECTION 
REPORT 

ANDA No. 209822 
Drug Product Name Vigabatrin Tablets, USP 
Strength(s) 500 mg 
Applicant Name Teva Pharmaceuticals USA 

200 Elmora Avenue 
Applicant Address Attention: Regulatory Affairs Department 

Elizabeth, NJ 07207 
Janak Jadeja, R.Ph 

U.S. Agent’s Point of Contact Director, Regulatory Affairs 
RegulatoryAffairsUS@actavis.com 

U.S. Agent’s Telephone 
Number 908-659-2595 

U.S. Agent’s Fax Number 908-659-2250 
Original Submission Date(s) Dec 16, 2016 
Submission Date(s) of OSIS 
Inspection Report 
OSIS Inspection Dates 
First Generic Yes 
Reviewer Brittany Avaritt, Ph.D. 

Study Number (s) TR15-209A TR15-215 
Study Type (s) Solubility Dissolution 
Strength (s) API 500 mg 

Biopharmaceutical Sciences 
In Vitro Site #1/OSIS Status Laboratory, Actavis Elizabeth Complete (Declined to Inspect) 

LLC 

In Vitro Site #1 Address 200 Elmora Ave. 
Elizabeth, NJ 07202 

Study Number (s) 15ACTAP6R1GLPS305 
Study Type (s) In Situ Permeability 
Strength (s) API 
Analytical Site #1/OSIS Status Complete (VAI) 

Analytical Site #1 Address 

Site(s) Inspected (e.g. 
analytical, clinical) Analytical 

Reason for OSIS Inspection 
Request (e.g. New Sites, Three Routine 
Years Routine, For Cause) 

Current ANDA Parent ANDA 
OSIS Report Review Outcome 
(Current ANDA) ADEQUATE (see deficiencies in original review) 

Nature of OSIS Findings SYSTEMIC 



 

 

 

  
   

 
   

 
 

  

 

  

1 

Review of an OSIS Inspection Report 

EXECUTIVE SUMMARY 

This is a review of the Office of Study Integrity and Surveillance (OSIS) inspection 
report for .1 (b) (4)

The inspection report references the in situ permeability study 15ACTAP6R1GLPS305 
that was submitted in the original application dated Dec 16, 2016, comparing the test 
product, Teva Pharmaceuticals USA’s Vigabatrin Tablets, USP, 500 mg to the reference 
listed drug (RLD), Lundbeck Pharmaceuticals LLC’s SABRIL® (vigabatrin) Tablets, 
500 mg.2 

OSIS conducted an inspection of the analytical site at on Jun 5-9, 
2017 and Form FDA 483 was issued for the analytical portion of the in situ permeability 

(b) (4)

study. The inspection included a thorough examination of study records, facilities, 
laboratory equipment, method validations, sample analysis, and interviews with the 
firm’s management and staff. In addition, relevant SOPs, training records, and in-house 
data management systems were also reviewed. 

The firm's response to Form FDA 483 was received on Jun 30, 2017. 

The OSIS outcome was voluntary action indicated (VAI) for the analytical portion of the 
in situ permeability study. 

In the Electronic Inspection Report dated Jul 20, 2017, OSIS provided the Division of 
Bioequivalence II (DBII) with its findings. Based on the inspection and the firm’s 
response, OSIS provided the following conclusion: 

After reviewing the inspectional findings and the firm’s response to Form FDA 483, the 
objectionable findings do not likely impact the reliability of data from the audited studies. 
We recommend accepting the analytical data for further Agency review. However, this 
conclusion will be re-assessed upon receipt and evaluation of expected additional data 
from the firm. If the assessment of these studies changes, we will update this review 
accordingly. 

Due to significant documentation issues, and concerns regarding the handling of 
precision and accuracy data in the audited method validations, the overall performance 
of the site was not adequate. The impact on other studies that were not reviewed during 
this inspection is unknown. We were able to assess likelihood of study impact from these 
observations on the current studies due to access to source study data and the firm’s 
responses. 

2 GDRP: ANDA-209822-ORIG-1 Bioequivalence Review submitted by Brittany Avaritt on Jul 6, 2017 

(b) (4)

(b) (4)
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Thus, studies using similar methods conducted prior to 2016 should be carefully 
evaluated during Agency review, and future inspections will be required to verify that 
proposed changes were implemented and that current observations do not affect other 
studies. 

DBII reviewed the inspection report and concurs with OSIS’s evaluation. The in situ 
permeability study submitted in ANDA 209822 was previously found to be inadequate 
with multiple deficiencies.2 

DBII’s recommendations for the OSIS report review are adequate for the current ANDA, 
but the issues identified in OSIS’s report are systemic and may affect other studies 

(b) (4)conducted at  due to documentation issues and data reporting. The 
PM will assign all related ANDAs for review to determine the acceptability of other 
studies conducted at the same analytical laboratory. 

The in situ permeability study in ANDA 209822 is inadequate. Therefore, the application 
is inadequate. 

The deficiencies listed in the original bioequivalence (BE) review completed on Jul 6, 
2017 should be communicated to the firm.2 
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3 REVIEW OF OSIS INSPECTION REPORT 

3.1 Analytical Site Inspectional Observations 

Form FDA 483 was issued to (b) (4) on Jun 9, 2017 with the following 
observations: 

(b) (4)

Following this page, 5 Pages Withheld in Full as (b)(4)



 

 
 

 
 

 
 

 Isolated  Systemic 

3.1.4 OSIS Overall Comments and Conclusions 

Objectionable findings were observed during this inspection and Form FDA 483 was 
issued. The final inspection classification is Voluntary Action Indicated (VAI). 

After reviewing the inspectional findings and the firm’s response to Form FDA 483, the 
objectionable findings do not likely impact the reliability of data from the audited studies. 
We recommend accepting the analytical data for further Agency review. However, this 
conclusion will be re-assessed upon receipt and evaluation of expected additional data 
from the firm. If the assessment of these studies changes, we will update this review 
accordingly. 

Due to significant documentation issues, and concerns regarding the handling of 
precision and accuracy data in the audited method validations, the overall performance of 
the site was not adequate. The impact on other studies that were not reviewed during this 
inspection is unknown. We were able to assess likelihood of study impact from these 
observations on the current studies due to access to source study data and the firm’s 
responses. 

Thus, studies using similar methods conducted prior to 2016 should be carefully 
evaluated during Agency review (see Attachment 1 below), and future inspections will be 
required to verify that proposed changes were implemented and that current observations 
do not affect other studies. 

3.1.5 DB Reviewer Overall Comments and Conclusions 

The reviewer agrees with the OSIS statement that the inspection observations reflect a 
general weakness in documentation and data reporting. However, the OSIS observations 

209822. Therefore, the OSIS inspection report review for the 
analytical site for the current ANDA is adequate. 

Study 15ACTAP6R1GLPS305 was already determined to be inadequate in the BE 
review due to many deficiencies identified in the study conduct and analysis.2 

The OSIS findings are considered systemic. Reviewers of related ANDAs should 
evaluate the impact of these findings on his/her own respective ANDA.

are not likely to impact the outcome of the in situ permeability study submitted in ANDA 
(b) (4)

Isolated  Systemic 
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DEFICIENCY COMMENTS 

None 

5 RECOMMENDATIONS 

(b) (4)
Based on DBII’s evaluation of the OSIS inspection report, the inspected site 

 is adequate for ANDA 209822. 

6 RECOMMENDATIONS FOR RELATED ANDAS 

(b) (4)

Should the OSIS report be reviewed separately for the impact on 
the related ANDAs? Yes 

APPENDIX 

7.1 Attachment I: OSIS Inspection Report for Analytical Site— 
(b) (4)

(b) (4)



 

 

NOTE TO REGULATORY PROJECT MANAGER (RPM): The firm should 
receive the deficiencies listed in the original BE review archived in Panorama on 
Jul 6, 2017.Error! Bookmark not defined. 

BIOEQUIVALENCE DEFICIENCIES TO BE PROVIDED TO THE APPLICANT 

ANDA: 209822 

APPLICANT: Teva Pharmaceuticals USA 

DRUG PRODUCT: Vigabatrin Tablets, USP, 500 mg 

SEE PANORAMA: ANDA-209822-ORIG-1 Bioequivalence Discipline Review 
archived by Eva Chan on Jul 6, 2017 
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DIVISION OF BIOEQUIVALENCE REVIEW
 

BCS Waiver
 

ANDA No. 209822 
Drug Product Name Vigabatrin Tablets, USP 
Strength(s) 500 mg 
Applicant Name Teva Pharmaceuticals USA 

Applicant Address 
200 Elmora Avenue 
Attention: Regulatory Affairs Department 
Elizabeth, NJ 07207 

US Agent Name 
Janak Jadeja, R.Ph 
Director, Regulatory Affairs 
RegulatoryAffairsUS@actavis.com 

US Agent’s Telephone Number 908-659-2595 
US Agent’s Fax Number 908-659-2250 
Original Submission Date(s) Dec 16, 2016 
Submission Date(s) of 
Amendment(s) Under Review N/A 

First Generic (Yes or No) Yes 
Reviewer Brittany Avaritt, Ph.D. 

Study No. TR15-209A TR15-215 
Study Type (s) Solubility Dissolution 
Strength (s) API 500 mg 

Testing Site Biopharmaceutical Sciences Laboratory, Actavis Elizabeth LLC 

Testing Site Address 200 Elmora Ave. 
Elizabeth, NJ 07202 

Analytical Site Biopharmaceutical Sciences Laboratory, Actavis Elizabeth LLC 

Analytical Site Address 200 Elmora Ave. 
Elizabeth, NJ 07202 

Study No. 15ACTAP6R1GLPS305 
Study Type (s) In Situ Permeability 
Strength (s) API 

Testing Site 

Testing Site Address 

Analytical Site 

Analytical Site Address 

OSIS Status Backlog, Year 1 and Year 2 
ANDAs 

Post October 1, 2014 
ANDAs 
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☐ Pending 
☐ Complete 
☐ N/A (Waiver) 

☒ Pending 
☐ For Cause Inspection 
☐ Complete 

Waiver ☐ Granted ☐ Tentatively granted   ☒ Not granted   ☐ N/A 

QC Dissolution ☐ Pending ☐ Adequate ☒ Inadequate 

Formulation ☒ Adequate ☐ Inadequate 

Will Response to CR Result in 
A Reformulation? ☒ Possibly ☐ No ☐ N/A 

Overall Review Result ☐ Adequate ☒ Inadequate 

Revised/New Draft Guidance 
Generated as Part of Current 
Review 

☐ Yes ☒ No 

Deficiency Classification 

☒ Major 
☐ Minor 

IR Eligible? 
☐ Yes 
☐ No 

☐ Not Applicable 

Bioequivalence Study 
Tracking/ Supporting 
Document # 

Study/Test Type Strength Review Result 

1, 3 Solubility API 
☐ Adequate 
☒ Inadequate 

1, 3 Permeability API 
☐ Adequate 
☒ Inadequate 

1, 3 Dissolution 
(Multi-pH media) 500 mg 

☐ Adequate 
☒ Inadequate 

1, 3 BCS Waiver 500 mg 
☐ Adequate 
☒ Inadequate 
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EXECUTIVE SUMMARY 

This is a review of a waiver request of in vivo bioequivalence study requirements for 
Teva Pharmaceuticals USA’s test product Vigabatrin Tablets, USP, 500 mg, based on the 
Biopharmaceutics Classification System (BCS)1 for highly soluble and highly permeable 
drug substances (Class I) in immediate release solid oral dosage forms that exhibit rapid 
in vitro dissolution. The corresponding reference product is Lundbeck Pharmaceuticals 
LLC’s SABRIL® (vigabatrin) Tablets, 500 mg (NDA 020427) approved on Aug 21, 
2009. 

The firm’s submission contains the results of solubility testing, in situ rat intestinal 
perfusion studies, and multimedia dissolution testing. 

The solubility testing is inadequate due to analytical method validation deficiencies. 

The in situ rat intestinal perfusion studies are inadequate due to method suitability and 
sample exclusion deficiencies. 

The multimedia dissolution testing demonstrates that the test product meets the BCS 
guidance definition of rapidly dissolving (≥85% in 30 minutes) in 0.1 N HCl, pH 4.5 
acetate buffer, and pH 6.8 phosphate buffer; however, the reference product does not. 
Additionally, the dissolution profiles for the test and reference products are not similar 
(f2<50). The firm’s dissolution testing with the USP method for quality control was 
reviewed by the Office of Pharmaceutical Quality (OPQ) and determined to be 
inadequate. The dissolution testing is inadequate. 

The Division of Bioequivalence II does not grant Teva Pharmaceuticals USA’s BCS 
waiver request due to multiple deficiencies. 

The application is inadequate. 

1 Waiver of In Vivo Bioavailability and Bioequivalence Studies for Immediate-Release Solid Oral Dosage 
Forms Based on a Biopharmaceutics Classification System Guidance for Industry; issued May 5, 2015 
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3 SUBMISSION SUMMARY 

3.1 Drug Product Information 

Test Product Vigabatrin Tablets, USP, 500 mg 

Reference Product2 SABRIL® (vigabatrin) Tablets, 500 mg 

RLD Manufacturer Lundbeck Pharmaceuticals LLC 

NDA No. N020427 

RLD Approval Date Aug 21, 2009 

Indication3 SABRIL is indicated for the treatment of: 
 Refractory Complex Partial Seizures as adjunctive therapy in 

patients ≥10 years of age who have responded inadequately to 
several alternative treatments; SABRIL is not indicated as a 
first line agent 

 Infantile Spasms - monotherapy in infants 1 month to 2 years 
of age for whom the potential benefits outweigh the potential 
risk of vision loss 

3.2 PK/PD Information 3 

Has this drug been classified 
as a BCS Class I Drug? No 

If Yes, Basis of 
Classification? N/A 

Bioavailability Following oral administration, vigabatrin is essentially completely 
absorbed. Bioequivalence has been established between the oral solution 
and tablet formulations. 

Intestinal Perfusion Studies Did the firm or innovator conduct Intestinal Perfusion Studies? 
Yes; current firm 

Food Effect A food effect study involving administration of vigabatrin to healthy 
volunteers under fasting and fed conditions indicated that the Cmax was 
decreased by 33%, Tmax was increased to 2 hours, and AUC was 
unchanged under fed conditions. 

Tmax The time to maximum concentration (Tmax) is approximately 1 hour for 
children (10 years – 16 years) and adults, and approximately 2.5 hours 
for infants (5 months – 2 years). 

Metabolism Vigabatrin is not significantly metabolized; it is eliminated primarily 
through renal excretion. Vigabatrin induces CYP2C9, but does not 
induce other hepatic cytochrome P450 enzyme systems. 

Excretion Did the firm or innovator conduct any Mass Balance studies? 
Yes; Innovator: the firm conducted a mass balance study using 1.5 g of 
14C-Vigabatrin administered as a single oral dose in six healthy male 
subjects. (See Appendix 4.3) 
Following administration of [14]C-vigabatrin to healthy male volunteers, 
about 95% of total radioactivity was recovered in the urine over 72 hours 
with the parent drug representing about 80% of this. 

2 Electronic Orange Book, current through Mar 2017, last accessed Apr 27, 2017 
3 Drugs@FDA NDA 020427 Label, updated Jun 21, 2016 
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Half-life The terminal half-life of vigabatrin is about 5.7 hours for infants (5 
months – 2 years), 9.5 hours for children (10 years – 16 years), and 10.5 
hours for adults. 

Maximum Daily Dose Adults (17 years of age or older): 3000 mg (1500 mg twice daily) 
Pediatric (10 to 16 years of age): 2000 mg (1000 mg twice daily) 
Infants 1 month to 2 years of age: 150 mg/kg 
Dose adjustment recommended for renal impairment 

Drug Specific Issues (if any) WARNING: PERMANENT VISION LOSS 
 SABRIL can cause permanent bilateral concentric visual field 

constriction, including tunnel vision that can result in disability. 
In some cases, SABRIL may also decrease visual acuity. 

 Risk increases with increasing dose and cumulative exposure, 
but there is no dose or exposure to SABRIL known to be free of 
risk of vision loss. 

 Risk of new and worsening vision loss continues as long as 
SABRIL is used, and possibly after discontinuing SABRIL. 

 Baseline and periodic vision assessment is recommended for 
patients on SABRIL. However, this assessment cannot always 
prevent vision damage. 

 SABRIL is available only through a restricted program called 
the SABRIL REMS Program. 

Is this a Prodrug? (Refer to Page 9 in Guidance) No 
If Yes, does Prodrug drug conversion take place before or after intestinal 
membrane permeation? 

N/A 

Is this a narrow therapeutic range drug? (Page 9 in Guidance) No 
Is this dosage form intended to be absorbed in the oral cavity (i.e. sublingual 
or buccal tablets)? (Page 9 in Guidance) 

No 

3.3 OGD Recommendations for Drug Product 

3.3.1 In Vivo Bioequivalence Studies 

Number of studies recommended: 1 

1. Type of study: A multiple-dose, two-treatment, two-way, steady-state 
pharmacokinetic bioequivalence (BE) study 

Design: Two-way crossover in vivo 
Strength: 500 mg 
Subjects: Adult refractory complex partial-seizure adult patients who are 

already on established vigabatrin adjunctive therapy 
Additional Comments: 1. The study drug should not be given with other drugs associated 

with serious adverse ophthalmic effects, such as retinopathy. 
2. Females should not be pregnant or lactating, and, if applicable, 

should practice abstention or contraception during the study. 
3. The study design (e.g., inclusion/exclusion criteria) and 

procedures (e.g., safety monitoring) should address all of the 
elements related to patient safety specified in the reference listed 
drug (RLD) label. Vigabatrin was approved with a risk 
evaluation and mitigation strategy (REMS), which restricts its 
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use. All pertinent elements of the REMS must be incorporated 
into the protocol and informed consent. 

4. Patients who are receiving a stable dosage of vigabatrin twice 
daily would be eligible to participate in the study by continuing 
their established maintenance dose. FDA recommends that 
studies not be conducted using healthy subjects. 

5. According to the randomization schedule, an equal number of 
patients should receive either the generic formulation (Treatment 
A) or the reference formulation (Treatment B) in the same dose 
as administered prior to the study every 12 hours until the steady 
state is achieved. Patients are then switched to the other product 
for a second period of the same duration. No washout period is 
necessary between the two treatment periods. After the study is 
completed, patients can continue on their current dose of 
vigabatrin using an approved vigabatrin product, as prescribed 
by their clinicians. 

6. Attainment of steady state should be confirmed with at least 
three consecutive trough levels. 

7. Blood sampling for BE should consist of appropriate sampling 
times over a 12-hour period following attainment of steady state. 

8. Investigators should refer to the Warnings, Precautions, 
Contraindications, and Adverse Reactions in the FDA-approved 
labeling and follow the directions closely. 

3.3.2 In Vitro Bioequivalence Studies 

Number of studies recommended: 

Note: There are currently no in vitro bioequivalence studies 
recommended. The firm is requesting a waiver of in vivo 
bioequivalence requirements based on the BCS Class I 
classification of Vigabatrin. The recommendations below are 
from FDA’s Waiver of In Vivo Bioavailability and 
Bioequivalence Studies for Immediate-Release Solid Oral 
Dosage Forms Based on a Biopharmaceutics Classification 
System Guidance for Industry (May 2015)1 

3; Solubility, Permeability, and Dissolution 

1. Type of study: Solubility 
Design: The pH-solubility profile of the test drug substance should be 

determined at 37 ± 1°C in aqueous media with a pH in the range of 1
6.8. A sufficient number of pH conditions should be evaluated to 
accurately define the pH-solubility profile within the pH range of 1
6.8. 

Strength: N/A 
Additional Comments: A drug substance should be classified as highly soluble when the 

highest strength is soluble in < 250 mL of aqueous media over the pH 
range of 1-6.8. 

2. Type of study: Permeability 
Design: 1. Pharmacokinetic Studies in Humans 

a. Mass balance studies 
b. Absolute bioavailability studies 

Page 7 of 58 
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2. Intestinal Permeability Methods 
a. In vivo intestinal perfusion studies in humans 
b. In vivo or in situ intestinal perfusion studies using 

suitable animal models 
c. In vitro permeation studies using excised human or 

animal intestinal tissues 
d. In vitro permeation studies across a monolayer of 

cultured epithelial cells 
3. Instability in the Gastrointestinal Tract 

Strength: N/A 
Additional Comments: In many cases, a single method may be sufficient: (i) when the 

absolute BA is 85 percent or more, or (ii) when 85 percent or more of 
the administered drug is excreted unchanged in urine, or (iii) when 85 
percent or more of the administered drug is recovered in urine as 
parent and metabolites with evidence indicating stability in the GI 
tract. When a single method fails to conclusively demonstrate a 
permeability classification, two different methods may be advisable. 
In case of conflicting information from different types of studies, it is 
important to note that human data supersede in vitro or animal data. 

3. Type of study: Dissolution 
Design: USP Apparatus I at 100 rpm or Apparatus II at 50 rpm (or at 75 rpm 

when appropriately justified) using 500 mL of the following 
dissolution media:  (1) 0.1 N HCl or Simulated Gastric Fluid USP 
without enzymes; (2) a pH 4.5 buffer; and (3) a pH 6.8 buffer or 
Simulated Intestinal Fluid USP without enzymes. 

Strength: All strengths 
Additional Comments: An IR drug product is considered rapidly dissolving when 85 percent 

or more of the labeled amount of the drug substance dissolves within 
30 minutes using the method above. 

Analytes to measure (in plasma/serum/blood): Vigabatrin in plasma 
Bioequivalence based on: 90% CI of Vigabatrin 
Waiver request of in-vivo testing: N/A 
Source of most recent recommendations: Draft Guidance on Vigabatrin Tablets 

Recommended Mar 2015 

Vigabatrin Tablet 
Guidance.pdf 

Control #24501 BE Guidance Review 

Vigabatrin Tablet 
N20427 BE Guidance R 
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Summary of OGD or DBE History: There are currently pending ANDAs for 
Vigabatrin Tablets: 
ANDA 209822 (Teva Pharmaceuticals USA) 

All  applicants are requesting a BCS waiver. 

Actavis Elizabeth LLC (a wholly owned subsidiary 
of Teva Pharmaceuticals USA) previously submitted 
controlled correspondences 48651 (received Feb 6, 
2015) and 1349925 (received Sep 1, 2015) to request 
a letter from FDA stating that their bioequivalence 
study protocols contain safety protections comparable 
to applicable REMS for the RLD. 

3.4 Contents of Submission 

Study Types Yes/No? How many? 
BE Studies No -
Solubility Yes 1 

(pH 1.0, 2.0, 3.0, 4.0, 5.0 and 6.8) 
Permeability Yes 1 pivotal 

2 pilot 
In vitro dissolution Yes 1 

(Water, pH 1.2, pH 4.5, and pH 6.8) 
Waiver requests No -
BCS Waivers Yes 1 
Failed Studies No -
Amendments No -

Data Supporting Classification of Vigabatrin Tablets, USP as a BCS Class I 
Drug 

Table 1. Product Information 

Product Test RLD 

Treatment ID N/A N/A 

Product Name Vigabatrin Tablets, USP Sabril® (vigabatrin) Tablets 

Manufacturer Watson Pharma Pvt. Ltd. Patheon 

Batch/Lot No. 

1115900057 (used for multi-media dissolution) 
1115900058 
1115900060 
1115900127 

3132857 

Manufacture Date 
1115900057-06/2015 
1115900058-06/2015 
1115900060-06/2015 
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1115900127-10/2015 

Expiration Date 05/2018 

Strength 500 mg 500 mg 

Dosage Form Tablet Tablet 

Bio-Batch Size 

tablets 
ablets 
ablets 
ablets 

Production Batch Size  tablets 

Potency (Assay) 

1115900057-97.3% 
1115900058-99.6% 
1115900060-98.6% 
1115900127-98.8% 

98.9% 

Content Uniformity 
(per USP <905>) 

1115900057-AV=2.7 
1115900058-AV=1.0 
1115900060-AV=1.2 
1115900127-AV=1.2 

Dose Administered N/A N/A 

Route of Administration Oral Oral 

3.5.1 Solubility Testing Study 

A drug substance is considered highly soluble when the highest dose strength is soluble 
in 250 mL or less of aqueous media over the pH ranges of 1-6.8.1 

The highest marketed dose strength of Vigabatrin Tablets, USP is 500 mg. Therefore, the 
minimum concentration which will satisfy these BCS criteria for Vigabatrin Tablets, USP 
is 500 mg/250 mL or 2 mg/mL. 
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Table 2. Method Validation for Solubility Testing 

Information Requested Analyte 1 

Bioanal)1ical method Analytical method: I (6flifj , in 

house method adapted from USP. validation report location 
!llH4j Study Report NumbM 

Vigabatrin Analyte 


Internal standud (IS) (if aoolicable) 
 NIA 
(b)lif 

Method description 

(b)(4 
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Were the standard operating procedures (SOP) 
submitted? (Y/N) 

Solubility studies: No 
Analytical method: Yes 

Did the firm include the details of the Buffer 
Preparation? Y/N 

Yes 

Were the specific experimental testing conditions 
included? Y/N 

Yes 

(b) (4)

(b) (4)
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Table 4. Solubility Data for Vigabatrin in Different Buffered Media at pH 1.0-6.8 

Sr. 
No. 

1 
2 
3 
4 
5 
6 

Buffer 

pH 1.0 
pH2.0 
pH3.0 
pH4.0 
pH5.0 
pH6.8 

Volume 

15mL 
15mL 
15mL 
15mL 
15mL 
15mL 

Mean 
Drug 

solubility 

>4mg/mL 
>4mg/mL 
>4mg/mL 
>4mg/mL 
>4mg/mL 
>4mg/mL 

Initial Drug Number 
Concentration pH after of 

used for Solubilization Replicates 
solubility (n=) 
5 mg/mL pH 1.1 3 
5 mg/mL pH2.0 3 
5 mg/mL pH 3. 1 3 
5 mg/mL pH4.0 3 
5 mg/mL pH5.0 3 
5 mg/mL pH6.8 3 

SD 

0.9 
1.4 
1.7 
1.2 
1.5 
2.1 

o/oRSD 

0.9 
1.4 
1.7 
1.2 
1.5 
2.0 

Note: Due to extremely high solubility of this drug, saturation was not reached therefore the concentration 
of5 mg/mL was selected as the target concentration for this study, which is higher than twice the 
concentration reached when dissolving the dose of 500 mg in 250 mL aqueous media (2 mg/mL). The SD 
and % RSD values coffespond to the % recove1y values. 
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(b) (4)

Reviewer’s Comments on Solubility Testing: 
 The firm conducted solubility testing for the drug substance, Vigabatrin, at 37°C 

in six different media with pH ranging from 1.0 to 6.8. Per FDA recommendation, 
the number of pH conditions should include pH=pKa, pH=pKa+1, pH=pKa-1, 
pH=1, and pH=6.8. The pKa of Vigabatrin is 4; therefore, the firm’s use of pH 1.0 
solution, pH 2.0 solution, pH 3.0 solution, pH 4.0 biphthalate buffer, pH 5.0 
biphthalate buffer, and pH 6.8 phosphate buffer is acceptable. 

	 The pH of all solutions and buffers was checked and adjusted after addition of the 
drug substance. The pH was also checked after 2 and 24 hours of incubation, and 
adjustment was not needed. 

	 Samples were prepared in triplicate for all solutions and buffers. 

 however, solubility was not 

	 The certificate of analysis for the API lot used (Lot# VB0020315) is located in the 
analytical method validation report for the permeability study (Study# 
15ACTAP6R1GLPS306) under Module 4.2.2.1. 


determined at equilibrium. The firm noted that due to the extremely high 
solubility of the drug substance saturation was not reached. The firm selected a 
concentration of 5 mg/mL to conduct solubility testing, which is 2.5 times higher 
than the concentration needed (2 mg/mL) for the drug substance to be classified 
as highly soluble. According to the firm’s Overall Quality Summary in Module 
2.3, Vigabatrin has a solubility of 300 mg/mL over the range of pH 1.2 to 8.0. 
Because of the high solubility of the API and the fact that the firm used 2.5 times 
higher than the concentration needed (2 mg/mL) for the drug substance to be 
classified as highly soluble, the use of 5 mg/mL for solubility testing is 
acceptable. 

(b) (4)
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• 	 The fnm referenced but did not provide experimental protocol E15-47 

"Evaluation ofpH Solubility Profile and Stability Studies in Simulated Gastric 

Fluid (SGF) and Simulated Intestinal fluid (SIF) of Vigabatrin According to 

FD A's Biophaim aceutics Classification System (BCS) Guidance." The finn will 

be asked to provide this document. 


4• 	 The fnm referenced the assay method lbff · however the 
' ' 

fnm provided analytical method 	 "Vigabatrin Tablets: 
Assay, Content Unifo1mity, and Blend Umfo1mity for Release and Stability." The 
fnm will be asked to identify the changes between the document version 
referenced and the version submitted. 

• 	 The analytical method used by the firm is stability-indicating; however, the firm's 
provided method validation is inadeg_u_at_e_.-----------------.

16) (4 
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(11)(4 

Is the Solubility Testing Acceptable (YIN): No 

3.5.2 Permeability Study Validation 

3.5.2.1 Model Compound Validation Study 

Table 5. Study Information 

Study No. 


Method (i.e. in vivo mass 

balance/absolute BA/intestinal 

permeability) 


Rationale for method selection 


Study Title 


Study Objective 


Permeability Site & Address 

Analytical Site & Address 

Study Dates 

15ACTAP6RlGLPS305 

In situ rat intestinal perfusion 

(http://www.fda.gov/ downloads/ chugs/ guidancecomplianceregulato1yinf 
01mation/guidances/ucm070246.pdf), a non-clinical in situ pe1meability 
method is an adequate system to support the high penneability 
classification ofthis dmg substance. 

In Situ Rat Intestinal Perfusion Study ofVigabatrin According to the 
Biopha1maceutics Classification System (BCS) Guidelines Issued by 
the United States Food and Drng Administration 

To assess the in situ pe1meability ofvigabatrin using single-pass rat 
intestinal perfusion. The study was conducted according to the BCS 
guidelines issued by the United States Food and Dmg Adtninistration. 

(b)T4 

December 11 , 2015 to December 21 , 2015 

Table 6. Materials and Methods for Validation of Permeability Study 
~---------..--1---------------------------.16)1.of 

Reagents & Mat.e1ials 

Page 17 of 58 

Following ttlis page, 1 Page WitlilielCI in Full as (t:>)(4) 

http:http://www.fda.gov


BCS Template Version 1 
Approval Date: August 28th, 2012 

(b) (4)

Table 8. Standard Operating Procedures 
SOP No. Effective Date of SOP SOP Title 

Evaluation of pH solubility profile and stability in 
simulated gastric fluid (SGF) and simulated intestinal 
fluid (SIF) of vigabatrin according to FDA’s 
Biopharmaceutics Classification System guidance (BCS) 
Validation of analytical methods for transport media 
Sample analysis and acceptance of analytical data 
obtained by HPLC or LC-MS/MS for GLP studies 
Validation of stock preparation, stock solution stability, 
and internal standard stability 

(b) (4)
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(b) (4)

Did the firm conduct its validation using 20 or more 
model compounds? Y/N 

Yes 

Did the model compounds demonstrate 
permeability over a range of low (< 50%), moderate 
(50-89%) and high (≥ 90%)? Y/N 

Yes 

Was the sampling time schedule the same for all 
model compounds? Y/N 

Yes 

Is the method reliable to differentiate between drug 
substances of low and high permeability? Y/N 

Yes 
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Approval Date: August 28th, 2012 

Reviewer’s Comments: 

	 The BCS Guidance recommends that 20 model drugs representing a range of low 
(e.g. <50%), moderate (e.g. 50-84%) and high (≥85%) absorption be tested to 
demonstrate method suitability.1 

	 The firm provided summary tables for the testing of 20 model drugs representing 
a range of absorption. 

(b) (4)
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(bl(~l 

3.5.2.2 Study Ruggedness 

• The film did not provide rnggedness data. 
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3.5.3 In vitro Permeability Study (Pivotal) 

Table 10. Analytical Method Validation 

Study No. 15ACTAP6R1GLPS305 

Study Title 
In Situ Rat Intestinal Perfusion Study of Vigabatrin According to the Biopharmaceutics 
Classification System (BCS) Guidelines Issued by the United States Food and Drug 
Administration 

Study Objective 
To assess the in situ permeability of vigabatrin using single-pass rat intestinal perfusion. 
The study was conducted according to the BCS guidelines issued by the United States 
Food and Drug Administration. 

Analytical Site 
Analytical Site Address (permeability 
lab) 
Analytical Site Address (bioanalytical 
lab) 
Study Dates December 11, 2015 to December 21, 2015 
Information Location ’ validated document management system 
Analyte Name Vigabatrin 
Internal Standard 
Analytical Method LC-MS/MS LC-MS/MS LC-MS/MS 
Standard Curve Range 0.25-20 µM 0.25-20 µM 0.25-20 µM 
Limit of Quantitation 0.25 µM 0.25 µM 0.25 µM 
Average Recovery of Drug (%)a 93.0-100% N/A N/A 
Average Recovery of IS (%)a N/A 86.6-100% 86.2-97.9% 

QC Concentrations (units/mL) 0.25 / 0.50 / 2.00 / 15.0 
µM 0.25 / 0.50 / 2.00 / 15.0 µM 0.25 / 0.50 / 2.00 / 15.0 µM 

QC Intraday Precision Range (%) 1.64 - 4.66; 1.89 - 9.35; 
1.28 - 5.55 

1.95 - 2.63; 1.38 - 3.46; 
0.873 - 2.53 

1.00 - 2.46; 0.921 - 2.21; 
1.15 - 2.73 

QC Intraday Accuracy Range (%) 97.0 - 102; 101 - 105; 
91.5 - 100 

100 - 102; 96.7 - 99.9; 100 -
105 

96.3 - 101; 94.7 - 96.7; 98.9 
- 102 

QC Interday Precision Range (%) 3.33 - 8.24 2.02 - 4.05 2.04 - 3.57 
QC Interday Accuracy Range (%) 98.6 - 102 100 - 101 97.4 - 99.0 
Bench-top Stability (hrs) 4 hr at room temp 4 hr at room temp 4 hr at room temp 
Stock (refrigerator) Stability (hrs) 16 days (~384 hr) at 4oC 265 days (~6360 hr) at 4oC 16 days (~384 hr) at 4oC 
Processed (autosampler) Stability 
(hrs) 3 days (~72 hr) at 4oC 3 days (~72 hr) at 4oC 3 days (~72 hr) at 4oC 

*Freeze-thaw Stability (cycles) N/A N/A N/A 
*Long-term Storage Stability (days) 46 hr (~2 days) at 4oC 46 hr (~2 days) at 4oC 46 hr (~2 days) at 4oC 

Dilution Integrity 
12000-fold w/ 101% 
accuracy and 3.90% 
precision 

12000-fold w/ 106% 
accuracy and 3.44% 
precision 

12000-fold w/ 109% 
accuracy and 2.52% 
precision 

Specificity 
No evidence of cross
analyte interference with 
co-dosed compounds 

No evidence of cross
analyte interference with co-
dosed compounds 

No evidence of cross
analyte interference with co-
dosed compounds 

a Documented in Report No. 
N/A: not applicable 
*Only if this is applicable. 

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)
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• 	 In the pivotal in situ rat intestinal perfusion study repo1t, ~he fnm referenced 
pe1meability chromatograms in file I >1'1! chromatograms, but 
they provided file lb><

4 chromatograms which are 
representative chromatograms from the analytical method validation nm name 
20151114_val_a. The fnm should provide the chromatograms from the pivotal 
pe1meability study and 100% of the numerical raw data (e.g. peak height, peak 
area, response count of IS and analyte) in nm sequence order (i.e. run log) in the 
instnunent printout fo1mat. 

3.5.3.1 Study Design 

Table 11. Permeability Study Design 

Study Number l 5ACTAP6Rl GLPS305 
In Situ Rat Intestinal Perfusion Study ofVigabatrin According to the 

Study Title Biophannaceutics Classification System (BCS) Guidelines Issued by the 
United States Food and Dmg Administration 

lDn4 
Testin2 Site 
Study Monitor 
Analytical Site 
Study Director 
Study/Analysis Dates December 11, 2015 to December 21 , 2015 
Storage Period (no. of days from the Samples were analyzed on the day of collection or within the appropriate 
first day of sample collection to the 

validated stability in terval at 4°C 
last dav of samnle analvsis) 

Testim? Conditions 

(b)(4 

SOP 

All procedures are described in the study-specific Master Study Protocol, 
and the statistical rationale for acceptance criteria for test compmmd data 
is documented inl (bff4~ Repo1t No. 

iui '"i Acceptance Criteria. 
Sample Analysis LC-MS/MS 

Internal Control Compounds 
(b)(4) 
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Is this a passively transported drug, and is there information to support this? 
Per the BCS guidance, an apparent passive transpo1i mechanism can be assumed when 
one of the following conditions is satisfied:1 

1. 	 A linear (phannacokinetic) relationship between the dose (e.g. , relevant clinical 
dose range) and measures ofbioavailability (area under the concentration-time 
cmve) or a dmg is demonstrated in humans. 

2. 	 Lack of dependence of the measured in vivo or in situ pe1meability is 
demonstrated in an animal model on initial dmg concentration (e.g., 0.01 , 0.1 , and 
1 times the highest strength dissolved in 250 mL) in the perfusion fluid. 

3. 	 Lack of dependence of the measured in vitro pe1meability on initial dmg 
concentration (e.g., 0.01, 0.1, and 1 times the highest strength dissolved in 250 
mL) is demonstrated, or on transpo1t direction (e.g. , no statistically significant 
difference in the rate of transp01t between the apical-to-basolateral and 
basolateral-to-apical direction for the dmg concentrations selected) using a 
suitable in vitro cell culture method that has been shown to express known efflux 
transpo1ters (e.g., P-gp). 

. Therefore, the first two 
conditions are sati.Sfiec(md1cating tliat a passive transport mechanism can be assumed. 
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BCS Template Version 1 
Approval Date: August 28th, 2012 

3.5.4 Non-Specific Binding Permeability Study 

Study Report 15ACTAP6R1_NSB 

Chemical Stability 
The chemical stability of Vigabatrin (API) was evaluated in simulated 
gastric fluid (without enzyme) and simulated intestinal fluid (without 
enzyme). 

Non-Specific Binding Method 

(b) (4)

Non-Specific Binding 
Assessment The firm compared the inlet concentration to the outlet concentration. 

Permeability N/A 
Tolerability N/A 
Is Non-Specific Binding to the 
Device Minimal? Y/N Yes 

Is the Rate of Diffusion of the 
test compound in the Cell Free 
System high? Y/N 

N/A 
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Reviewer’s Comment: 
 

(b) (4)
The firm determined non-specific binding of Vigabatrin, 


 using ex vivo rat jejunal sections (5 cm each from two rats).
 

(b) (4)

	 The firm measured non-specific binding at 0-10, 10-20, and 20-30 minutes. These 
time intervals are different from the time intervals used for the perfusion studies 
of 0-15, 15-30, 30-45, 45-60, 60-75, and 75-90 minutes. The firm should explain 
why the time intervals are different between the non-specific binding study and 
the pivotal in situ rat intestinal perfusion study. 

3.5.5 Instability in the Gastrointestinal Tract 
(b) (4)

Reviewer’s Comments: 
	 The firm referenced but did not submit protocol E15-47. The firm will be asked to 

provide this document. 

	 The firm used the same analytical method to measure Vigabatrin in the GI 
stability and solubility studies; therefore, the same deficiencies apply to both the 
GI stability and the solubility studies. 

	 Per the BCS Guidance, simulated fluids such as Gastric and Intestinal Fluids, USP 
are acceptable to use for GI stability studies. The firm used Simulated Gastric 
Fluid (SGF) and Simulated Intestinal Fluid (SIF), but they did not include 
enzymes in these fluids. Per USP, SGF should contain pepsin, and SIF should 
contain pancreatin. The firm’s SGF and SIF do not meet USP requirements; 
therefore, the GI stability results are not adequate. The firm will be asked to 
repeat their GI stability experiments using SGF and SIF that conform to USP 
requirements (including enzymes). 
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3.6 Formulation 

Location in appendix Section 4.1, Page 37 

If a tablet, is the RLD scored? Yes 

If a tablet, is the test product biobatch sco1·ed Yes 

Is the formulation acceptable? FORMULATION ACCEPTABLE 

Ifnot accept.able, why? --

3.7 In Vitro Dissolution 

3.7.1 Recommended Dissolution Method 

Location of Dissolution Review http:llQanorama fda.govltask/view?ID=58 
5 8bc9f004b607b8cdb8 l bbb l 4c78a8 

Som·ce of Method (USP, FDA 01· Fil'm) USP 

Medium Water 

Volume (mL) 900 

USP Apparatus type 2 (Paddle) 

Rotation (rpm) 50 

USP specifications NLT 75% (Q) in 30 min 

If a modified-release tablet, was testing done on Yz tablets? NIA 

F2 metric calculated? Yes 

Ifno, reason why F2 not calculated NIA 

Is method acceptable? Inadequate 

Ifnot then why? Specification needs to be revised 

3.7.2 Multimedia Dissolution Testing 

Lot No. ofTest Product & Manufacture Date 1115900057-Jun 2015 

Lot No. of Reference Product & Expiration Date 3132857-May 2018 

Medium 1 0.1 NHCl 

Medium 2 pH 4.5 Acetate Buffer 

Medium3 pH 6.8 Phosphate Buffer 

Volume (mL) 500 

USP Apparatus type II (Paddle) 

Rotation (rpm) 75 

Are both T & R rapidly dissolving? 
~ ~? 
Profiles are not similar. 

Dissolution Method # 

Deaeration/degassing of the medium (Yes/No) Yes 
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BCS Template Version 1 
Approval Date: August 28th, 2012 

Filter Description (if used in dissolution testing) 
N/ASinker Description (if used in dissolution testing) 

Mesh Size Description (if basket used in dissolution testing) N/A 
Sampling (manual/Auto/fiber optics) (b) (4)

CoA of Test Product (location in the submission) Module 3.2.P.5.4 
CoA of Reference Product (location in the submission) Module 2.7 

3.8 Waiver Request(s) 

Strengths for which waivers are requested 500 mg 
Is dissolution acceptable? Yes 
Waivers granted? No 

If not then why? See deficiency comments in Section 3.9 
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3.9 Deficiency Comments 

Please see Bioequivalence Deficiencies to be Provided to the Applicant for list of 
deficiencies. 

APPEARS THIS WAY ON ORIGINAL
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4 APPENDIX 

4.1 Formulation Data 

4.1.1 Test Formulation 

Ingredient Amount (mg) I Tablet I Amount (%) I Tablet 

Cores 
Vigabati·in, USP 500 I lll>lT4l 

Povidone, USPI (b)l4~ (ti)(4 

(b)(4~ 

Microcrvstalline cellulose I (bf<4~ NF 

Sodium starch glvcolate 
Magnesium Stearate NFI 16) (4! 

(b)(4 

>------

>------

>------

Total 708 I NA 
I (blf41 

(bf(4l 
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Is there an overage of the active pharmaceutical 
ingredient (API)? No 

If the answer is yes, has the appropriate chemistry 
division been notified? N/A 

If it is necessary to reformulate to reduce the overage, will 
bioequivalence be impacted? N/A 

Comments on the drug product formulation: The formulation is acceptable. 

Reviewer’s Comments 
The maximum daily intake of inactive ingredients was calculated based on a maximum 
daily dose of 3000 mg (6 x 500 mg tablets) for Vigabatrin Tablets. All inactive 
ingredients are within the IIG limits. The test and reference products are qualitatively and 
quantitatively the same except for the tablet coating. 

The formulation is acceptable. 
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Reviewer's Comments 

• 	 The quality control dissolution method and specification were reviewed by OPQ 
and determined to be inadequate pending acceptance ofa tighter specification. 

• 	 The fnm used the USP method for quality control and product release dissolution 
testing. 

USP Apparatus II (Paddle) 
Rotational Speed (rpm) 50 
Temperature (°C) 37 ± 0.5 
Medium Water 
Volume (mL) 900 
Specification NLT 75% (Q) in 30 min 

• 	 To suppo1t the BCS waiver request, the fnm submitted multimedia dissolution 
data. The fnm used 0.1 N HCl, pH 4.5 acetate buffer, and pH 6.8 phosphate 
buffer. The test product meets the BCS criteria for ra idly dissolving_(~ 85% in 
30 minutes in all three media; lblf

4 

• Per the BCS guidance, USP Apparatus II at 50 1 mis recommended, but 75 rpm 
can be used when a ~priately justified. !bl 

14 

The firm used 50 1pm for the QC method. 
--~~~~~~~~~--

51 




 

 

 

	 Both the test and the reference products are scored tablets. The firm submitted 
dissolution data using the USP method for the split tablets using both manual and 
mechanical splitting. The dissolution results for the split tablets of the test product 
are similar to the dissolution of the whole tablets. 

	 Per the BCS guidance, f2 should be used to compare the dissolution profiles of 
the test and reference products. The f2 values comparing the test and reference 
products are provided below: 

Medium F2 Metric for Test vs RLD 
Water (Batch#1115900057) 13.88 
Water (Batch#1115900058) 11.78 
Water (Batch#1115900060) 12.74 
0.1N HCl 13.44 
pH 4.5 Acetate Buffer 14.04 
pH 6.8 Phosphate Buffer 14.98 

 Per the BCS guidance the RLD must meet the criteria for BCS class 1, and the 
test product should exhibit a similar dissolution profile to the reference product. 
The RLD dissolution does not demonstrate that the product is rapidly dissolving 
because not all units dissolve >85% in 30 minutes. The f2 values comparing the 
test and reference product dissolution are <15; therefore, the test and reference 
product dissolution profiles are not similar and do not meet the BCS guidance 
recommendations for classification as BCS class 1. 

 The dissolution testing is inadequate with respect to supporting the BCS waiver 
request. 

52
 



4.3 NDA 020427 Mass Balance Study 

In NDA 020427 the furn conducted a mass balance study using 1.5 g of 14C-Vigabatrin 
administered as a single oral dose in six healthy male subjects. The furn noted that two of 
the six subjects were outliers. Both the study summaiy and report from the NDA and the 
resultant publication are attached. 

~ ~ 
NOA 020427 Mass PK and metabolism of 

Balance Study.pdf Vigabatrin following a 


Pharmacolcinetic Parameters of "C and Parent Drug Following A 1.5 Oram Single 

Oral Dose of ''C-Vigabatrin in 6 Male Volunteers 


(tif(6 
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NOTE TO THE RPM: The applicant's response to the Complete Response (CR) 
letter below may result in a reformulated P.roduct. 

BIO EQUIV ALENCE DEFICIENCIES TO BE PROVIDED TO THE APPLICANT 

ANDA: 209822 

APPLICANT: Teva Phaimaceuticals USA 

DRUG PRODUCT: Vigabatrin Tablets, USP, 500 mg 

The Division of Bioequivalence II has completed its review and has identified the following 
deficiencies: 

Dissolution Tes ting 
1. 	 Per the CDER Guidance for Industiy, Waiver ofln Vivo Bioavailability and 

Bioequivalence Studies for Immediate-Release Solid Oral Dosage Fo1ms Based on a 
Biophaimaceutics Classification System (BCS), May 2015, the reference listed dtug 
(RLD) must meet the criteria for BCS class 1, and the test product should exhibit a 
similar dissolution profile to the reference product. The RLD dissolution does not 
demonstrate that the product is rapidly dissolving because not all units dissolve >85% in 
30 minutes in water and the three other media tested. The f2 values comparing the test 
and reference product dissolution are <15; therefore, the test and reference product 
dissolution profiles are not similar and do not meet the BCS guidance recommendations 
for classification as BCS class 1. 

Medium F2 Metric for Test vs RLD 
Water (Batch# l 115900057) 13.88 
Water (Batch#l 115900058) 11.78 
Water (Batch#l 115900060) 12.74 
0.lN HCl 13.44 
pH 4.5 Acetate Buffer 14.04 
pH 6.8 Phosphate Buffer 14.98 

Solubility and Gastrointestinal Tract Stability Testing 
2. 	 You referenced but did not provide experimental protocol E l 5-47 "Evaluation of pH 

Solubility Profile and Stability Studies in Simulated Gasti·ic Fluid (SGF) and Simulated 
Intestinal fluid (SIF) of Vigabati·in According to BCS Guidance." Please provide this 
document. 

3. 	 You referenced thj assay method Cbl\ilJ ; however, you provided 
analytical method <b><

4 "Vigabati·in Tablets: Assay, Content 
Unifo1mity, and Blend Unifo1mity for Release and Stability." Please identify the changes 
between the document version referenced and the version submitted. 

4. 	 Per the BCS Guidance, simulated fluids such as Gasti·ic and Intestinal Fluids, USP are 
acceptable to use for GI stability studies. You used Simulated Gasfric Fluid (SGF) and 
Simulated Intestinal Fluid (SIF) but did not include enzymes in these fluids. Per USP, 
SGF should contain pepsin, and SIF should contain pancreatin. Y om SGF and SIF do not 



meet USP requirements; therefore, the GI stability results are not adequate. Please repeat 
your GI stability experiments using SGF and SIF that conform to USP requirements 
(including enzymes). 

Analytical Method for Solubility and Gastrointestinal Tract Stability Testing 
(b) (4)

In Situ Rat Intestinal Perfusion Studies 
(b) (4)
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(b) (4)

Analytical Method for In Situ Rat Intestinal Permeability Studies 
(b) (4)
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(b) (4)

Sincerely yours, 

{See appended electronic signature page} 

Ethan M. Stier, Ph.D., R. Ph. 
Director, Division of Bioequivalence II 
Office of Bioequivalence 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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4.4 Outcome Page 

ANDA: 209822 
Reviewer: A varitt, Brittany 
Verifier: 
Division: Division of Bioequivalence 

Date Completed : 
Date Verified: 

Description: Vigabatrin Tablets, USP, 500 mg 

Items: 

ID Letter Date 
Productivity 

Category 
S ub Category Score Subtotal 

31502 12/16/2016 BIO ANDA Original [1] 1 1 Edit nelete 

31502 12/16/2016 Parallel BCS Dissolution 
(IlTespective of the 
number of strenghs) 
[0.25] 

0.25 0.25 

fulli nelete 

31502 12/16/2016 Parallel BCS Pe1meability Study 
(Stability Data 
Solubility Study Not 
Classified by BCS 
Committee) (For each 
study) [1] 

2 2 

fulli nelete 

Total: 3.25 



 
 

 
 
 
 

 
 

 
 

 
 

 
  

CENTER FOR DRUG EVALUATION AND RESEARCH
 

APPLICATION NUMBER:
 
ANDA 209822
 

OTHER REVIEWS
 



MEMORANDUM 	 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEAL TH SERVICE 


FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE : 	 J uly 20 , 201 7 

TO : 	 Dale Conner, Pharm . D. 
Di rector (Acting) 
Off i ce o f Bioequi valence 
Of f i ce o f Generic Drugs 

FROM: Kara A. Scheibner, Ph . D. 
Di v i sion of Generic Drug Bioequi valence Eval uation 
(DGDBE ) 

Of fi ce o f Study I ntegrity and Surveil lance (OSI S) 

Maki ni Cobourne- Duval , Ph . D. 
Di v i sion of Generic Drug Bioequi valence Eval uation 
(DGDBE ) 

Of f i ce o f Study I ntegrity and Surveil lance (OSI S) 

THROUGH : 	 Sam H. Haidar , Ph . D. , R . Ph . 
Deput y Direct or 
Di v i s i on of Generic Drug Bioequi valence Eval uation 
(DGDBE ) 

Of fi ce o f Study I ntegrity and Sur veil lance (OS I S) 

SUBJECT: 	 Surveil lance inspect ion of 
j}T~ 	 --~~~~~~~~~~--

Inspec tion Sununary 

The Off ice o f Study Int egrity and Survei l l ance (OSIS) conducted 
an i nspect i on of ~1 

(b)(4 , conducted at 
~~~~~~~~~---

Form FDA 483 was issued at t he i nspect ion c l ose- out . Th e f inal 
inspection classifi cation i s Vol un t ary Action I ndi cat ed (VAI ) . 

Objecti onabl e condi t ions were observed t ha t like l y do not i mpact 
the outcome o f the audited studi es . However , we expect to 
r eceive additional data in response to t he observati ons that may 
or may no t alter t he assessment of study outcome . Thus , we 
r ecommend that da t a b e acce pted for Agency revi ew, pending 
eval uation o f t he addit ional data . Da t a from other s t udies us i ng 



Page 2 – 
(b) (4)

similar methods should be reviewed carefully (see Attachment 1)
and the observations described herein should be considered in 
evaluating other studies. 

(b) (4)

Following this page, 6 Pages Withheld in Full as (b)(4)
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(b) (4)

(b) (4)

ADDITIONAL DISCUSSION ITEMS: 

Documentation practices: In addition to the items cited in 
Observation 2, other documentation practices could be 
strengthened by the firm. Examples include: documentation of
details of run failures during method validation; documentation
of instrument errors (e.g. retention time drift, system leak,
etc.); documentation of why runs were not used despite meeting
acceptance criteria; documentation of why a chromatogram was
manually integrated. 

Investigations: We noted multiple instances when laboratory
investigations were apparently conducted; however, these were 
not documented. 

Reporting Errors: We found numerous instances of incorrect 
values reported, incorrect table numbers referenced in the text, 
and missing runs in method validation and study reports. We
identified these errors to the firm throughout the inspection. 

Conclusion: 

Objectionable findings were observed during this inspection and
Form FDA 483 was issued. The final inspection classification is
Voluntary Action Indicated (VAI). 



Page 10 – (b) (4)

After reviewing the inspectional findings and the firm’s 
response to Form FDA 483, the objectionable findings do not 
likely impact the reliability of data from the audited studies. 
We recommend accepting the analytical data for further Agency
review. However, this conclusion will be re-assessed upon
receipt and evaluation of expected additional data from the 
firm. If the assessment of these studies changes, we will update
this review accordingly. 

Due to significant documentation issues, and concerns regarding
the handling of precision and accuracy data in the audited
method validations, the overall performance of the site was not
adequate. The impact on other studies that were not reviewed 
during this inspection is unknown. We were able to assess
likelihood of study impact from these observations on the
current studies due to access to source study data and the
firm’s responses. 

Thus, studies using similar methods conducted prior to 2016
should be carefully evaluated during Agency review (see 
Attachment 1 below), and future inspections will be required to
verify that proposed changes were implemented and that current 
observations do not affect other studies. 

Kara A. Scheibner, Ph.D.
Pharmacologist 

Makini Cobourne-Duval, Ph.D.
Pharmacologist 

Final Classification: 

VAI 

cc: 

(b) (4)

OTS/OSIS/Kassim/Choe/Kadavil/Turner-Rinehardt/Fenty-Stewart/Nkah
OTS/OSIS/DNDBE/Bonapace/Dasgupta/Ayala/Biswas
OTS/OSIS/DGDBE/Cho/Haidar/Choi/Skelly/Au/Scheibner/Cobourne-
Duval 

Draft: KAS 07/18/2017
Edit: MFS 07/19/2017;SHH 07/20/2017 

(b) (4)
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DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People, 

0, cn=Kara A. Scheibner -S 

Digitally signed by Kara A. Scheibner -SKara A. 
0.9.2342.19200300.100.1.1=200153482Scheibner -S Date: 2017.07.20 15:10:25 -04'00' 

Name 

Digitally signed by Makini Cobourne-duval -S 
DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, 
ou=People, 0.9.2342.19200300.100.1.1=2001996263, 
cn=Makini Cobourne-duval -S 

Makini Cobourne
duval -S Date: 2017.07.21 00:18:27 -04'00' 

Name 

Digitally signed by Sam H. Haidar -S 

S
 
DN: c=US, o=U.S. Government, ou=HHS, 

ou=FDA, ou=People, cn=Sam H. Haidar -S, 

0.9.2342.19200300.100.1.1=1300123664 


Sam H. Haidar 
Date: 2017.07.20 21:13:08 -04'00' 

Name 
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Food and Drug Administration CDER I Office of Generic Drugs I Document No.: 60225 I Version: 03 

Title: 

Document Status: Effective 
Approval Routing Summary Form IAuthor: Kevin Denny 

Appl'Oval Type: 181 FULL APPROVAL 0 TENTATIVE APPROVAL 0 SUPPLEMENTAL APPROVAL (NEW STRENGTH) 

RPM: Kimberly McCullough Team Leader: Bic Nguyen 

181 PI D PII D Pill D PIV (eligible for 180 day e.."<clusivity D Yes D No) OMOU 181 RX or D OTC 

ANDA #: 209822 Applican t: Teva Pharmaceuticals USA~ Inc. 
Established Product Name: Vigabatrin Tablets USP, 500 mg 

Basis of Submission (RLD) : NDA-020427 Sabril tablets~ 500 mg bl'. Lundbeck 
Basis OfSubmission Discontinued? Yes 0 No 181 

Ifyes, has FR published indicating the Agency detennined the product was not withdrawn for reasons of safety or effectiveness? 

Yes 0 FR Notice dated __; Document Citation __; FR. (Example: 78 FR 67365) 
No 0 Consult completed but not yet published in FR 

(Is ANDA based on an approved Suitability PetUion? 0 Yes 181 No, ifyes, use SP language in template) 

Does the ANDA contain REMS? 181 Yes D No REMS Dmft Letter Sent to Chuck 1211212018 

Refl.ulatoQ?. Pro£ect Manafl.er Evaluation: Date: 
181 Date (Received) Acceptable for Filing -- Date 12/16/2016 


181 Date last Complete Response (CR) letter was issued -- Date 9/10/2018 


D Previously reviewed and tentatively approved (if applicable) --- Date NI A 

YES 
 NO 

All submissions have been reviewed and relevant disciplines are adequate and finalized in the platform (Date or NIA) 0 
Date ofAcceptable Bioequivaience 6/27/2018 

• Date ofBE Guidance (if any) ~ 
Date ofAcceptable Labeling 12/12/2018 

• Date oflast RLD labeling update 8/2112018 
Date ofAcceptable Quality 12/2712018 

• DMF No(s). l (bll'll Date(s) Acceptable 9/24/2018 

• No outstanding DMF review amendments 181 

• Date ofAcceptable Overall Manufacturing Inspection 12/12/2018 
MMA: 

Ifapplicable: 

Date of Acceptable Microbiology~ 


Date of Acceptable Clinical Review~ 


Date of Acceptable Dissolution 8/7/2018 

Date of Acceptable REMS 8/2/2018 


All amendments submitted to the Agency on or after December 5, 2016 contain (1) a patent certification or section viii 

statement, (2) a recertification, or (3) a verification statement per 21 CFR 314.96(d). 


MMA Summar y 209822 

Date Amend# MMA? TJ'.:Qe? IfNo?? 

3/29/2017 3 YES REMS amendment 
4/04/2017 4 YES Labeling ECD Response 

181 0 4/26/2017 5 YES REMS amendment 
4/27/2017 6 YES Patent Amendment 
5/24/2017 7 YES REMS amendment 
6/22/2017 8 YES REMS amendment 
8/23/2017 9 YES REMS amendment 
9/26/2017 10 YES Withdraw REMS 

9/ 12/2018 11 YES Response to CR Letter 
4/06/2018 12 YES REMS amendment 
10/ 19/2018 13 YES Response to CR Letter 

0 181 Are consults pending for any discipline? 

Originating Office: ORO Effective Date: 24Jan2018 Page 1 of 8 

Please ensure you are using the most current version of th is Form. It is available at: 
OGD Approved Controlled Documents SharePoint 

http://ogd.fda.gov/QDoc/Library/lndex 

http://ogd.fda.gov/QDoc/Library/lndex
http:Manafl.er


Food and Drug Administration CDER I Office of Generic Drugs I Document No.: 60225 I Version: 03 

Document Status: Effective 
Title: Approval Routing Summary Form 	 IAuthor: Kevin Denny 

181 D OSIS Clinical Endpoint and Bioequivalence Site Inspections are acceptable Adequate per review done 9/12/2017 

181 D 
Is there a pending legal or regulatory issue (refer to Policy Alert Tracker)? Andrea Bautista added memo and confumed AP 
IfYES ~ OGD Policy Lead confumed ANDA may proceed 181 ; Memo uploaded (if applicable) 181 1/03/2019 

D 181 
Has there been an amendment providing for a major change in fo1mulation or new strength since filing? 
IfYES~Verify a second filing review was completed (if applicable) and that all disciplines completed new reviews D 

181 D 
Is ANDA a Priority Approval ()First generi~. dmg shortage, PEPFAR, other OGD Communications priorities)? 
IfYES ~ Email OGD Conummications Staff or Division liaison 30 to 60 days prior to approval, Date emailed 12/17 /2018 

Review Disci11.line/Division and RPM TL Endorseme11ts 
181 D Applicable review discipline/division endorsements completed 
181 D RPM Team Leader endorsement completed 

Additional Notes (if annlicable) 

Teva Phaimacuticals USA, Inc. 
400 Inte1pace Parkway, Building A 
Parsippany, NJ 07054 

Attention: Bernard Domnic 
Associate Director, Regulato1y Affairs 

Regulato1yAffairsUS@actavis.com 
I (bJl6~ 

ANDA APPROVAL ROUTING SUMMAR Y ENDORSEMENTS AND FINAL DECISION 

1. 	 Division ofLegal and Regulatory Support Endorsement Date: 113/2019 
Name: IM for MHS 

Patent/Exclusivity Ce11ification: 

181 PI D PH D Piii D PIV D section viii RLD = Sabril NDA# 20427 181 RX 0 1· 0 OTC 
IfParagraph IV Certification- did applicant: Date Checked in Orange Book#: 1/3/2019 

Notify patent holder/ND A holder: Yes D No D 
Was applicant sued w/in 45 days: Yes D No D Type of Letter: 

Has case been settled: Yes D No D 181 APPROVAL 

Applicant addressed all listed exclusivities Yes D No D 0 TENTATIVE APPROVAL 

0 SUPPLEMENTAL APPROVAL (NEW STRENGTH) 

Do the patent and exclusivity certifications align? Yes D No D 
Have there been any revisions to the use code Yes D No D 

since the original submission? LETTER RECOMMENDED FOR DRUGS@FDA Yes 181 No 0 

Forfeiture Information 180 Day Exclusivity IIIfo1·mation 
Is a forfeiture memo needed for the first applicant: Yes D No D Is applicant eligible for 180 day exclusivity Yes 0 No 181 
Ifyes, the date forfeiture memo was completed D Sole 

Date ANDA# D Shared 
ANDA Exclusivity for each strength: Yes D No D 
Which strength(s) eligible 

Comments: 

Originating Office: ORO Effective Date: 24Jan2018 	 Page 2 of 8 

Please ensure you are using the most current version of th is Form. It is available at: 
OGD Approved Controlled Documents SharePoint 

http://ogd.fda.gov/QDoc/Library/lndex 

http://ogd.fda.gov/QDoc/Library/lndex


Food and Drug Administration CDER I Office of Generic Drugs I Document No.: 60225 I Version: 03 

Document Status: Effective 
Title: Approval Routing Summary Form I Author: Kevin Denny 

BOS = Sabril Tablets (NDA 20427) Application submission 12/16/2016 with a PI ce1t ification. Aclmowledgment letter signed 
1/9/2017. 

There remains no unexpired patents or exclusivities listed in the OB to the NDA. There are two pending CPs involving AED 
products, 2006-P-0461 and 2006-P-0405, that the Agency has determined does not prevent an action on this ANDA 9see memo 
in ANDA program. 

Teva's ANDA is eligible for Full Approval, and will be the first ANDA approved for the drng product. 

180 Day Exclusivity Status/Landscape: NIA (not a CGT ANDA) 
Citizen Petitions Impact: does not prevent an action on this ANDA 
First Legally Approvable Date: upon the completion ofthe full technical review 
IfTentative Approval, anticipated full approval date: NIA 

Originating Office: ORO Effective Date: 24Jan2018 Page 3 of 8 

Please ensure you are using the most current version of th is Form. It is available at: 
OGD Approved Controlled Documents SharePoint 

http://ogd.fda.gov/QDoc/Library/lndex 
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Food and Drug Administration CDERI Office of Generic Drugs I Document No.: 60225 I Version: 03 

Document Status: Effective 
Title: Approval Routing Summary Form 	 IAuthor: Kevin Denny 

2. 	 Fi11al Decisio11 Date: 1114/2019 
Name: sgk 

ANDA received on 12/16/2016 for the 500 mg strength 
RTR'd? Yes D No 12:1 Ifyes, RTR'd on Enter date 

Piiority Status? Yes 12:1 No D Ifyes, prioritization factor is First Generic 
Basis of Submission (RLD) 

Drug Name Sabril Tablets 

NDA # 020427 

Applicant Name Lundbeck Pharmaceuticals, LLC 


~ Veiified the following: 
1. 	 Completion of the following endorsement tasks, if applicable: 

a. 	 Division ofLegal and Regulato1y Suppo1t Endorsement 
b. 	 Paragraph IV Evaluation 
c. 	 REMS Endorsement 
d. 	 Quality Endorsement 
e. 	 Bioequivalence Endorsement 
f. 	 Clinical-Bioequivalence Endorsement 
g. 	 Labeling Endorsement 
h. 	 RPM Team Leader Endorsement 

2. 	 All applicable endorsement tasks are completed in the platfonn within 30 days ofpotential approval. 
3. 	 No updates to patents and/or exclusivities in Orange Book since the Division ofLegal and Regulato1y Support 

Endorsement 
4. 	 No Reference Listed Drug updates at Drugs@FDA since the Labeling Endorsement 
5. 	 No issues listed on the cun ent version of the Policy ale1t list since the RPM Team Leader Endorsement 
6. 	 No new ale1ts in the Submission Facility Status View since the Quality Endorsement 
7. 	 Overall Inspection Recommendation ofApprove of the cunent project (see screenshot below) 
8. 	 No new DMF amendments since Quality Endorsement 
9. 	 No amendments received since the RPM Team Leader Endorsement 

This ANDA is ready for FULL APPROVAL. 

***INCLUDE SNIP OF SUBMISSION FACILITY STATUS VIEW AT THE TIME OFAPPROVAL*** 

Originating Office: ORO Effective Date: 24Jan2018 	 Page 4 of 8 

Please ensure you are using the most current version of this Form. It is available at: 


OGD Approved Controlled Document s SharePoint 

htt : o d.fda. ov QDoc Libra Index 


Following tliis page, 2 Pages Withheld in Full as (15)(4) 



Food and Drug Administration CDER I Office of Generic Drugs I Document No.: 60225 I Version: 03 

Document Status: Effective 
Title: Approval Routing Summary Form I Author: Kevin Denny 

Product 001 
VIGABATRIN (SABRIL) TABLET 500MG 

Patent Data 

There are no unexpired patents for th is product in the Orange Book database. 

Exclusivity Data 

There is no unexpired exclusivity for this product in the Orange 

Originating Office: ORO Effective Date: 24Jan2018 Page 7 of 8 

Please ensure you are using the most current version of th is Form. It is available at: 
OGD Approved Control led Documents SharePoint 
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Food and Drug Administration CDER I Office of Generic Drugs I Document No.: 60225 I Version: 03 

Document Status: Effective 
Title: Approval Routing Summary Form IAuthor: Kevin Denny 

REFERENCES/ ASSOCIATED DOCUMENTS 

4000-LPS-041 Processing Approval and Tentative Approval of an Original ANDA 

REVISION HISTORY 

Version Effective date 

01 10/1/2014 

02 10/03/2017 

03 1/24/18 

Name 

Heather Strandberg 
Kevin Denny 

Kevin Denny 

Role 

Author 

Reviser 

Reviser 

Summary of changes 

New Form 

• Update form to reflect revisions to SOP 
4000-LPS-041 Processing Approval and 
Tentative Approval of an Original 

ANDA, Version 04 

• Remove content adequately captured 
in the platform 

• Update information captured in the 
Division of Legal and Regulatory 

Support Endorsement section 

• Other minor administrative corrections 
to format and content 

• Update Final Decision section 

Originating Office: ORO Effective Date: 24Jan2018 Page 8 of 8 

Please e nsure you are using the most current version of th is Form. It is available at: 
OGD Approved Controlled Docume nts SharePoint 

http://ogd.fda.gov/QDoc/Library/lndex 
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ANDA Number I 209822 Date Today 12/13/2018 
Drug Name, Dosage Form and Strength (Optional if Stated Below) 

l Viqabatrin 500 mq Tablets 

Optional Notes 

REMS Status 

Approved Date Approved CLICK TO ENTER A DATE 

r Deficient - CR MAJOR 

Are any REMS Amendments deferred to the next Review Cycle? 

rNo Yes Which One (date)? CLICK TO ENTER A DATE 

Language Below is to be inserted in the Full approval Action Letter 

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 

RISK EVALUATION AND MITIGATION STRATEGY REQUIREMENTS 

Section 505-1 of the FD&C Act authorizes FDA to require the submission of a risk evaluation and 
mitigation strategy (REMS), if FDA determines that such a strategy is necessary to ensure that the 
benefits of the drug outweigh the risks [section 505-1 (a)] . 
In accordance with section 505-1 (i) of the FD&C Act, a drug that is the subject of an ANDA under 
section 505U) is subject to certain elements of the REMS required for the appl icable listed drug. 

The details of the REMS requirements were outl ined in our REMS notification letter dated January 11, 
2017. In that letter, you were also notified that pursuant to section 505-1 (i) of the FD&C Act, a drug 
that is the subject of an ANDA and the listed drug it references must use a single, shared system for 
elements to assure safe use (ETASU), unless FDA waives that requ irement. 

Your final proposed REMS, submitted on April 6, 2018; is approved, and will be posted on the FDA 
REMS website: http://www.fda.gov/rems 

The REMS consists of a ETASU and an implementation system. 

Your REMS must be fully operational before you introduce Vigabatrin into interstate commerce. 

http://www.fda.gov/rems


     
  

    
  

   

 
    

 
  

       
    

 
    

  
 

 
 

   
  

 
 

 
   

 
   

 
 

 
   

  
   

 
 

 
   

  
  

 
 

 

   
 

 
   
 

   
     

The Vigabatrin REMS uses a shared system for the ETASU. This shared system REMS Program 
currently includes the products listed on the FDA REMS website, available at 
http://www.fda.gov/rems.  Other products may be added in the future if additional NDAs or ANDAs 
are approved. 

Under section 505-1(g)(2)(C) of the FD&C Act, FDA can require the submission of a REMS 
assessment if FDA determines an assessment is needed to evaluate whether the REMS should be 
modified to ensure the benefits of the drug outweigh the risks or to minimize the burden on the 
healthcare delivery system of complying with the REMS. 

We remind you that you must include an adequate rationale to support a proposed REMS 
modification for the addition, modification, or removal of any goal or element of the REMS, as 
described in section 505-1(g)(4) of the FD&C Act. 

We also remind you that section 505-1(f)(8) of the FD&C Act prohibits holders of an approved 
covered application from using any element to assure safe use to block or delay approval of an 
application under section 505(b)(2) or (j). A violation of this provision in 505-1(f) could result in 
enforcement action. 

Prominently identify any submission containing a REMS assessment or proposed modifications of the 
REMS with the following wording in bold capital letters at the top of the first page of the submission as 
appropriate: 

ANDA 209822 REMS ASSESSMENT 

NEW SUPPLEMENT FOR ANDA 209822/S-000
CHANGES BEING EFFECTED IN 30 DAYS 
PROPOSED MINOR REMS MODIFICATION 

or 

NEW SUPPLEMENT FOR ANDA 209822/S-000
PRIOR APPROVAL SUPPLEMENT 
PROPOSED MAJOR REMS MODIFICATION 

or 

NEW SUPPLEMENT FOR ANDA 209822/S-000
PRIOR APPROVAL SUPPLEMENT 
PROPOSED REMS MODIFICATIONS DUE TO SAFETY LABELING CHANGES 
SUBMITTED IN SUPPLEMENT XXX 

Should you choose to submit a REMS revision, prominently identify the submission containing the 
REMS revisions with the following wording in bold capital letters at the top of the first page of the 
submission: 

REMS REVISION FOR ANDA 209822 

To facilitate review of your submission, we request that you submit your proposed modified REMS 
and other REMS-related materials in Microsoft Word format. If certain documents, such as enrollment 

http://www.fda.gov/rems


  
   

 
 

 
   

      
  

 
    

 
 

forms, are only in PDF format, they may be submitted as such, but the preference is to include as 
many as possible in Word format. 

SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 

In addition to submitting the proposed REMS as described above, you can also submit the REMS 
document in Structured Product Labeling (SPL) format. If you intend to submit the REMS document 
in SPL format, include the SPL file with your proposed REMS submission. 

For more information on submitting REMS in SPL format, please email REMSWebsite@fda.hhs.gov 

mailto:REMSWebsite@fda.hhs.gov


    
    

   
 

  

  

  
                                                                                       

 
 

  
  

    
     

   
    

       
  

 

            
              

  

             
                

             
             

             
     

             
   

 

 

     

  
   

    
    

     

ANDA 209822
 
AMENDMENT ACKNOWLEDGEMENT 

Priority 
Minor 

Teva Pharmaceuticals USA, Inc. 
200 Elmora Avenue, Suite B 
Elizabeth, NJ 07207 
Attention: Madhulika Joshi 

Associate Director, Regulatory Affairs 

Dear Madam: 

This is in reference to your amendment received on October 19, 2018, submitted under section 
505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Vigabatrin Tablet USP, 
500 mg. 

This amendment is subject to the provisions of the Generic Drug User Fee Amendments 
Reauthorization of 2017 (GDUFA II). FDA has made an initial determination that this is a minor 
amendment and it meets the criteria for a priority review per the Center for Drug Evaluation and 
Research’s Manual of Policies and Procedures 5240.3, Prioritization of the Review of Original 
ANDAs, Amendments, and Supplements. The GDUFA goal date for review of this priority minor 
amendment is January 18, 2019. 

If you have any questions, contact Kimberly McCullough, Regulatory Project Manager, at 
(240) 402 - 9021. 

Sincerely, 

{See appended electronic signature page} 

Kimberly McCullough 
Regulatory Project Manager 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
U.S. Food and Drug Administration 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov 

http:www.fda.gov


Kimberly	 Digitally signed by Kimberly McCullough 
Date: 10/31/2018 11:56:56PMMcCullough 
GUID: 525d9c4900038bd46a3ecdae8355361b 
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Recommendation: Complete Response - Minor 

ANDA209822 

Review# 2 


Dmg Name/Dosage F01m Vigabatrin Tablets, USP 
Strength 500mg 
Route of Administration Oral 
Rx/OTC Dispensed Rx 
Applicant Teva Phanmceuticals USA 

US agent, if applicable 

SUBMISSION(S) 
REVIEWED 

DOCUMENT 
DATE 

DISCIPLINE(S) AFFECTED 

Original submission 1211612016 All 
Response to CR Major 311212018 All 

Quality ReviewTeam 
DISCIPLINE PRIMARY REVIEWER SECONDARY REVIEWER 

Dmg Master File/Drug 
Substance 

Dmg Product Ravi Ernkulla Yuping Niu 
Process Tianhong Tim Zhou Nallaperumal Chidarmaram 

Microbiology 
Facility Steven Fong Zhiliao Peter Qiu 

Biophan naceutics Yarur Zhao Ta-Chen Wu 
Regulatory Business Brandie Adams 

Process Manager 
Application Teclmical Lead Yuping Niu 

Laborato1y (OTR) 
ORA Lead 

Enviromnental 

OPQ-XOPQ-TEM-0001v05 Page 1 of 5 Effective Date: October 15, 2017 



QUALITY ASSESSMENT 

Quality Review Data Sheet 

IQA Review Guide Reference 

1. RELAlED/SUPPORTING DOCUMENTS 

A. DMFs : 
DA1E 

DMF # HOLDER ITEM REFERENCED STA1US1 REVIEW 
COMPLETE 

D 
Type II 

11lff4 

Adequate 10/03/2017 per 
GDRP 

Type III 
(tif('I 

NIA 

NIA 

NIA 
NIA 

NIA 

NIA 
NIA 
NIA 

Type IV 

1 Adequate, Adequate with Infonnation Request, Deficient, or NI A (fhere IS enough datam the application, 

Revie\\M 

Dai W. 
(Amend 
irent I I) 

therefore the DMF did not need to be 
reviewed). 

B. Other Documents : IND, RLD, or sister applications 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

NDA 020427 RLD 

2. CONSULTS: None 

DISCIPLINE STATIJS RECOMMENDATION DAlE R EVIEWER 

Biostatistics 
Phannacologv/T o xico logy 
CDRH 
Clinical 
Other 

OPQ-XOPQ-1EM-0001v05 Page 2of5 Effective Date: October 15, 2017 



-------

QUALITY ASSESSMENT 

Abbreviated Executive Summary 

IQA Review Guide Reference 

I. 	 Recommendations and Conclusion on Approvability 
The application is not reconmended for approval due to quality related deficiencies 
s1nnrmrized in Section II. OPQ reconmends issuing a Complete Response Letter 
Minor. 

II. Quality Assessment Overview 

A. Drug Substance, Drug Product, and Labeling: fuadequate-Minor 
DMF 	 T (il , for drng substance Vigabatrin manufacnn·ed by-----·(bT(il 

lliH4 is adequate. The dmg substance is co~endial 

The drng product is an immediate release tablet, and compendial. 

No labeling issue was fOlmd. 

B. Process: Adequate 

C. Facility: Adequate 

D. Biophannaceutics: Adequate 

E. Microbiology (covered under Process): 

OPQ-XOPQ-1EM-0001v05 Page 3of5 Effective Date: October 15, 2017 



QUALITY ASSESSMENT 

List of Deficiencies for Complete Response 

I. Dru Substance Deficiencies 
I. 

2. 

3. 

OPQ-XOPQ-1EM-0001v05 Page 4of5 Effective Date: October 15, 2017 



QUALITY ASSESSMENT 

(bff4 

4 . 

II. m!!J>mductJ)eJidencies__________________~ 
lbH<tI 

1. 

Application Technical Lead Name and Date: Yuping Niu, 8-20-2018 

OPQ-XOPQ-1EM-000lv05 Page 5of5 Effective Date: October 15, 2017 



Yuping	 Digitally signed by Yuping Niu 
Date: 8/20/2018 04:50:55PMNiu 
GUID: 508da704000288fa0afbf45b29fc643c 



MEMORA N DUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 


FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE: 3/28/2018 

TO: Office ofBioequivalence 
Office of Generic Dmgs 

FROM: Division of Generic Dmg Bioequivalence Evaluation (DGDBE) 
Office of Study Integrity and Surveillance 

SUBJECT: Recommendation to accept data without on-site inspection 

RE: ANDA 209822 

The Division of Generic Dmg Bioequivalence Evaluation (DGDBE) within the Office of Study 
Integrity and Surveillance (OSIS) recommends accepting data without on-site inspection. The 
rationale for this decision is noted below. 

Rationale 

OSIS recently inspected the site listed below. Although the last inspection was classified as a V AI, 
based on the inspectional outcome and our recommendation to the review division, an inspection is 
not needed at this time. 

Inspection Site 

Facility Type 

Analytical 

Facility Name 

Actavis Elizabeth, LLC. 

Facility Address 

200 Elmora A venue, Elizabeth, NJ 

Nicola S:..:.!E'~=.... 

Fenty- r=,:;:~ 

stewart -S :s:'..:..."""'" 



MEMORA N D U M 	 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 


FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE: 	 3/28/2018 

TO: 	 Office ofBioequivalence 
Office of Generic Dmgs 

FROM: 	 Division of Generic Dmg Bioequivalence Evaluation (DGDBE) 
Office of Study Integrity and Smveillance (OSIS) 

SUBJECT: 	 Recommendation to accept data without on-site inspection 
(11)(4 

RE: 
ANDA209822 

The Division of Generic Dmg Bioequivalence Evaluation (DGDBE) within the Office of Study 
Integrity and Smveillance (OSIS) recommends accepting data without on-site inspection. The 
rationale for this decision is noted below. 

Rationale 

OSIS recently inspected the site listed below. The inspectional outcome from the inspection was 
classified as No Action Indicated (NAI). 

Inspection Site 

Facility Type Facility Name I Facility Address 
(b)(4J-

Analytical 

Dlgltally Signed oY NkOla Fenb'-

Nico I a Fenty- :;,.~1aou.s."""""ment. 
ou=141S. ou=FDA, OO=People.

Stewart -S ~~~~;:~!00fi!:~~e;:~~ 
Date:2018.0l.l009-25:12-04'00' 



MEMORA N D U M 	 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 


FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE: 	 3/28/2018 

TO: 	 Office ofBioequivalence 
Office of Generic Dmgs 

FROM: 	 Division of Generic Dmg Bioequivalence Evaluation (DGDBE) 
Office of Study Integrity and Smveillance (OSIS) 

SUBJECT: 	 Recommendation to accept data without on-site inspection 

RE: 	 ANDA 209822 

The Division of Generic Dmg Bioequivalence Evaluation (DGDBE) within the Office of Study 
Integrity and Surveillance (OSIS) recommends accepting data without on-site inspection. The 
rationale for this decision is noted below. 

Rationale 

OSIS recently inspected the site listed below. The inspectional outcome from the inspection was 
classified as No Action Indicated (NAI). 

Inspection Site 

Facility Type Facility Name Facility Address 

Clinical Watson Therapeutics, Inc. 3400 Enterprise Way, Miramar, FL 

Digltaltt signed byNlcola Fenty· 

Nicola Fenty- ~=-s.oowmment. 
ou=HHS.ou=fDA. ou:People,. 

stewart -S ~::.;~~=~.;:;:;;~!" 
Date201&.0U0 09-.21:47-04'00' 



    
    

   
 

  

  

  
                                                                                       

 
 

    

     
   
    

   

 

             
               

 

             
                

             

            

             
             

             
             
           

             

          
              

               
                  

     

            
 

 

     

  
   

    
    

     

ANDA 209822 
AMENDMENT ACKNOWLEDGEMENT 

Priority 
Major 

Teva Pharmaceuticals USA, Inc. 

200 Elmora Ave, Suite B 
Elizabeth, NJ 07207 
Attention: Janak Jadeja 

Director, Regulatory Affairs 

Dear Madam: 

This is in reference to your amendment received on March 12, 2018, submitted under section 
505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Vigabatrin Tablet USP, 500 
mg. 

This amendment is subject to the provisions of the Generic Drug User Fee Amendments 
Reauthorization of 2017 (GDUFA II). FDA has made an initial determination that this is a major 
amendment and it meets the criteria for a priority review per the Center for Drug Evaluation and 

Research’s Manual of Policies and Procedures 5240.3, Prioritization of the Review of 

ANDAs, Amendments, and Supplements. If FDA determines that an inspection is not 
required to validate the information contained in this priority major amendment, the GDUFA goal 
date for review of this priority major amendment is September 11, 2018. If FDA determines that 
an inspection is required to validate the information contained in this priority major amendment 
and a Pre-Submission Facility Correspondence (PFC) was not submitted or not accepted, the 
GDUFA goal date for review of this priority major amendment is January 11, 2019 

The Electronic Common Technical Document (eCTD) is CDER’s standard format for electronic 
regulatory submissions. Beginning May 5, 2017, ANDAs must be submitted in eCTD format 
and beginning May 5, 2018, drug master files must be submitted in eCTD format. Submissions 
that do not adhere to the requirements stated in the eCTD Guidance will be subject to rejection. 
For more information please visit: www.fda.gov/ectd. 

If you have any questions, contact Kimberly Moore-Mccullough, Regulatory Project Manager, at 
(240) 402-9021. 

Sincerely, 

{See appended electronic signature page} 

Kimberly Moore-Mccullough 
Regulatory Project Manager 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
U.S. Food and Drug Administration 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov 

http:www.fda.gov
www.fda.gov/ectd


Kimberly	 Digitally signed by Kimberly McCullough 
Date: 3/24/2018 10:14:19PMMcCullough 
GUID: 525d9c4900038bd46a3ecdae8355361b 



QUALITY ASSESSMENT 

Recommendation: Minor CR (CR due to BE) 

ANDA209822 
Review #1 

Dmg Name/Dosage Form Vigabatrin Tablets, USP 
Strength 500mg 
Route ofAdministration Oral 
Rx/OTC Dispensed Rx 
Applicant Teva Phannaceuticals USA 

200 Elmora Ave. 
Elizabeth NJ 07207, regulatorvaffairsUS@,actavis.com 

US agent, if auolicable Janak Jadeia, R.Ph., Director, Regulatory Affairs 

SUBMISSION(S) REVIEWED DOCUMENT 
DATE 

DISCIPLINE(S) AFFECTED 

Original submission 12/16/2016 All Quality disciplines 
Administrative change 02/08/2017 DP, Process 

Response to Info1mation Request - REMS 
conespondence 

1/13/2017 Process 

Multiple Categories/Subcategories 
REMS amendment 

03/29/2017 Process 

Response to ECD/Labeling 04/04/2017 Process 
REMS Amendment 04/26/2017 Process 

Expedited Review Request 04/27/2017 Process 
REMS Amendment 05/27/2017 Process 

Response to ECD/Bioequivalence, 
Withdrawal Request 

9/26/17 DP, Facilities 

Quality Review Team 
DISCIPLINE PRIMARY 

REVIEWER 
SECONDARY 
REVIEWER 

Dmg Master File/Dmg Substance XianmSun BapuGaddam 

Dmg Product Ravi Emkulla Yuping Niu 
Process Tianhong Tim Zhou Nallapemmal 

Chidambaram 
Microbiology NIA NIA 

Facility Steven Fong 

Biophannaceutics Yang Zhao Ta-Chen Wu 

Regulato1y Business Process Manager Brijet Bruton 

Application Technical Lead Yuping Niu 
Laborat01y (OTR) NIA 

OPQ-XOPQ-TEM-000lv03 Page 1 of6 Effective Date: 18 Feb 2016 



QUALITY ASSESSMENT 

ORA Lead Michael T ollon 
Carvn Mcnab 

Environmental NIA 

Quality Review Data Sheet 

IOA Review Guide Reference 

1. RELATED/SUPPORTING DOCUMENTS 

A. DMFs: 

DMF~_J Type I Holder 
Item 

Referenced 
(b)(4 

Status 
Date Review 
Completed 

Comments 

Adequate 10/0312017 
per GDRP 

DaiW 

Type III (if 
applicable) 
Type IV (if 
avvlicable) 
Other 

B Oht er Documents: IND RLD, or sister avv ications
' 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

NDA 020427 RLD 

2. CONSULTS 

DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 

Biostatistics NIA 

Phannacology/Toxicology NIA 

CDRH NIA 
Clinical NIA 

Other NIA 

OPQ-XOPQ-TEM-0001v03 Page 2 of6 Effective Date: 18 Feb 2016 



QUALITY ASSESSMENT 

Abbreviated Executive Summary 

I. Recommendations and Conclusion on Approvability 

The application is not recommended for approval due to quality related deficiencies 
summarized in Section II. OPQ recommends issuing a Complete Response Letter
Mino 

II. Quality Assessment Overview 

A. Drug Substance, Drug Product, and Labeling: Inade uate/Minor 
DMF 	 blllll for dmg substance Vigabatrin manufactured by <bll'll 

<b><
4 is adequate. The drug substance is compendia!. Deficiencies were---- .----..-:identified in analytical methods. 

The drng product is an immediate release tablet, and compendial. Deficiencies were 
identified in split tablets study, stability data, and analytical method validation. 

No labeling issue was found. 

B. Process: InadeHuate /Minor-------------------.The manufacturing_£rocess 

c. 

D. Biopharmaceutics: Inadeguate/Mino1 
The proposed dissolution method is the FDA database dissolution method and 
acceptable. Deficiencies were identified related to the proposed dissolution 
specification. 

E. Microbiology (if applicable): under Process 

OPQ-XOPQ-TEM-000lv03 	 Page 3 of6 Effective Date: 18 Feb 2016 



QUALITY ASSESSMENT 

List of Deficiencies for Complete Response 

The following deficiencies are MINOR deficiencies: 

A. Drtm s.uhd.5m c...e___________________________, 
CblT41 

1. 

2. 

3. 

4. 

Section B: 
1. 


B. Drug roduct 
(l>Jl.il

1. 

2. 

3. 

4. 

OPQ-XOPQ-TEM-000l v03 Page 4 of 6 Effective Date: 18 Feb 2016 

http:s.uhd.5m


QUALITY ASSESSMENT 

5. 

6. 

7. 

8. 

9. 

10. 

Section B: 
(bl(4

1. 

OPQ-XOPQ-TEM-000l v03 Page 5 of6 Effective Date: 18 Feb 2016 



QUALITY ASSESSMENT 

2. Please provide all available long te1m stability data in your next amendment. 

C. Process1. ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~lbIT4 

2. 

D. Biopharmaceutics 

1. 	 Your proposed acceptance criterion of "Q=75% dissolved in 30 minutes" is 
pemiissive and NOT acceptable. Based on the provided dissolution data, we 
recommend a dissolution acceptance criterion of "Q==(ID% in 15 minutes" for your 
proposed drug products. Note that sometimes dissolution Stage 2 testing, and 
occasional Stage 3 testing may be needed. 

2. 	 Submit a copy of the updated drng product specification table with the revised 
acceptance criterion for the dissolution test and update other section of your 
submission as appropriate. 

Application Technical LeadName and Date: Yuping Niu 10-05-2017 

OPQ-XOPQ-TEM-000lv03 	 Page 6 of 6 Effective Date: 18 Feb 2016 



Yuping	 Digitally signed by Yuping Niu 
Date: 10/05/2017 02:25:12PMNiu 
GUID: 508da704000288fa0afbf45b29fc643c 



REMS TEMPLATE 


Information to be added to the Action Letter for all SS REMS 

ANDA Number I 209822 

TevaANDA Applicant Name 

Drn Name, Dosa e Form and Strernrth 
Vigabat:Iin Tablets 500mg 

Ifneeded For Reference Onl - RLD Number, Holder, and Established Name 
NDA 20427 Sabril 

REMS Status at this time is 

P' Acceptable r Deficient - CR Minor r Deficient - CR MAJOR 

We acknowledge receipt of your REMS amendment(s) 
Dates o(Amendments to acknowledge in the Action Letter are Listed Below 

1. 6/22/17 6. 

2. 7. 

3. 8. 

4. 9. 

5. 10. 

Are any REMS Amendments deferred to the next review cycle? 

P' No r Yes-Wbich One(Date)? 

Is there an Attachment or Medguide to be sent with this Action Letter? 

P" No r Yes - Please attach or send to the RPM 

RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 

As described in our letter dated January 11, 2017, section 505-1 of the FD&C Act authorizes FDA to 
require the submission of a risk evaluation and mitigation strategy (REMS), ifFDA detennines that 
such a strategy is necessaiy to ensure that the benefits of the diug outweigh the risks [section 505-1 (a)]. 
In accordance with section 505-1 (i) of the FD&C Act, a diug that is the subject of an ANDA under 
section 505(j) is subject to ce1iain elements of the REMS required for the applicable reference listed 
diug (RLD). 

There is an approved REMS for the applicable RLD, Sabril (vigabatrin), to ensure the benefits of the 
diu g outweigh the risk of vision loss associated with vigabatrin. 



    
 

 
 

  
 

   
 

 
     

   

 
 
 
 
 
 
 
 
 
 

We acknowledge receipt of your proposed REMS included in your June 22, 2017 submission, which 
contains  elements to assure safe use, an implementation system and timetable for submission of 
assessments. 

(b) (4)

The REMS, should your application be approved, will create enforceable obligations.   

For administrative purposes, designate the proposed REMS submission “PROPOSED REMS for
 
ANDA 209822” and all subsequent submissions related to the proposed REMS “PROPOSED REMS
 
for ANDA 209822 -AMENDMENT.”  


To facilitate review of your submission, we request that you submit your proposed REMS and other
 
REMS-related materials in Microsoft Word format.  If certain documents, such as enrollment forms, 

are only in PDF format, they may be submitted as such, but the preference is to include as many as
 
possible in Word format. 




MEMORA N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 


FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 


DATE: 9/6/2017 

TO: Office ofBioequivalence 
Office ofGeneric Drngs 

FROM: Division of Generic Drng Bioequivalence Evaluation (DGDBE) 
Office of Study Integrity and Surveillance 

SUBJECT: Recommendation to accept data without an on-site inspection 

RE: ANDA 209822 

The Division of Generic Thug Bioequivalence Evaluation (DGDBE) within the Office of Study 
Integrity and Smveillance (OSIS) recommends accepting data without an on-site inspection. The 
rationale for this decision is noted below. 

Rationale 

Although the last inspection was classified as a V AI, based on the inspectional outcome and our 
recommendation to the review division, an inspection is not needed at this time. 

Inspection Site 

Facility 
Type 

Analytical 

Facility Name 

Actavis Elizabeth, LLC. 

Facility Address 

200 Elmora A venue, Elizabeth, NJ 

Digitally signed by Nicola M. 

M Nlcol -S 
• ON: c=US, o=U.S. Government, Nicola 

OU=HHS, OU=FDA, OU=People, 
0.9.2342.19200300.100.1.1 =200 
1347020, cn=Nlcola M. Nlcol -S Nicol -5 Date: 2017.09.0814:19:51 
-04'00' 



 

  
 

  
  
  

    
 

  

 
 

 

 

 
  

 
 

 
 

 
 

 
 

 
    

 
  

 
 

 

 
 

 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES 

Food and Drug Administration 
Silver Spring, MD 20993 

ANDA 209822 

INFORMATION REQUEST 

TEVA PHARMACEUTICALS USA
 
Attention: Janak Jadeja, R.Ph.
 
Director, Regulatory Affairs
 
200 ELMORA AVE
 
ELIZABETH, NJ 07207 


Dear Janak Jadeja, R.Ph:
 
Please refer to your Abbreviated New Drug Application (ANDA) dated December 16, 2016, 

submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act) for
 
VIGABATRIN TABLET USP, 500MG.
 

We are reviewing the Quality section of your submission and have the following comments and 

information requests.  We request a prompt written response, no later than August 11, 2017, in 

order to continue our evaluation of your ANDA.
 

A. Drug Substance 

1. 

2. 

3. 

(b) (4)



 
 

 

 
  

 
 

 

 
 

 
 

 
 

 
 

 
 

 

ANDA 209822
 
Page 2
 

4. 
(b) (4)

(b) (4)

B. Drug Product 

1. 

2. 

3. 

4. 

5. 

6. 

7. 

(b) (4)



 
 

 

 
 

 

  

 

 

 
  

  

 
   

 
 

 
   

    
 

 
 

    
 

 

ANDA 209822 
Page 3 

8. 

9. 

(b) (4)

C. Process 

1. 

2. 

(b) (4)

D. Facility 

E. Biopharmaceutics 

1. 	 The proposed acceptance criterion of “Q=75% dissolved in 30 minutes” is permissive and 
NOT acceptable.  Based on the provided dissolution data, we recommend a dissolution 
acceptance criterion of “Q= (b) 

(4)% in 15 minutes” for your proposed drug products. Note 
that sometimes dissolution Stage 2 testing, and occasionally Stage 3 testing may be 
needed, which is acceptable. 

2. 	 Submit a copy of the updated drug product specification table with the revised acceptance 
criterion for the dissolution test and update other section of your submission as 
appropriate. 

If you do not submit a complete response by August 11, 2017, the review will be closed and the 
listed deficiencies will be incorporated in a COMPLETE RESPONSE correspondence. 



 
 

   
 

  
 

 
 

 

 
 

 

 
 

 
     

 
 

 

 

 

 
  

  
 

      

ANDA 209822 
Page 4 

Please note, if information or data submitted exceeds the data requested in the IR/ECD this may 
result in conversion to a Tier 2 Unsolicited Amendment (i.e., an amendment with information 
not requested by FDA). 

If the submitted data is determined to be a tier 2 unsolicited amendment, this may affect the goal 
date. 

All items listed on this Information Request shall be addressed in its entirety, any partial or 
incomplete response will not be reviewed and the same deficiency list will be issued to you again 
as part of the Complete Response Letter issued by OGD. Please note that a commitment to 
address an item in the future is not considered satisfying the Information Request. 

Send your submission through the Electronic Submission Gateway 
http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm. Prominently 
identify the submission with the following wording in bold capital letters at the top of the first 
page of the submission: 

INFORMATION REQUEST 
QUALITY 

If you have any questions, please contact me, Regulatory Business Process Manager, at 
240-402-4878. 

Sincerely, 

{See appended electronic signature page} 

Brijet Burton, MS, MPP, PA-C 
Regulatory Business Process Manager 
Office of Program and Regulatory Operations 
Office of Pharmaceutical Quality 
Center for Drug Evaluation and Research 

http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm


EASILY CORRECTABLE DEFICIENCY 

ANDA209822 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park No1th VII 

7620 Standish Place 
Rockville, Maiyland 20855 

APPLICANT: Teva Phaimaceuticals USA TEL: 908-659-2595 

ATTN: Jaiiak Jadeja EMAIL: Regulatory Affairs US@actavis.com 

FROM: Sunny Pyon FDA CONTACT EMAIL: 
Sunny.Pyon@fda.hhs.gov 

Deai· Mr. Jadeja: 

This conununication is in reference to your abbreviated new drng application (ANDA) dated 
December 16, 2016, submitted pursuant to Section 505G) of the Federal Food, Drng, and Cosmetic 
Act for Vigabatrin Tablets USP, 500 mg. 

The deficiencies presented below represent EASILY CORRECTABLE DEFICIENCIES identified during 
the review and the cunent review cycle will remain open. You should provide a complete response to 
these deficiencies within ten (10) U.S. business days. 

Prominently identify the submission with the following wording in bold capital letters at the top of the 
first page of the submission: 

EASILY CORRECTABLE DEFICIENCY 
LABELING 
REFERENCE # 13884630 

Ifyou do not submit a complete response within ten (10) U.S. business days, the review will be closed and 
the listed deficiencies will be incorporated in the next COMPLETE RESPONSE. Please provide your 
response after that complete response communication is received along with your response to any other 
issued comments. 

Ifyou ai·e unable to submit a complete response within ten (10) U.S. business days, please contact the 
Labeling Proj ect Manager immediately so a complete response may be issued if appropriate. 

Please submit official ai·chival copies of your response to the ANDA, facsimile or e-mail responses will 
not be accepted. A pait ial response to this communication will not be processed as an amendment and will 
not start a review. 

We have completed our review and have the following comments: 



 

 
 

   

 

 

 
  

 

  
   

 

  
 

 

 

   
 

 

ANDA 209822 

LABELING: 

1.		 PRESCRIBING INFORMATION 
a.		 HIGHLIGHTS, WARNINGS AND PRECAUTIONS: Please include as the first bullet 

“Abnormal MRI signal changes have been reported in some infants with Infantile Spasms 
receiving vigabatrin (5.3)”. 

b.		 FULL PRESCRIBING INFORMATION: CONTENTS, WARNINGS AND 
PRECAUTIONS: Please include “5.3 Magnetic Resonance Imaging (MRI) Abnormalities”. 

c.		 FULL PRESCRIBING INFORMATION 
i.		 WARNING BOX, last sentence: Please complete the REMS Program website and phone 

number when available. 
ii.		 DOSAGE AND ADMINISTRATION, 2.1 Important Dosing and Administration 

Instructions:  Please add as the third paragraph the following: “Vigabatrin tablets and 
powder for oral solution are bioequivalent. Either tablet or powder can be used for CPS.” 

iii.		 DOSAGE FORMS AND STRENGTHS: If your drug product complies with the 
Guidance for Industry Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation, 
we recommend updating the tablet description to state functionally-scored. 

iv.		 WARNINGS AND PRECAUTIONS, 5.2 Vigabatrin REMS Program: Please complete 
the REMS Program website and phone number when available. 

v.		 WARNINGS AND PRECAUTIONS: Please include the “5.3 Magnetic Resonance 

Imaging (MRI) Abnormalities in Infants” section.
	

vi.		 WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity, second paragraph, last sentence: 
Please revise “...clinically in children” to read “…clinically in infants and children”. 

vii.		 WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity: Please include as the last 
paragraph “Abnormal MRI signal changes characterized by increased T2 signal and 
restricted diffusion in a symmetric pattern involving the thalamus, basal ganglia, brain 
stem, and cerebellum have been observed in some infants treated for Infantile Spasms 
with vigabatrin. Studies of the effects of vigabatrin on MRI and EP in adult epilepsy 
patients have demonstrated no clear-cut abnormalities [see Warnings and Precautions 
(5.3)].” 

viii.		 ADVERSE REACTIONS, 6.1 Clinical Trial Experience, Table 6: Please indent 
“Psychomotor hyperactivity” in the first column to preserve formatting. 

ix.		 USE IN SPECIFIC POPULATIONS, 8.3 Nursing Mothers: Please revise “[see Warnings 
and Precautions (5.4)]” to read “[see Warnings and Precautions (5.3, 5.4)]” 

x.		 USE IN SPECIFIC POPULATIONS, 8.4 Pediatric Use: Please include as the third 
paragraph “Abnormal MRI signal changes were observed in infants [see Warnings and 
Precautions (5.3, 5.4)].” 

2.		 MEDICATION GUIDE 
We encourage you to include the U.S. contact information (i.e.; telephone number) of your 
firm in case the patient has questions about this drug product.  Please include this information 
at the end of the “General information” section of the Medication Guide. 

Submit your revised labeling electronically. The prescribing information and any patient labeling should 
reflect the full content of the labeling as well as the planned ordering of the content of the labeling. The 
container label and any outer packaging should reflect the content as well as an accurate representation of 
the layout, color, text size, and style. 



  
 

 
 

 
 

  
 

 
 
 

 

ANDA 209822 

To facilitate review of your next submission, please provide a side-by-side comparison of your proposed 
labeling with your last submitted labeling with all differences annotated and explained.  We also advise 
that you only address the deficiencies noted in this communication. 

However, prior to the submission of your amendment, please check labeling resources, including 
DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any 
necessary revisions to your labels and labeling.  

In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of 
new documents posted on the CDER web site at the following address – 

http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 

If you have questions regarding these deficiencies or would like acknowledgement of receipt of your 
amendment upon submission, please contact the Labeling Project Manager, Sunny Pyon, at 
Sunny.Pyon@fda.hhs.gov. 

Sincerely, 
Digitally signed by Sunny Pyon -S 

DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, 

ou=People, cn=Sunny Pyon -S,
Sunny Pyon -S
 0.9.2342.19200300.100.1.1=2001673604 
Date: 2017.03.23 12:26:10 -04'00' 

Sunny Pyon, Pharm.D. 
Labeling Project Manager 
Division of Labeling Review 
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

http:2017.03.23
mailto:Sunny.Pyon@fda.hhs.gov
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17


 

 

  

    
 

  

 
 
 

 
 

 
 

 

  

  

  

 

 
  

  

  

 

 
 

 
 

 
  

 

    
      

 
     

  

 
 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Food and Drug Administration 
Silver Spring, MD  20993 

ANDA 209822
            ACKNOWLEDGEMENT 

ANDA RECEIPT 

Teva Pharmaceutical USA 
200 Elmora Avenue 
Elizabeth, NJ  07207 
Attention: Janak Jadeja 

Dear Janak Jadeja: 

We acknowledge receipt of your Abbreviated New Drug Application (ANDA) submitted under section 
505(j) of the Federal Food, Drug, and Cosmetic Act. 

NAME OF DRUG: Vigabatrin Tablets USP, 500 mg 

DATE OF APPLICATION: December 16, 2016 

DATE (RECEIVED) ACCEPTABLE FOR REVIEW: December 16, 2016 

This application is subject to the provisions of the Generic Drug User Fee Amendments of 2012 
(GDUFA). The GDUFA goal date for review of this application is October 15, 2017. Please identify 
any related communications with the ANDA number referenced above. If you have any questions, 
contact Vincent Sansone, Project Manager Team Leader, at Vincent.Sansone@FDA.HHS.GOV[1] or 
240-402-9075. Sign up for Generic Drug e-mail updates.[2] 

Sincerely, 
Digitally signed by I inca Duveau S 
DN: c=US  o=U S  Government Ilinca ou=HHS  ou=FDA  ou=People 
cn=I inca Duveau S 
0 9 2342 19200300 100 1 1=20006643 
76Duveau -S Date: 2017 01 09 10 17:24 05 00 

Ilinca Duveau, Pharm.D. 
Team Leader (Acting) 
Division of Filing Review 
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
U.S. Food and Drug Administration 

[1] Secure email between CDER and applicants may be useful for informal communications when confidential information 
may be included in the message (for example, trade secrets or patient information).  If you have not already established 
secure email with FDA and would like to set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that 
secure email may not be used for formal regulatory submissions to applications.
[2] https://service.govdelivery.com/accounts/USFDA/subscriber/new?topic_id=USFDA_476 

Page 1 of 1 

https://service.govdelivery.com/accounts/USFDA/subscriber/new?topic_id=USFDA_476
mailto:SecureEmail@fda.hhs.gov
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	Teva Pharmaceuticals USA, Inc. 400 Interpace Parkway, Building A Parsippany, NJ 07054 Attention: Bernard Domnic 
	Associate Director, Regulatory Affairs 
	Dear Sir: 
	This letter is in reference to your abbreviated new drug application (ANDA) received for review on December 16, 2016, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) for Vigabatrin Tablets USP, 500 mg. 
	Reference is also made to the complete response letter issued by this office on September 10, 2018, and to any amendments thereafter. 
	We have completed the review of this ANDA and have concluded that adequate information has been presented to demonstrate that the drug is safe and effective for use as recommended in the submitted labeling. Accordingly, the ANDA is approved, effective on the date of this letter. We have determined your Vigabatrin Tablets USP, 500 mg to be bioequivalent and therapeutically equivalent to the reference listed drug (RLD), Sabril Tablets, 500 mg, of Lundbeck Pharmaceuticals, LLC. 
	Under section 506A of the FD&C Act, certain changes in the conditions described in this ANDA require an approved supplemental application before the change may be made. 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 

	Section 505-1 of the FD&C Act authorizes FDA to require the submission of a risk evaluation and mitigation strategy (REMS), if FDA determines that such a strategy is necessary to ensure that the benefits of the drug outweigh the risks [section 505-1(a)]. In accordance with section 505-1(i) of the FD&C Act, a drug that is the subject of an ANDA under section 505(j) is subject to certain elements of the REMS required for the applicable listed drug. 
	The details of the REMS requirements were outlined in our REMS notification letter dated January 11, 2017. In that letter, you were also notified that pursuant to section 505-1(i) of the FD&C Act, a drug that is the subject of an ANDA and the listed drug it references must use a single, shared system for elements to assure safe use (ETASU), unless FDA waives that requirement. 
	U.S. Food & Drug Administration 10903 New Hampshire Avenue Silver Spring, MD 20993 
	www.fda.gov 
	www.fda.gov 
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	Your final proposed REMS, submitted on April 6, 2018; is approved, and will be posted on the FDA REMS website: 
	http://www.fda.gov/rems 
	http://www.fda.gov/rems 


	The REMS consists of a ETASU and an implementation system. 
	Your REMS must be fully operational before you introduce Vigabatrin into interstate commerce. 
	The Vigabatrin REMS uses a shared system for the ETASU. This shared system REMS Program currently includes the products listed on the FDA REMS website, available at . Other products may be added in the future if additional NDAs or ANDAs are approved. 
	http://www.fda.gov/rems
	http://www.fda.gov/rems


	Under section 505-1(g)(2)(C) of the FD&C Act, FDA can require the submission of a REMS assessment if FDA determines an assessment is needed to evaluate whether the REMS should be modified to ensure the benefits of the drug outweigh the risks or to minimize the burden on the healthcare delivery system of complying with the REMS. 
	We remind you that you must include an adequate rationale to support a proposed REMS modification for the addition, modification, or removal of any goal or element of the REMS, as described in section 505-1(g)(4) of the FD&C Act. 
	We also remind you that section 505-1(f)(8) of the FD&C Act prohibits holders of an approved covered application from using any element to assure safe use to block or delay approval of an application under section 505(b)(2) or (j). A violation of this provision in 505-1(f) could result in enforcement action. 
	Prominently identify any submission containing a REMS assessment or proposed modifications of the REMS with the following wording in bold capital letters at the top of the first page of the submission as appropriate: 
	ANDA 209822 REMS ASSESSMENT 
	NEW SUPPLEMENT FOR ANDA 209822/S-000. CHANGES BEING EFFECTED IN 30 DAYS. PROPOSED MINOR REMS MODIFICATION .
	or 
	NEW SUPPLEMENT FOR ANDA 209822/S-000. PRIOR APPROVAL SUPPLEMENT. PROPOSED MAJOR REMS MODIFICATION .
	U.S. Food & Drug Administration 10903 New Hampshire Avenue Silver Spring, MD 20993 
	www.fda.gov 
	www.fda.gov 

	ANDA 209822 Page 3 
	or 
	NEW SUPPLEMENT FOR ANDA 209822/S-000 PRIOR APPROVAL SUPPLEMENT PROPOSED REMS MODIFICATIONS DUE TO SAFETY LABELING CHANGES SUBMITTED IN SUPPLEMENT XXX 
	Should you choose to submit a REMS revision, prominently identify the submission containing the REMS revisions with the following wording in bold capital letters at the top of the first page of the submission: 
	REMS REVISION FOR ANDA 209822 
	To facilitate review of your submission, we request that you submit your proposed modified REMS and other REMS-related materials in Microsoft Word format. If certain documents, such as enrollment forms, are only in PDF format, they may be submitted as such, but the preference is to include as many as possible in Word format. 
	SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 
	In addition to submitting the proposed REMS as described above, you can also submit the REMS document in Structured Product Labeling (SPL) format. If you intend to submit the REMS document in SPL format, include the SPL file with your proposed REMS submission. 
	For more information on submitting REMS in SPL format, please email 
	REMSWebsite@fda.hhs.gov 
	REMSWebsite@fda.hhs.gov 
	REMSWebsite@fda.hhs.gov 


	REPORTING REQUIREMENTS 
	REPORTING REQUIREMENTS 

	Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81 and 
	314.98 and at section 506I of the FD&C Act. The Agency should be advised of any change in the marketing status of this drug or if this drug will not be available for sale after approval. In particular, under section 506I(b) of the FD&C Act, you are required to notify the Agency in writing within 180 days from the date of this letter if this drug will not be available for sale within 180 days from the date of approval. As part of such written notification, you must include (1) the identity of the drug by est
	(3) the strength of the drug; (4) the date on which the drug will be available for sale, if known; and (5) the reason for not marketing the drug after approval. 
	PROMOTIONAL MATERIALS 
	You may request advisory comments on proposed introductory advertising and promotional labeling materials prior to publication or dissemination. Please note that these submissions are voluntary. To do so, submit, in triplicate, a cover letter requesting advisory comments, the proposed materials in draft or mock-up form with annotated references, and the package insert (PI), Medication Guide, and patient PI (as applicable) to: 
	U.S. Food & Drug Administration 10903 New Hampshire Avenue Silver Spring, MD 20993 
	www.fda.gov 
	www.fda.gov 
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	OPDP Regulatory Project Manager Food and Drug Administration Center for Drug Evaluation and Research Office of Prescription Drug Promotion 5901-B Ammendale Road Beltsville, MD 20705 
	Alternatively, you may submit a request for advisory comments electronically in eCTD format. For more information about submitting promotional materials in eCTD format, see the draft Guidance for Industry (available at: 
	). 
	CM443702.pdf
	http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U 


	You must also submit final promotional materials and package insert(s), accompanied by a Form FDA 2253, at the time of initial dissemination or publication [21 CFR 314.81(b)(3)(i)]. Form FDA 2253 is available at . Information and Instructions for completing the form can be found at . For more information about submission of promotional materials to the Office of Prescription Drug Promotion (OPDP), see . 
	http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pdf
	http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pdf

	http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf
	http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf

	http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm
	http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm


	ANNUAL FACILITY FEES 
	The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) established certain provisionswith respect to self-identification of facilities and payment of annual facility fees. Your ANDA identifies at least one facility that is subject to the self-identification requirement and payment of an annual facility fee. Self-identification must occur by June 1of each year for the next fiscal year. Facility fees must be paid each year by the date specified in the Federal Register notice anno
	1 
	st 

	All finished dosage forms (FDFs) or active pharmaceutical ingredients (APIs) manufactured in a facility that has not met its obligations to self-identify or to pay fees when they are due will be deemed misbranded. This means that it will be a violation of federal law to ship these products in interstate commerce or to import them into the United States. Such violations can result in prosecution of those responsible, injunctions, or seizures of misbranded products. Products misbranded because of failure to s
	CONTENT OF LABELING 
	As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA automated drug registration and listing system (eLIST), the content of labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format, as described at , that is identical in content to the approved labeling (including the package insert, and any patient 
	http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
	http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
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	package insert and/or Medication Guide that may be required). Information on submitting SPL files using eLIST may be found in the guidance for industry titled “SPL Standard for Content of Labeling Technical Qs and As” at 
	. The SPL will be accessible via publicly available labeling repositories. 
	M072392.pdf
	http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UC 


	Sincerely yours, 
	{See appended electronic signature page} 
	For Vincent Sansone, Pharm.D. Deputy Director Office of Regulatory Operations Office of Generic Drugs Center for Drug Evaluation and Research 
	Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA II) (Public Law 115-52, Title III). 
	1. 
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	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 209822. 
	OTHER ACTION LETTERS. 
	OTHER ACTION LETTERS. 

	Figure
	ANDA 209822. 
	COMPLETE RESPONSE 
	Teva Pharmaceuticals USA Inc 200 Elmora Avenue, Suite B Elizabeth, NJ 07207 Attention: Janak Jadeja 
	Director, Regulatory Affairs 
	Dear Madam: 
	This is in reference to your abbreviated new drug application (ANDA) received for review on December 16, 2016, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Vigabatrin Tablet USP, 500 mg. 
	We acknowledge receipt of the March 12, 2018 submission, which constituted a complete response to our October 12, 2017 action letter, and to any amendments thereafter. 
	We have completed our review of this ANDA, as amended, and have determined that we cannot approve this ANDA in its present form. We have described our reasons for this action below and, where possible, our recommendations to address these issues. 
	PHARMACEUTICAL QUALITY 
	PHARMACEUTICAL QUALITY 

	Figure
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	Figure
	PROCESS/BIOPHARMACEUTICS/FACILITY INSPECTION/BIOEQUIVALENCE/ LABELING/REMS 
	PROCESS/BIOPHARMACEUTICS/FACILITY INSPECTION/BIOEQUIVALENCE/ LABELING/REMS 

	There are no further questions for the above listed disciplines at this time. The comments provided in this communication are comprehensive as of the date the discipline review was completed. However, these comments are subject to revision if any scientific or regulatory division identifies additional concerns, as well as any concerns due to inspection results that may arise in the future. Additionally the compliance status of each facility named in the application may be re-evaluated upon re-submission. 
	FDA publishes new and revised product-specific guidances describing the Agency’s current recommendations on demonstrating bioequivalence and certain other approval requirements. 
	U.S.Food & DrugAdministration 10903 New Hampshire Avenue Silver Spring, MD 20993 
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	To ensure you are using the most accurate, sensitive, and reproducible methodology to demonstrate bioequivalence, as required by FDA regulations (21 CFR320.24(a)), please continue to monitor for the availability of new and revised product specific guidances in the Federal Register and on the FDA Web site at the following address: 
	. 
	htm
	https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075207. 


	We remind you that it is your responsibility to continually monitor available labeling resources such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia – National Formulary (USP-NF) online for recent updates, and make any necessary revisions to your labels and labeling. It is also your responsibility to ensure that your ANDA addresses all listed exclusivities that claim the approved drug product. Please ensure that all exclusivities and patents listed in the Electronic Orange Book
	OTHER 
	OTHER 

	The resubmission to this CR letter will be considered to represent a MINOR AMENDMENT, given that the deficiencies have been classified as MINOR. 
	Provided that the amendment contains no additional information that requires a substantial expenditure of resources to review, prominently identify the submission with the following wording in bold, capital letters at the top of the first page of the submission: 
	RESUBMISSION. MINOR. COMPLETE RESPONSE AMENDMENT. DRUG SUBSTANCE/DRUG PRODUCT. 
	Upon review of your amendment, FDA may identify information in the amendment that may require a change in classification and an adjustment to the goal date. 
	Within one year after the date of this letter, you are required to respond by taking one of the actions available under 21 CFR 314.110(b). If you do not take one of these actions, we may consider your lack of response a request to withdraw the ANDA under 21 CFR 314.110(c)(1). You may also request an extension of time in which to resubmit the application. A resubmission must fully address all the deficiencies listed. Additionally, a partial response to this letter will not be processed as a resubmission and 
	The drug product may not be marketed without final Agency approval under section 505(j) of the FD&C Act. 
	ANNUAL FACILITY FEES 
	The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) establishedcertainprovisionswithrespecttoself-identification of facilities andpayment of annual facility fees. Your ANDA identifies at least one facility that is subject to the self-identification requirement and payment of an annual facility fee. Self-identification must occur by June 1 of each year for the next fiscal year. Facility fees must be paid each year by the date 
	1
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	specified in the Federal Register notice announcing facility fee amounts. All finished dosage forms or active pharmaceutical ingredients manufactured in a facility that has not met its obligations to self-identify or to pay fees when they are due will be deemed misbranded. This means that it will be a violation of federal law to ship these products in interstate commerce or import them into the United States. Such violations can result in prosecution of those responsible, injunctions, or seizures of misbran
	In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations listed in generic drug submissions comply with the self-identification requirement. The failure of any facility, site, or organization to comply with its obligation to self-identify and/or to pay fees when due may raise significant concerns about that site or organization and is a factor that may increase the likelihood of a site inspection prior to approval. FDA does not expect to give priority to completion of 
	Additionally, we note that the failure of any facility referenced in the application to self-identify and pay applicable fees means that FDA will not consider the GDUFA application review goal dates to apply to that application. 
	If you have any questions, call Kimberly McCullough, Regulatory Project Manager, Division of Project Management, at (240) 402 -9021. 
	Sincerely yours, 
	{See appended electronic signature page} 
	For Denise P. Toyer McKan, PharmD Director, Division of Project Management Office of Regulatory Operations Office of Generic Drugs 
	SomeoftheseprovisionswereamendedbytheGeneric DrugUser FeeAmendmentsof2017(GDUFAII) (Public Law 115-52, Title III). 
	1 
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	DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	Food and Drug Administration Silver Spring, MD 20993 
	ANDA 209822 
	COMPLETE RESPONSE 
	Teva Pharmaceuticals USA Inc.. 200 Elmora Avenue, Suite B. Elizabeth, NJ 07207. Attention: Janak Jadeja, R.Ph.. 
	Director, Regulatory Affairs 
	Dear Sir: 
	This is in reference to your abbreviated new drug application (ANDA) received for review on December 16, 2016, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Vigabatrin Tablet USP, 500 mg. 
	Reference is also made to any amendments submitted prior to the issuance of this letter. 
	We have completed our review of this ANDA, as amended, and have determined that we cannot approve this ANDA in its present form. We have described our reasons for this action below and, where possible, our recommendations to address these issues. 
	PHARMACEUTICAL QUALITY 
	PHARMACEUTICAL QUALITY 

	Drug Substance 
	Figure
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	Figure
	Biopharmaceutics 
	20. 
	20. 
	20. 
	Your proposed acceptance criterion of “Q=75% dissolved in 30 minutes” is permissive and NOT acceptable. Based on the provided dissolution data, we recommend a dissolution % in 15 minutes” for your proposed drug products. Note that sometimes dissolution Stage 2 testing, and occasional Stage 3 testing, may be needed. 
	acceptance criterion of “Q= 


	21. 
	21. 
	Submit a copy of the updated drug product specification table with the revised acceptance criterion for the dissolution test and update other section of your submission as appropriate. 


	BIOEQUIVALENCE 
	BIOEQUIVALENCE 

	Dissolution Testing 
	1.. Per the CDER Guidance for Industry, Waiver of In Vivo Bioavailability and Bioequivalence Studies for Immediate-Release Solid Oral Dosage Forms Based on a Biopharmaceutics Classification System (BCS), May 2015, the reference listed drug (RLD) must meet the criteria for BCS class 1, and the test product should exhibit a similar dissolution profile to the reference product. The RLD dissolution does not demonstrate that the product is rapidly dissolving because not all units dissolve >85% in 30 minutes in w
	Medium 
	Medium 
	Medium 
	F2 Metric for Test vs RLD 

	Water (Batch#1115900057) 
	Water (Batch#1115900057) 
	13.88 

	Water (Batch#1115900058) 
	Water (Batch#1115900058) 
	11.78 

	Water (Batch#1115900060) 
	Water (Batch#1115900060) 
	12.74 

	0.1N HCl 
	0.1N HCl 
	13.44 

	pH 4.5 Acetate Buffer 
	pH 4.5 Acetate Buffer 
	14.04 

	pH 6.8 Phosphate Buffer 
	pH 6.8 Phosphate Buffer 
	14.98 
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	Solubility and Gastrointestinal Tract Stability Testing 
	2. .
	2. .
	2. .
	2. .
	You referenced but did not provide experimental protocol E15-47 "Evaluation of pH 

	Solubility Profile and Stability Studies in Simulated Gastric Fluid (SGF) and Simulated Intestinal fluid (SIF) of Vigabatrin According to BCS Guidance." Please provide this document. 

	3. .
	3. .
	You referenced the assay method ltif<; however, you provided analytical method <bH''Vigabatrin Tablets: Assay, Content Unifonnity, and Blend Umtonmty for Re ease and Stability." Please identify the changes between the document version referenced and the version submitted. 
	4 
	4 


	4. .
	4. .
	Per the BCS Guidance, simulated fluids such as Gastric and Intestinal Fluids, USP are acceptable to use for GI stability studies. You used Simulated Gastric Fluid (SGF) and Simulated Intestinal Fluid (SIF) but did not include enzymes in these fluids. Per USP, SGF should contain pepsin, and SIF should contain pancreatin. Your SGF and SIF do not meet USP requirements; therefore, the GI stability results are not adequate. Please repeat your GI stability experiments using SGF and SIF that confo1m to USP require


	Analytical Method for Solubility and Gastrointestinal Tract Stability Testing 
	ANDA 209822. Page 6. 
	Figure
	In Situ Rat Intestinal Perfusion Studies 
	Figure
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	Figure
	Analytical Method for In Situ Rat Intestinal Permeability Studies 
	Figure
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	Figure
	FDA publishes new and revised product-specific guidances describing the Agency’s current recommendations on demonstrating bioequivalence and certain other approval requirements. To ensure you are using the most accurate, sensitive, and reproducible methodology to demonstrate bioequivalence, as required by FDA regulations (21 CFR 320.24(a)), please continue to monitor for the availability of new and revised product-specific guidances in the Federal Register and on the FDA Web site at the following address: 
	. 
	. htm
	https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075207


	LABELING 
	LABELING 

	1.. PRESCRIBING INFORMATION 
	A. Please revise your insert labeling to be in accordance with the most recently approved labeling for the reference-listed drug (RLD), Sabril®, NDA 020427/S-016 approved April 27, 2017. 
	B. FULL PRESCRIBING INFORMATION 
	1). ADVERSE REACTIONS: Please include as the second bullet “• Magnetic Resonance Imaging (MRI) Abnormalities in Infants [see Warnings and Precautions (5.3)]” 
	2). OVERDOSAGE, 10.1 Signs, Symptoms, and Laboratory Findings of Overdosage, second paragraph, second sentence: Please revise “veltigo” to read “vertigo”. 
	3). DESCRIPTION, third paragraph, first sentence: Please revise “vely” to read “very”. 
	4). CLINICAL PHARMACOLOGY, 12.1 Mechanism of Action, first paragraph, first sentence:  Please revise “neurotrans1nitter” to read “neurotransmitter”. 
	5). CLINICAL PHARMACOLOGY, 12.2 Pharmacodynamics, first paragraph: Please revise “a.” to read “a”. [Two instances]. 
	ANDA 209822 Page 9 
	6). CLINICAL STUDIES, 14.1 Complex Partial Seizures, first paragraph after Table 9: Please revise “pa1tial” to read “partial” and “pa1ticular” to read “particular”. 
	2.. MEDICATION GUIDE 
	Please revise your Medication Guide to be in accordance with the most recently approved 
	Medication Guide for the reference listed drug (RLD), Sabril®, NDA 020427/S-016 
	approved April 27, 2017. 
	Submit your revised labeling electronically. The prescribing information and any patient labeling should reflect the full content of the labeling as well as the planned ordering of the content of the labeling.  The container label and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text size, and style. 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with the reference listed drug labeling with all differences annotated and explained. We also advise that you only address the deficiencies noted in this communication. 
	However, prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling. 
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address – 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 


	FACILITY INSPECTION/REMS 
	FACILITY INSPECTION/REMS 

	There are no further questions for the above listed disciplines at this time. The comments provided in this communication are comprehensive as of issuance. However, these comments are subject to revision if any scientific or regulatory division identifies additional concerns, as well as any concerns due to inspection results that may arise in the future.  Additionally the compliance status of each facility named in the application may be re-evaluated upon re-submission. 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 

	As described in our letter dated January 11, 2017, section 505-1 of the FD&C Act authorizes FDA to require the submission of a risk evaluation and mitigation strategy (REMS), if FDA determines that such a strategy is necessary to ensure that the benefits of the drug outweigh the risks [section 505-1(a)]. In accordance with section 505-1(i) of the FD&C Act, a drug that is the subject of an ANDA under section 505(j) is subject to certain elements of the REMS required for the applicable reference listed drug (
	There is an approved REMS for the applicable RLD, Sabril (vigabatrin), to ensure the benefits of the drug outweigh the risk of vision loss associated with vigabatrin. 
	ANDA 209822 Page 10 
	We acknowledge receipt of your proposed REMS included in your June 22, 2017 submission, which contains elements to assure safe use, an implementation system and timetable for submission of assessments. 
	Figure
	The REMS, should your application be approved, will create enforceable obligations.. For administrative purposes, designate the proposed REMS submission “PROPOSED REMS for. ANDA 209822” and all subsequent submissions related to the proposed REMS “PROPOSED REMS. for ANDA 209822 -AMENDMENT.”  .
	To facilitate review of your submission, we request that you submit your proposed REMS and other. REMS-related materials in Microsoft Word format. If certain documents, such as enrollment forms, .are only in PDF format, they may be submitted as such, but the preference is to include as many as. possible in Word format. .
	OTHER 
	OTHER 

	The resubmission to this CR letter will be considered to represent a MAJOR AMENDMENT, given that the deficiencies have been classified as MAJOR. 
	Prominently identify the submission with the following wording in bold, capital letters at the top of the first page of the submission: 
	RESUBMISSION MAJOR COMPLETE RESPONSE AMENDMENT DRUG SUBSTANCE/DRUG PRODUCT/PROCESS/BIOPHARMACEUTICS/ BIOEQUIVALENCE/LABELING 
	Upon review of your amendment, FDA may identify information in the amendment that may require a change in classification and an adjustment to the goal date. 
	Within one year after the date of this letter, you are required to respond by taking one of the actions available under 21 CFR 314.110(b).  If you do not take one of these actions, we may consider your lack of response a request to withdraw the ANDA under 21 CFR 314.110(c)(1).  You may also request an extension of time in which to resubmit the application.  A resubmission must fully address all the deficiencies listed. Additionally, a partial response to this letter will not be processed as a resubmission a
	The drug product may not be marketed without final Agency approval under section 505(j) of the FD&C Act. 
	ANDA 209822 Page 11 
	ANNUAL FACILITY FEES 
	ANNUAL FACILITY FEES 

	The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) established certain provisionswith respect to self-identification of facilities and payment of annual facility fees. Your ANDA identifies at least one facility that is subject to the self-identification requirement and payment of an annual facility fee.  Self-identification must occur by June 1 of each year for the next fiscal year. Facility fees must be paid each year by the date specified in the Federal Register notice an
	1 

	In addition, we note that GDUFA requires that certain non-manufacturing sites and organizations listed in generic drug submissions comply with the self-identification requirement. The failure of any facility, site, or organization to comply with its obligation to self-identify and/or to pay fees when due may raise significant concerns about that site or organization and is a factor that may increase the likelihood of a site inspection prior to approval.  FDA does not expect to give priority to completion of
	Additionally, we note that the failure of any facility referenced in the application to self-identify and pay applicable fees means that FDA will not consider the GDUFA application review goal dates to apply to that application. 
	The Electronic Common Technical Document (eCTD) is CDER’s standard format for electronic regulatory submissions. Beginning May 5, 2017, ANDAs must be submitted in eCTD format and beginning May 5, 2018, drug master files must be submitted in eCTD format. Submissions that do not adhere to the requirements stated in the eCTD Guidance will be subject to rejection. For more information, please visit: . 
	www.fda.gov/ectd
	www.fda.gov/ectd


	If you have any questions, call Kimberly McCullough, Regulatory Project Manager, Division of Project Management, at (240) 402-9021. 
	Sincerely yours, 
	{See appended electronic signature page} 
	Denise P. Toyer McKan, PharmD Director, Division of Project Management Office of Regulatory Operations Office of Generic Drugs 
	Figure
	Denise. Digitally signed by Denise Toyer McKan Date: 10/12/2017 09:43:45AM
	Toyer McKan 
	GUID: 5277df670008860f7e1231f730a8684c 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 209822. 
	LABELING. 
	LABELING. 

	Each Fill•·Coatd Tablet Contain: 
	NOC 0591-3851-01 
	\/lgabatrin, USP ............................................ 500 mg Usual Dosage: See accompanying product literature
	Vigabatrin for full prescribing infonnation. .I!!"'
	c
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	Store at 20° to 25°C (68° to n°F). [See USPTablets, USP Controlled Room Temperature). ~ _, c 
	--~o Dis,Hse in a tight, Ught·resistant container with a ~ :a 
	a
	child-resistant d osure. CD .-~"' 
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	PHARMACIST: Dispense the accompanying K"Pthis and all drugs out tf th• reach tf children. ~ ~ .c 
	Medication Guideto each patient. Manufactured in India by: ~ 
	---I 

	-~ 
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	·~
	Watson Pharma Private limited b 
	:=: "' 
	Verna, Salcette Goa 403 722 INOIA -' 0
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	Teva Pharmaceuticals USA, Inc. a North Wales, PA 19454 z .... z 
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	HIGHLIGHTS OF PRESCRIBING INFORMATION These highlights do not include all the information needed to use VIGABATRIN TABLETS safely and effectively. See full prescribing information for VIGABATRIN TABLETS. 
	VIGABATRIN tablets, for oral use Initial U.S. Approval: 2009 
	WARNING: PERMANENT VISION LOSS 
	See full prescribing information for complete boxed warning. 
	. Vigabatrin can cause permanent bilateral concentric visual field constriction, including tunnel vision that can result in disability. In some cases, vigabatrin may also decrease visual acuity (5.1). 
	. Risk increases with increasing dose and cumulative exposure, but there is no dose or exposure to vigabatrin known to be free of risk of vision loss (5.1). 
	. Risk of new and worsening vision loss continues as long as vigabatrin is used, and possibly after discontinuing vigabatrin (5.1). 
	. Baseline and periodic vision assessment is recommended for patients on vigabatrin. However, this assessment cannot always prevent vision damage (5.1). 
	. Vigabatrin tablets are available only through a restricted program called the Vigabatrin REMS Program (5.2). 
	----------------------INDICATIONS AND USAGE-------------------------------
	Vigabatrin tablets are indicated for the treatment of: 
	. Refractory Complex Partial Seizures as adjunctive therapy in patients greater than or equal to 10 years of age who have responded inadequately to several alternative treatments; Vigabatrin tablets are not indicated as a first line agent (1.1) 
	---------------------DOSAGE AND ADMINISTRATION---------------------
	-

	Refractory Complex Partial Seizures 
	Refractory Complex Partial Seizures 

	. Adults (17 years of age and older): Initiate at 1,000 mg/day (500 mg twice daily); increase total daily dose weekly in 500 mg/day increments, to the recommended dose of 3,000 mg/day (1,500 mg twice daily) (2.2) 
	. Pediatric (10 to 16 years of age): Initiate at 500 mg/day (250 mg twice daily); increase total daily dose weekly in 500 mg/day increments, to recommended maintenance dose of 2,000 mg/day (1,000 mg twice daily); dose patients weighing more than 60 kg according to adult recommendations (2.2) 
	Renal Impairment: Dose adjustment recommended (2.4, 8.5, 8.6) 
	-------------------DOSAGE FORMS AND STRENGTHS------------------
	-

	. Tablet: 500 mg (3) 
	--------------------------CONTRAINDICATIONS-----------------------------
	-

	None (4) 
	----------------------WARNINGS AND PRECAUTIONS--------------------
	-

	 Abnormal MRI signal changes have been reported in some infants with Infantile Spasms receiving vigabatrin (5.3)  Suicidal behavior and ideation: Antiepileptic drugs, including vigabatrin, 
	increase the risk of suicidal thoughts and behavior (5.5)  Withdrawal of AEDs: Taper dose to avoid withdrawal seizures (5.6)  Anemia: Monitor for symptoms of anemia (5.7)  Somnolence and fatigue: Advise patients not to drive or operate 
	machinery until they have gained sufficient experience on vigabatrin 
	(5.8) 
	----------------------------ADVERSE REACTIONS----------------------------
	-

	Most common adverse reactions in controlled studies include (incidence .greater than or equal to 5% over placebo): . Adults: in addition to permanent vision loss, fatigue, somnolence, .
	Refractory Complex Partial Seizures. 

	nystagmus, tremor, blurred vision, memory impairment, weight gain, arthralgia, abnormal coordination, and confusional state (6.1)  Pediatric patients (10 to 16 years of age): weight gain, upper respiratory tract infection, tremor, fatigue, aggression, and diplopia (6.1) 
	To report SUSPECTED ADVERSE REACTIONS, contact Teva Pharmaceuticals USA, Inc. at 1-888-838-2872 or FDA at 1-800-FDA-1088 
	or www.fda.gov/medwatch. 

	----------------------------DRUG INTERACTIONS-----------------------------
	-

	Decreased phenytoin plasma levels: dosage adjustment may be needed (7.1) 
	----------------------USE IN SPECIFIC POPULATIONS----------------------
	-

	 Pregnancy: Based on animal data, may cause fetal harm (8.1)  Nursing Mothers: Vigabatrin is excreted in human milk (8.3) 
	See 17 for PATIENT COUNSELING INFORMATION and Medication Guide. 
	Revised: 8/2018 
	FULL PRESCRIBING INFORMATION: CONTENTS* 
	WARNING: PERMANENT VISION LOSS 1 INDICATIONS AND USAGE
	  1.1 Refractory Complex Partial Seizures (CPS) 
	Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA II) (Public Law 115-52, Title III). 
	Some of these provisions were amended by the Generic Drug User Fee Amendments of 2017 (GDUFA II) (Public Law 115-52, Title III). 
	1 
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	  6.1 Clinical Trial Experience 
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	  7.1 Antiepileptic Drugs 
	7.2 Oral Contraceptives 
	  7.3 Drug-Laboratory Test Interactions 

	8 USE IN SPECIFIC POPULATIONS
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	  8.1 Pregnancy 
	  8.3 Nursing Mothers 
	  8.4 Pediatric Use 
	8.5 Geriatric Use 
	  8.6 Renal Impairment 
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	  9.1 Controlled Substance 
	  9.2 Abuse 
	  9.3 Dependence 
	10   OVERDOSAGE
	  10.1 Signs, Symptoms, and Laboratory Findings of Overdosage 
	  10.2 Management of Overdosage 
	11 DESCRIPTION 12 CLINICAL PHARMACOLOGY 
	  12.1 Mechanism of Action 
	  12.2 Pharmacodynamics
	  12.3 Pharmacokinetics 
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	 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
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	16 HOW SUPPLIED/STORAGE AND HANDLING 
	  16.1 How Supplied 
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	17 PATIENT COUNSELING INFORMATION 
	* Sections or subsections omitted from the full prescribing information are not listed. 
	1 .
	FULL PRESCRIBING INFORMATION .
	WARNING: PERMANENT VISION LOSS .
	. Vigabatrin can cause permanent bilateral concentric visual field constriction, including tunnel vision that can result in disability. In some cases, vigabatrin also can damage the central retina and may decrease visual acuity [see Warnings and Precautions (5.1)]. 
	. The onset of vision loss from vigabatrin is unpredictable, and can occur within weeks of starting treatment or sooner, or at any time after starting treatment, even after months or years. 
	. Symptoms of vision loss from vigabatrin are unlikely to be recognized by patients or caregivers before vision loss is severe.      Vision loss of milder severity, while often unrecognized by the patient or caregiver, can still adversely affect function. 
	. The risk of vision loss increases with increasing dose and cumulative exposure, but there is no dose or exposure known to be free of risk of vision loss.  
	. Vision assessment is recommended at baseline (no later than 4 weeks after starting vigabatrin), at least every 3 months during therapy, and about 3 to 6 months after the discontinuation of therapy. 
	. Once detected, vision loss due to vigabatrin is not reversible. It is expected that, even with frequent monitoring, some patients will develop severe vision loss. 
	. Consider drug discontinuation, balancing benefit and risk, if vision loss is documented. 
	. Risk of new or worsening vision loss continues as long as vigabatrin is used. It is possible that vision loss can worsen despite discontinuation of vigabatrin. 
	. Because of the risk of vision loss, vigabatrin should be withdrawn from patients with refractory complex partial seizures who fail to show substantial clinical benefit within 3 months of initiation and within 2 to 4 weeks of initiation for patients with infantile spasms, or sooner if treatment failure becomes obvious. Patient response to and continued need for vigabatrin should be periodically reassessed. 
	. Vigabatrin should not be used in patients with, or at high risk of, other types of irreversible vision loss unless the benefits of treatment clearly outweigh the risks. 
	. Vigabatrin should not be used with other drugs associated with serious adverse ophthalmic effects such as retinopathy or glaucoma unless the benefits clearly outweigh the risks. 
	. Use the lowest dosage and shortest exposure to vigabatrin consistent with clinical objectives [see Dosage and Administration (2.1)]. 
	Because of the risk of permanent vision loss, vigabatrin is available only through a restricted program under a Risk Evaluation and Mitigation Strategy (REMS) called the Vigabatrin REMS Program [see Warnings and Precautions (5.2)]. Further information is available at  or 1-866-244-8175. 
	www.vigabatrinREMS.com




	1 INDICATIONS AND USAGE 
	1 INDICATIONS AND USAGE 
	1.1 Refractory Complex Partial Seizures (CPS) 
	Vigabatrin tablets are indicated as adjunctive therapy for adults and pediatric patients 10 years of age and older with refractory complex partial seizures who have inadequately responded to several alternative treatments and for whom the potential benefits outweigh the risk of vision loss [see Warnings and Precautions (5.1)]. Vigabatrin tablets are not indicated as a first line agent for complex partial seizures. 
	2 .

	2 DOSAGE AND ADMINISTRATION 
	2 DOSAGE AND ADMINISTRATION 
	2.1 Important Dosing and Administration Instructions 
	Use the lowest dosage and shortest exposure to vigabatrin tablets consistent with clinical objectives [see Warnings and Precautions (5.1)]. 
	Dosing 

	The vigabatrin tablet dosing regimen depends on the age group and weight [see Dosage and Administration .(2.2,)]. Patients with impaired renal function require dose adjustment [see Dosage and Administration (2.4)]. .
	Vigabatrin tablets and powder for oral solution are bioequivalent. Either tablet or powder can be used for CPS.  .
	Monitoring of vigabatrin plasma concentrations to optimize therapy is not helpful.  .
	Vigabatrin tablets are given orally with or without food. .
	Administration .

	If a decision is made to discontinue vigabatrin tablets, the dose should be gradually reduced [see Dosage and Administration (2.2) and Warnings and Precautions (5.6)]. 
	2.2 Refractory Complex Partial Seizures 
	Treatment should be initiated at 1,000 mg/day (500 mg twice daily). Total daily dose may be increased in 500 mg increments at weekly intervals, depending on response. The recommended dose of vigabatrin tablets in adults is 3,000 mg/day (1,500 mg twice daily). A 6,000 mg/day dose has not been shown to confer additional benefit compared to the 3,000 mg/day dose and is associated with an increased incidence of adverse events. 
	Adults (Patients 17 Years of Age and Older) 

	In controlled clinical studies in adults with complex partial seizures, vigabatrin was tapered by decreasing the daily dose 1,000 mg/day on a weekly basis until discontinued [see Warnings and Precautions (5.6)]. 
	Treatment is based on body weight as shown in Table 1. Treatment should be initiated at a total daily dose of 500 mg/day (250 mg twice daily) and may be increased weekly in 500 mg/day increments to a total maintenance dose of 2,000 mg/day (1,000 mg twice daily). Patients weighing more than 60 kg should be dosed according to adult recommendations. 
	Pediatric (Patients 10 to 16 Years of Age) 

	Table 1. Pediatric CPS Dosing Recommendations
	 Total Daily Total DailyBody Weight Starting Dose Maintenance Dose[kg] [mg/day] [mg/day] 25 to 60 500 2,000 Administered in two divided doses. 
	*
	* 
	† 
	††
	*

	†Maintenance dose is based on 3,000 mg/day adult-equivalent dose
	†† Patients weighing more than 60 kg should be dosed according to adult recommendations 
	In patients with refractory complex partial seizures, vigabatrin tablets should be withdrawn if a substantial clinical benefit is not observed within 3 months of initiating treatment. If, in the clinical judgment of the prescriber, evidence of treatment failure becomes obvious earlier than 3 months, treatment should be discontinued at that time [see Warnings and Precautions (5.1)]. 
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	In a controlled study in pediatric patients with complex partial seizures, vigabatrin tablets were tapered by decreasing the daily dose by one third every week for three weeks [see Warnings and Precautions (5.6)]. 
	2.4 Patients with Renal Impairment 
	Vigabatrin is primarily eliminated through the kidney. 
	Adult and pediatric patients 10 years and older 
	Adult and pediatric patients 10 years and older 

	 Mild renal impairment (CLcr greater than 50 to 80 mL/min): dose should be decreased by 25% 
	 Moderate renal impairment (CLcr greater than 30 to 50 mL/min): dose should be decreased by 50% 
	 Severe renal impairment (CLcr greater than 10 to 30 mL/min): dose should be decreased by 75% 
	CLcr in mL/min may be estimated from serum creatinine (mg/dL) using the following formulas:  Patients 10 to less than 12 years old: CLcr ( m) = (K × Ht) / Scr 
	mL/min/1.73
	2

	height (Ht) in cm; serum creatinine (Scr) in mg/dL 
	   K (proportionality constant): Female Child (less than 12 years): K=0.55;  
	Male Child (less than 12 years): K=0.70 
	. Adult and pediatric patients 12 years or older: CLcr (mL/min) = [140-age (years)] × weight (kg) / [72 × serum creatinine (mg/dL)] (×0.85 for female patients) 
	The effect of dialysis on vigabatrin clearance has not been adequately studied [see Clinical Pharmacology 
	(12.3) and Use in Specific Populations (8.6)]. 

	3 DOSAGE FORMS AND STRENGTHS 
	3 DOSAGE FORMS AND STRENGTHS 
	Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 
	500 mg — Each white to off-white, film-coated, oval biconvex tablet functionally-scored on one side and debossed with A314 on the other side contains 500 mg of vigabatrin, USP.  

	4 CONTRAINDICATIONS 
	4 CONTRAINDICATIONS 
	None. 

	5 WARNINGS AND PRECAUTIONS 
	5 WARNINGS AND PRECAUTIONS 
	5.1 Permanent Vision Loss 
	Vigabatrin can cause permanent vision loss. Because of this risk and because, when it is effective, vigabatrin provides an observable symptomatic benefit; patient response and continued need for treatment should be periodically assessed. 
	Based upon adult studies, 30 percent or more of patients can be affected with bilateral concentric visual field constriction ranging in severity from mild to severe. Severe cases may be characterized by tunnel vision to within 10 degrees of visual fixation, which can result in disability. In some cases, vigabatrin also can damage the central retina and may decrease visual acuity. Symptoms of vision loss from vigabatrin are unlikely to be recognized by patients or caregivers before vision loss is severe. Vis
	Because assessing vision may be difficult in children, the frequency and extent of vision loss is poorly characterized in these patients. For this reason, the understanding of the risk is primarily based on the adult 
	4 .
	experience. The possibility that vision loss from vigabatrin may be more common, more severe, or have more severe functional consequences in children than in adults cannot be excluded. 
	The onset of vision loss from vigabatrin is unpredictable, and can occur within weeks of starting treatment or sooner, or at any time after starting treatment, even after months or years. 
	The risk of vision loss increases with increasing dose and cumulative exposure, but there is no dose or exposure known to be free of risk of vision loss. 
	In patients with refractory complex partial seizures, vigabatrin should be withdrawn if a substantial clinical benefit is not observed within 3 months of initiating treatment. If, in the clinical judgment of the prescriber, evidence of treatment failure becomes obvious earlier than 3 months, treatment should be discontinued at that time [see Dosage and Administration (2.2) and Warnings and Precautions (5.6)]. 
	Vigabatrin should not be used in patients with, or at high risk of, other types of irreversible vision loss unless the benefits of treatment clearly outweigh the risks. The interaction of other types of irreversible vision damage with vision damage from vigabatrin has not been well-characterized, but is likely adverse. 
	Vigabatrin should not be used with other drugs associated with serious adverse ophthalmic effects such as retinopathy or glaucoma unless the benefits clearly outweigh the risks. 
	Monitoring of vision by an ophthalmic professional with expertise in visual field interpretation and the ability to perform dilated indirect ophthalmoscopy of the retina is recommended [see Warnings and Precautions (5.2)]. For patients receiving vigabatrin, vision assessment is recommended at baseline (no later than 4 weeks after starting vigabatrin), at least every 3 months while on therapy, and about 3 to 6 months after the discontinuation of therapy. The diagnostic approach should be individualized for t
	Monitoring of Vision 

	In adults and cooperative pediatric patients, perimetry is recommended, preferably by automated threshold visual field testing. Additional testing may also include electrophysiology (e.g., electroretinography [ERG]), retinal imaging (e.g., optical coherence tomography [OCT]), and/or other methods appropriate for the patient. In patients who cannot be tested, treatment may continue according to clinical judgment, with appropriate patient counseling. Because of variability, results from ophthalmic monitoring 
	The onset and progression of vision loss from vigabatrin is unpredictable, and it may occur or worsen precipitously between assessments. Once detected, vision loss due to vigabatrin is not reversible. It is expected that even with frequent monitoring, some vigabatrin patients will develop severe vision loss. Consider drug discontinuation, balancing benefit and risk, if vision loss is documented. It is possible that vision loss can worsen despite discontinuation of vigabatrin. 
	5.2 Vigabatrin REMS Program 
	Vigabatrin tablets are available only through a restricted distribution program called the Vigabatrin REMS Program, because of the risk of permanent vision loss. 
	Notable requirements of the Vigabatrin REMS Program include the following: 
	5 .
	 Prescribers must be certified by enrolling in the program, agreeing to counsel patients on the risk of vision 
	loss and the need for periodic monitoring of vision, and reporting any event suggestive of vision loss to 
	Teva Pharmaceuticals USA, Inc.  Patients must enroll in the program.  Pharmacies must be certified and must only dispense to patients authorized to receive vigabatrin tablets. 
	Further information is available at  or call 1-866-244-8175. 
	www.vigabatrinREMS.com

	5.3 Magnetic Resonance Imaging (MRI) Abnormalities in Infants 
	Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants treated with vigabatrin for infantile spasms. In a retrospective epidemiologic study in infants with IS (N=205), the prevalence of these changes was 22% in vigabatrin treated patients versus 4% in patients treated with other therapies. 
	In the study above, in post marketing experience, and in published literature reports, these changes generally resolved with discontinuation of treatment. In a few patients, the lesion resolved despite continued use. It has been reported that some infants exhibited coincident motor abnormalities, but no causal relationship has been established and the potential for long-term clinical sequelae has not been adequately studied. 
	Neurotoxicity (brain histopathology and neurobehavioral abnormalities) was observed in rats exposed to vigabatrin during late gestation and the neonatal and juvenile periods of development, and brain histopathological changes were observed in dogs exposed to vigabatrin during the juvenile period of development. The relationship between these findings and the abnormal MRI findings in infants treated with vigabatrin for infantile spasms is unknown [see Warnings and Precautions (5.4) and Use in Specific Popula
	The specific pattern of signal changes observed in IS patients was not observed in older pediatric and adult patients treated with vigabatrin for refractory CPS. In a blinded review of MRI images obtained in prospective clinical trials in patients with refractory CPS 3 years and older (N=656), no difference was observed in anatomic distribution or prevalence of MRI signal changes between vigabatrin treated and placebo treated patients. 
	For adults treated with vigabatrin, routine MRI surveillance is unnecessary as there is no evidence that vigabatrin causes MRI changes in this population. 
	5.4 Neurotoxicity 
	Vacuolation, characterized by fluid accumulation and separation of the outer layers of myelin, has been observed in brain white matter tracts in adult and juvenile rats and adult mice, dogs, and possibly monkeys following administration of vigabatrin. This lesion, referred to as intramyelinic edema (IME), was seen in animals at doses within the human therapeutic range. A no-effect dose was not established in rodents or dogs. In the rat and dog, vacuolation was reversible following discontinuation of vigabat
	Administration of vigabatrin to rats during the neonatal and juvenile periods of development produced vacuolar changes in the brain gray matter (including the thalamus, midbrain, deep cerebellar nuclei, substantia nigra, hippocampus, and forebrain) which are considered distinct from the IME observed in vigabatrin treated adult 
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	animals. Decreased myelination and evidence of oligodendrocyte injury were additional findings in the brains of vigabatrin-treated rats. An increase in apoptosis was seen in some brain regions following vigabatrin exposure during the early postnatal period. Long-term neurobehavioral abnormalities (convulsions, neuromotor impairment, learning deficits) were also observed following vigabatrin treatment of young rats. Administration of vigabatrin to juvenile dogs produced vacuolar changes in the brain gray mat
	In a published study, vigabatrin (200, 400 mg/kg/day) induced apoptotic neurodegeneration in the brain of young rats when administered by intraperitoneal injection on postnatal days 5 to 7. 
	Administration of vigabatrin to female rats during pregnancy and lactation at doses below those used clinically resulted in hippocampal vacuolation and convulsions in the mature offspring. 
	Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants treated for IS with vigabatrin. Studies of the effects of vigabatrin on MRI and EP in adult epilepsy patients have demonstrated no clear-cut abnormalities [see Warnings and Precautions (5.3)]. 
	5.5 Suicidal Behavior and Ideation 
	Antiepileptic drugs (AEDs), including vigabatrin, increase the risk of suicidal thoughts or behavior in patients taking these drugs for any indication. Patients treated with any AED for any indication should be monitored for the emergence or worsening of depression, suicidal thoughts or behavior, and/or any unusual changes in mood or behavior. 
	Pooled analyses of 199 placebo-controlled clinical trials (mono- and adjunctive-therapy) of 11 different AEDs showed that patients randomized to one of the AEDs had approximately twice the risk (adjusted Relative Risk 1.8, 95% CI: 1.2, 2.7) of suicidal thinking or behavior compared to patients randomized to placebo. In these trials, which had a median treatment duration of 12 weeks, the estimated incidence rate of suicidal behavior or ideation among 27,863 AED treated patients was 0.43%, compared to 0.24% a
	The increased risk of suicidal thoughts or behavior with AEDs was observed as early as one week after starting drug treatment with AEDs and persisted for the duration of treatment assessed. Because most trials included in the analysis did not extend beyond 24 weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could not be assessed. 
	The risk of suicidal thoughts or behavior was generally consistent among drugs in the data analyzed. The finding of increased risk with AEDs of varying mechanisms of action and across a range of indications suggests that the risk applies to all AEDs used for any indication. The risk did not vary substantially by age (5 to  100 years) in the clinical trials analyzed. Table 4 shows absolute and relative risk by indication for all evaluated AEDs. 
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	Table 4. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis 
	Indication 
	Indication 
	Indication 
	Placebo Patients with Events per 1,000 Patients 
	Drug Patients with Events per 1,000 Patients 
	Relative Risk: Incidence of Drug Events in Drug Patients/Incidence in Placebo Patients 
	Risk Difference: Additional Drug Patients with Events per 1,000 Patients 

	EpilepsyPsychiatric OtherTotal
	EpilepsyPsychiatric OtherTotal
	 1.0 5.7  1.0  2.4 
	3.4 8.5 1.8 4.3 
	3.5 1.5 1.9 1.8 
	2.4 2.9 0.9 1.9 


	The relative risk for suicidal thoughts or behavior was higher in clinical trials for epilepsy than in clinical trials for psychiatric or other conditions, but the absolute risk differences were similar for the epilepsy and psychiatric indications. 
	Anyone considering prescribing vigabatrin or any other AED must balance the risk of suicidal thoughts or behavior with the risk of untreated illness. Epilepsy and many other illnesses for which AEDs are prescribed are themselves associated with morbidity and mortality and an increased risk of suicidal thoughts and behavior. Should suicidal thoughts and behavior emerge during treatment, the prescriber needs to consider whether the emergence of these symptoms in any given patient may be related to the illness
	Patients, their caregivers, and families should be informed that AEDs increase the risk of suicidal thoughts and behavior and should be advised of the need to be alert for the emergence or worsening of the signs and symptoms of depression, any unusual changes in mood or behavior, or the emergence of suicidal thoughts, behavior, or thoughts about self-harm. Behaviors of concern should be reported immediately to healthcare providers. 
	5.6 Withdrawal of Antiepileptic Drugs (AEDs) 
	As with all AEDs, vigabatrin should be withdrawn gradually. However, if withdrawal is needed because of a serious adverse event, rapid discontinuation can be considered. Patients and caregivers should be told not to suddenly discontinue vigabatrin therapy. 
	In controlled clinical studies in adults with complex partial seizures, vigabatrin was tapered by decreasing the daily dose 1,000 mg/day on a weekly basis until discontinued. 
	In a controlled study in pediatric patients with complex partial seizures, vigabatrin was tapered by decreasing the daily dose by one third every week for three weeks. 
	5.7 Anemia 
	In North American controlled trials in adults, 6% of patients (16/280) receiving vigabatrin and 2% of patients (3/188) receiving placebo had adverse events of anemia and/or met criteria for potentially clinically important hematology changes involving hemoglobin, hematocrit, and/or RBC indices. Across U.S. controlled trials, there were mean decreases in hemoglobin of about 3% and 0% in vigabatrin and placebo treated patients, respectively, and a mean decrease in hematocrit of about 1% in vigabatrin treated 
	In controlled and open label epilepsy trials in adults and pediatric patients, 3 vigabatrin patients (0.06%, 3/4855) discontinued for anemia and 2 vigabatrin patients experienced unexplained declines in hemoglobin to below  8 g/dL and/or hematocrit below 24%. 
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	5.8 Somnolence and Fatigue 
	Vigabatrin causes somnolence and fatigue. Patients should be advised not to drive a car or operate other complex machinery until they are familiar with the effects of vigabatrin on their ability to perform such activities. 
	Pooled data from two vigabatrin controlled trials in adults demonstrated that 24% (54/222) of vigabatrin patients experienced somnolence compared to 10% (14/135) of placebo patients. In those same studies, 28% of vigabatrin patients experienced fatigue compared to 15% (20/135) of placebo patients. Almost 1% of vigabatrin patients discontinued from clinical trials for somnolence and almost 1% discontinued for fatigue. 
	Pooled data from three vigabatrin controlled trials in pediatric patients demonstrated that 6% (10/165) of vigabatrin patients experienced somnolence compared to 5% (5/104) of placebo patients. In those same studies, 10% (17/165) of vigabatrin patients experienced fatigue compared to 7% (7/104) of placebo patients. No vigabatrin patients discontinued from clinical trials due to somnolence or fatigue. 
	5.9 Peripheral Neuropathy 
	Vigabatrin causes symptoms of peripheral neuropathy in adults. Pediatric clinical trials were not designed to assess symptoms of peripheral neuropathy, but observed incidence of symptoms based on pooled data from controlled pediatric studies appeared similar for pediatric patients on vigabatrin and placebo. In a pool of North American controlled and uncontrolled epilepsy studies, 4.2% (19/457) of vigabatrin patients developed signs and/or symptoms of peripheral neuropathy. In the subset of North American pl
	5.10 Weight Gain 
	Vigabatrin causes weight gain in adult and pediatric patients. 
	Data pooled from randomized controlled trials in adults found that 17% (77/443) of vigabatrin patients versus 8% (22/275) of placebo patients gained greater than or equal to 7% of baseline body weight. In these same trials, the mean weight change among vigabatrin patients was 3.5 kg compared to 1.6 kg for placebo patients. 
	Data pooled from randomized controlled trials in pediatric patients with refractory complex partial seizures found that 47% (77/163) of vigabatrin patients versus 19% (19/102) of placebo patients gained greater than or equal to 7% of baseline body weight. 
	In all epilepsy trials, 0.6% (31/4855) of vigabatrin patients discontinued for weight gain. The long term effects of vigabatrin related weight gain are not known. Weight gain was not related to the occurrence of edema. 
	5.11 Edema 
	Vigabatrin causes edema in adults. Pediatric clinical trials were not designed to assess edema, but observed incidence of edema based pooled data from controlled pediatric studies appeared similar for pediatric patients on vigabatrin and placebo. 
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	Pooled data from controlled trials demonstrated increased risk among vigabatrin patients compared to placebo patients for peripheral edema (vigabatrin 2%, placebo 1%), and edema (vigabatrin 1%, placebo 0%). In these studies, one vigabatrin and no placebo patients discontinued for an edema related AE. In adults, there was no apparent association between edema and cardiovascular adverse events such as hypertension or congestive heart failure. Edema was not associated with laboratory changes suggestive of dete

	6 ADVERSE REACTIONS 
	6 ADVERSE REACTIONS 
	The following serious and otherwise important adverse reactions are described elsewhere in labeling: 
	 Permanent Vision Loss [see BOXED WARNING and Warnings and Precautions (5.1)] 
	 Magnetic Resonance Imaging (MRI) Abnormalities in Infants [see Warnings and Precautions (5.3)] 
	 Neurotoxicity [see Warnings and Precautions (5.4)] 
	 Suicidal Behavior and Ideation [see Warnings and Precautions (5.5)] 
	 Withdrawal of Antiepileptic Drugs (AEDs) [see Warnings and Precautions (5.6)] 
	 Anemia [see Warnings and Precautions (5.7)] 
	 Somnolence and Fatigue [see Warnings and Precautions (5.8)] 
	 Peripheral Neuropathy [see Warnings and Precautions (5.9)] 
	 Weight Gain [see Warnings and Precautions (5.10)] 
	 Edema [see Warnings and Precautions (5.11)] 
	6.1 Clinical Trial Experience 
	Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice. 
	In U.S. and primary non-U.S. clinical studies of 4,079 vigabatrin treated patients, the most common (greater than or equal to 5%) adverse reactions associated with the use of vigabatrin in combination with other AEDs were headache, somnolence, fatigue, dizziness, convulsion, nasopharyngitis, weight gain, upper respiratory tract infection, visual field defect, depression, tremor, nystagmus, nausea, diarrhea, memory impairment, insomnia, irritability, abnormal coordination, blurred vision, diplopia, vomiting,
	The adverse reactions most commonly associated with vigabatrin treatment discontinuation in greater than or equal to 1% of patients were convulsion and depression. 
	Refractory Complex Partial Seizures 
	Refractory Complex Partial Seizures 

	Adults 
	Table 5 lists the adverse reactions that occurred in greater than or equal to 2% and more than one patient per vigabatrin treated group and that occurred more frequently than in placebo patients from 2 U.S. add-on clinical studies of refractory CPS in adults. 
	Table 5. Adverse Reactions in Pooled, Add-On Trials in Adults with Refractory Complex Partial Seizures 
	Vigabatrin Dosage (mg/day) 
	Vigabatrin Dosage (mg/day) 
	Vigabatrin Dosage (mg/day) 

	3000 
	3000 
	6000 
	Placebo 

	Body System Adverse Reaction 
	Body System Adverse Reaction 
	[N=134] % 
	[N=43] % 
	[N=135] % 

	Ear Disorders 
	Ear Disorders 

	Tinnitus 
	Tinnitus 
	2 
	0 
	1 

	Vertigo 
	Vertigo 
	2 
	5 
	1 
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	Eye Disorders
	Eye Disorders
	Eye Disorders

	    Blurred vision 
	    Blurred vision 
	13 
	16 
	5 

	Diplopia 
	Diplopia 
	7 
	16 
	3 

	Asthenopia 
	Asthenopia 
	2 
	2 
	0 

	Eye pain 
	Eye pain 
	0 
	5 
	0 

	Gastrointestinal Disorders 
	Gastrointestinal Disorders 

	Diarrhea 
	Diarrhea 
	10 
	16 
	7 

	Nausea 
	Nausea 
	10 
	2 
	8 

	Vomiting 
	Vomiting 
	7 
	9 
	6 

	    Constipation 
	    Constipation 
	8 
	5 
	3 

	Upper abdominal pain 
	Upper abdominal pain 
	5 
	5 
	1 

	Dyspepsia 
	Dyspepsia 
	4 
	5 
	3 

	Stomach discomfort 
	Stomach discomfort 
	4 
	2 
	1 

	Abdominal pain 
	Abdominal pain 
	3 
	2 
	1 

	Toothache 
	Toothache 
	2 
	5 
	2 

	Abdominal distension 
	Abdominal distension 
	2 
	0 
	1 

	General Disorders 
	General Disorders 

	Fatigue 
	Fatigue 
	23 
	40 
	16 

	Gait disturbance 
	Gait disturbance 
	6 
	12 
	7 

	Asthenia 
	Asthenia 
	5 
	7 
	1 

	Edema peripheral 
	Edema peripheral 
	5 
	7 
	1 

	Fever 
	Fever 
	4 
	7 
	3 

	    Chest pain 
	    Chest pain 
	1 
	5 
	1 

	Thirst 
	Thirst 
	2 
	0 
	0 

	Malaise 
	Malaise 
	0 
	5 
	0 

	Infections 
	Infections 

	Nasopharyngitis 
	Nasopharyngitis 
	14 
	9 
	10 

	Upper respiratory tract infection 
	Upper respiratory tract infection 
	7 
	9 
	6 

	Influenza 
	Influenza 
	5 
	7 
	4 

	Urinary tract infection 
	Urinary tract infection 
	4 
	5 
	0 

	    Bronchitis 
	    Bronchitis 
	0 
	5 
	1 

	Injury
	Injury

	    Contusion 
	    Contusion 
	3 
	5 
	2 

	    Joint sprain 
	    Joint sprain 
	1 
	2 
	1 

	    Muscle strain 
	    Muscle strain 
	1 
	2 
	1 

	Wound secretion 
	Wound secretion 
	0 
	2 
	0 

	Metabolism and Nutrition Disorders 
	Metabolism and Nutrition Disorders 

	Increased appetite 
	Increased appetite 
	1 
	5 
	1 

	Weight gain 
	Weight gain 
	6 
	14 
	3 

	Musculoskeletal Disorders 
	Musculoskeletal Disorders 

	Arthralgia 
	Arthralgia 
	10 
	5 
	3

	    Back pain 
	    Back pain 
	4 
	7 
	2 

	Pain in extremity 
	Pain in extremity 
	6 
	2 
	4 

	    Myalgia 
	    Myalgia 
	3 
	5 
	1 

	    Muscle twitching 
	    Muscle twitching 
	1 
	9 
	1 

	    Muscle spasms 
	    Muscle spasms 
	3 
	0 
	1 

	Nervous System Disorders 
	Nervous System Disorders 

	Headache 
	Headache 
	33 
	26 
	31 

	Somnolence 
	Somnolence 
	22 
	26 
	13 

	Dizziness 
	Dizziness 
	24 
	26 
	17 

	Nystagmus 
	Nystagmus 
	13 
	19 
	9 

	Tremor 
	Tremor 
	15 
	16 
	8

	    Memory impairment 
	    Memory impairment 
	7 
	16 
	3 

	Abnormal coordination 
	Abnormal coordination 
	7 
	16 
	2 

	Disturbance in attention 
	Disturbance in attention 
	9 
	0 
	1 

	Sensory disturbance 
	Sensory disturbance 
	4 
	7 
	2 

	Hyporeflexia 
	Hyporeflexia 
	4 
	5 
	1 

	Paraesthesia 
	Paraesthesia 
	7 
	2 
	1 

	Lethargy 
	Lethargy 
	4 
	7 
	2 

	Hyperreflexia 
	Hyperreflexia 
	4 
	2 
	3 
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	Hypoaesthesia 
	Hypoaesthesia 
	Hypoaesthesia 
	4 
	5 
	1 

	Sedation 
	Sedation 
	4 
	0 
	0 

	Status epilepticus 
	Status epilepticus 
	2 
	5 
	0 

	Dysarthria 
	Dysarthria 
	2 
	2 
	1 

	Postictal state 
	Postictal state 
	2 
	0 
	1 

	Sensory loss 
	Sensory loss 
	0 
	5 
	0 

	Psychiatric Disorders 
	Psychiatric Disorders 

	Irritability 
	Irritability 
	7 
	23 
	7 

	Depression 
	Depression 
	6 
	14 
	3 

	    Confusional state 
	    Confusional state 
	4 
	14 
	1 

	Anxiety 
	Anxiety 
	4 
	0 
	3 

	Depressed mood 
	Depressed mood 
	5 
	0 
	1 

	Abnormal thinking 
	Abnormal thinking 
	3 
	7 
	0 

	Abnormal behavior 
	Abnormal behavior 
	3 
	5 
	1 

	Expressive language disorder 
	Expressive language disorder 
	1 
	7 
	1 

	Nervousness 
	Nervousness 
	2 
	5 
	2 

	Abnormal dreams 
	Abnormal dreams 
	1 
	5 
	1 

	Reproductive System 
	Reproductive System 

	Dysmenorrhea 
	Dysmenorrhea 
	9 
	5 
	3 

	Erectile dysfunction 
	Erectile dysfunction 
	0 
	5 
	0 

	Respiratory and Thoracic Disorders 
	Respiratory and Thoracic Disorders 

	Pharyngolaryngeal pain 
	Pharyngolaryngeal pain 
	7 
	14 
	5 

	    Cough 
	    Cough 
	2 
	14 
	7 

	Pulmonary congestion 
	Pulmonary congestion 
	0 
	5 
	1 

	Sinus headache 
	Sinus headache 
	6 
	2 
	1 

	Skin and Subcutaneous Tissue 
	Skin and Subcutaneous Tissue 

	Disorders
	Disorders

	 Rash 
	 Rash 
	4 
	5 
	4 

	Pediatrics 10 to 16 years of age 
	Pediatrics 10 to 16 years of age 


	Table 6 lists adverse reactions from controlled clinical studies of pediatric patients receiving vigabatrin or placebo as add-on therapy for refractory complex partial seizures. Adverse reactions that are listed occurred in at least 2% of vigabatrin treated patients and more frequently than placebo. The median vigabatrin dose was 
	49.4 mg/kg (range of 8.0 to 105.9 mg/kg). 
	Table 6. Adverse Reactions in Pooled, Add-On Trials in Pediatric Patients 10 to 16 Years of Age with Refractory Complex Partial Seizures 
	 All Vigabatrin Placebo Body System [N=109] [N=46] Adverse Reaction % % 
	Eye Disorders 
	Eye Disorders 
	Eye Disorders 

	Diplopia 
	Diplopia 
	5 
	0

	    Blurred vision 
	    Blurred vision 
	3 
	0 

	Gastrointestinal Disorders 
	Gastrointestinal Disorders 

	Diarrhea 
	Diarrhea 
	6 
	2 

	Upper abdominal pain 
	Upper abdominal pain 
	3 
	0

	    Constipation 
	    Constipation 
	3 
	2 

	General Disorders 
	General Disorders 

	Fatigue 
	Fatigue 
	9 
	4 

	Infections and Infestations 
	Infections and Infestations 

	Upper respiratory tract infection 
	Upper respiratory tract infection 
	10 
	4 

	Influenza 
	Influenza 
	6 
	2 

	Otitis media 
	Otitis media 
	6 
	2 

	Investigations 
	Investigations 

	Weight gain 
	Weight gain 
	17 
	2 

	Nervous System Disorders 
	Nervous System Disorders 

	Somnolence 
	Somnolence 
	6 
	2 

	Tremor 
	Tremor 
	6 
	0 


	12 .
	Nystagmus 
	Nystagmus 
	Nystagmus 
	5 
	2 

	Psychomotor hyperactivity 
	Psychomotor hyperactivity 
	4 
	2 

	Psychiatric Disorders 
	Psychiatric Disorders 

	Abnormal behavior 
	Abnormal behavior 
	6 
	2 

	Aggression 
	Aggression 
	5 
	0 

	Disorientation 
	Disorientation 
	4 
	0 

	Reproduction and Breast Disorders 
	Reproduction and Breast Disorders 

	Dysmenorrhea 
	Dysmenorrhea 
	3 
	0 

	Skin and Subcutaneous Tissue Disorders 
	Skin and Subcutaneous Tissue Disorders 

	Acne 
	Acne 
	3 
	0 


	6.2 Postmarketing Experience 
	The following adverse reactions have been reported during post approval use of vigabatrin worldwide. All adverse reactions that are not listed above as adverse reactions reported in clinical trials, that are not relatively common in the population and are not too vague to be useful are listed in this section. These reactions are reported voluntarily from a population of uncertain size; therefore, it is not possible to estimate their frequency or establish a causal relationship to drug exposure. Adverse reac
	 Congenital cardiac defects, congenital external ear anomaly, congenital hemangioma, congenital hydronephrosis, congenital male genital malformation, congenital oral malformation, congenital vesicoureteric reflux, dentofacial anomaly, dysmorphism, fetal anticonvulsant syndrome, hamartomas, hip dysplasia, limb malformation, limb reduction defect, low set ears, renal aplasia, retinitis pigmentosa, supernumerary nipple, talipes 
	Birth Defects:

	 Deafness 
	Ear Disorders:

	 Delayed puberty 
	Endocrine Disorders:

	 Gastrointestinal hemorrhage, esophagitis 
	Gastrointestinal Disorders:

	 Developmental delay, facial edema, malignant hyperthermia, multi-organ failure 
	General Disorders:

	 Cholestasis 
	Hepatobiliary Disorders:

	 Dystonia, encephalopathy, hypertonia, hypotonia, muscle spasticity, myoclonus, optic neuritis, dyskinesia 
	Nervous System Disorders:

	 Acute psychosis, apathy, delirium, hypomania, neonatal agitation, psychotic disorder 
	Psychiatric Disorders:

	 Laryngeal edema, pulmonary embolism, respiratory failure, stridor 
	Respiratory Disorders:

	 Angioedema, maculo-papular rash, pruritus, Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN), alopecia 
	Skin and Subcutaneous Tissue Disorders:


	7 DRUG INTERACTIONS 
	7 DRUG INTERACTIONS 
	7.1 Antiepileptic Drugs 
	Although phenytoin dose adjustments are not routinely required, dose adjustment of phenytoin should be considered if clinically indicated, since vigabatrin may cause a moderate reduction in total phenytoin plasma levels [see Clinical Pharmacology (12.3)]. 
	Phenytoin 
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	max of clonazepam resulting in an increase of clonazepam-associated adverse reactions [see Clinical Pharmacology (12.3)]. 
	Clonazepam 
	Vigabatrin may moderately increase the C

	There are no clinically significant pharmacokinetic interactions between vigabatrin and either phenobarbital or sodium valproate. Based on population pharmacokinetics, carbamazepine, clorazepate, primidone, and sodium valproate appear to have no effect on plasma concentrations of vigabatrin [see Clinical Pharmacology (12.3)]. 
	Other AEDs 

	7.2 Oral Contraceptives 
	Vigabatrin is unlikely to affect the efficacy of steroid oral contraceptives [see Clinical Pharmacology (12.3)]. 
	7.3 Drug-Laboratory Test Interactions 
	Vigabatrin decreases alanine transaminase (ALT) and aspartate transaminase (AST) plasma activity in up to 90% of patients. In some patients, these enzymes become undetectable. The suppression of ALT and AST activity by vigabatrin may preclude the use of these markers, especially ALT, to detect early hepatic injury. 
	Vigabatrin may increase the amount of amino acids in the urine, possibly leading to a false positive test for certain rare genetic metabolic diseases (e.g., alpha aminoadipic aciduria). 

	8 USE IN SPECIFIC POPULATIONS 
	8 USE IN SPECIFIC POPULATIONS 
	8.1 Pregnancy 
	Pregnancy Category C. .Vigabatrin produced developmental toxicity, including teratogenic and neurohistopathological effects, when .administered to pregnant animals at clinically relevant doses. In addition, developmental neurotoxicity was .observed in rats treated with vigabatrin during a period of postnatal development corresponding to the third .trimester of human pregnancy. There are no adequate and well-controlled studies in pregnant women. .Vigabatrin should be used during pregnancy only if the potenti
	Administration of vigabatrin (oral doses of 50 to 200 mg/kg) to pregnant rabbits throughout the period of .organogenesis was associated with an increased incidence of malformations (cleft palate) and embryo-fetal .death; these findings were observed in two separate studies. The no-effect dose for teratogenicity and .embryolethality in rabbits (100 mg/kg) is approximately 1/2 the maximum recommended human dose (MRHD) .of 3 g/day on a body surface area (mg/m) basis. In rats, oral administration of vigabatrin 
	2
	2
	2

	In a published study, vigabatrin (300 or 450 mg/kg) was administered by intraperitoneal injection to a mutant .mouse strain on a single day during organogenesis (day 7, 8, 9, 10, 11, or 12). An increase in malformations .(including cleft palate) was observed at both doses. .
	Oral administration of vigabatrin (5, 15, or 50 mg/kg) to young rats during the neonatal and juvenile periods of .development (postnatal days 4 to 65) produced neurobehavioral (convulsions, neuromotor impairment, learning .deficits) and neurohistopathological (brain vacuolation, decreased myelination, and retinal dysplasia) .abnormalities in treated animals. The early postnatal period in rats is generally thought to correspond to late .pregnancy in humans in terms of brain development. The no-effect dose fo
	14 .
	juvenile rats (5 mg/kg) was associated with plasma vigabatrin exposures (AUC) less than 1/30 of those measured in pediatric patients receiving an oral dose of 50 mg/kg. 
	To provide information regarding the effects of in utero exposure to vigabatrin, physicians are advised to recommend that pregnant patients taking vigabatrin enroll in the North American Antiepileptic Drug (NAAED) Pregnancy Registry. This can be done by calling the toll free number 1-888-233-2334, and must be done by patients themselves. Information on the registry can also be found at the website /. 
	Pregnancy Registry 
	http://www.aedpregnancyregistry.org

	8.3 Nursing Mothers 
	Vigabatrin is excreted in human milk. Because of the potential for serious adverse reactions from vigabatrin in nursing infants, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug to the mother [see Warnings and Precautions (5.3, 5.4)]. 
	8.4 Pediatric Use 
	The safety and effectiveness of vigabatrin as adjunctive treatment of refractory complex partial seizures in pediatric patients aged 10 to 16 years of age have been established [see Clinical Studies (14.1)]. The dosing recommendation in this population varies according to age group and is weight based [see Dosage and Administration (2.2)]. Adverse reactions in this pediatric population are similar to those observed in the adult population [see Adverse Reactions (6.1)]. 
	The safety and effectiveness of vigabatrin have not been established in pediatric patients under 10 years of age with refractory complex partial seizures. 
	Abnormal MRI signal changes were observed in infants [see Warnings and Precautions (5.3, 5.4)]. 
	Oral administration of vigabatrin (5, 15, or 50 mg/kg) to young rats during the neonatal and juvenile periods of development (postnatal days 4 to 65) produced neurobehavioral (convulsions, neuromotor impairment, learning deficits) and neurohistopathological (brain gray matter vacuolation, decreased myelination, and retinal dysplasia) abnormalities. The no-effect dose for developmental neurotoxicity in juvenile rats (the lowest dose tested) was associated with plasma vigabatrin exposures (AUC) substantially 
	8.5 Geriatric Use 
	Clinical studies of vigabatrin did not include sufficient numbers of patients aged 65 and over to determine whether they responded differently from younger patients. 
	Vigabatrin is known to be substantially excreted by the kidney, and the risk of toxic reactions to this drug may be greater in patients with impaired renal function. Because elderly patients are more likely to have decreased renal function, care should be taken in dose selection, and it may be useful to monitor renal function. 
	Oral administration of a single dose of 1.5 g of vigabatrin to elderly (greater than or equal to 65 years) patients with reduced creatinine clearance (less than 50 mL/min) was associated with moderate to severe sedation and confusion in 4 of 5 patients, lasting up to 5 days. The renal clearance of vigabatrin was 36% lower in healthy 
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	elderly subjects (greater than or equal to 65 years) than in young healthy males. Adjustment of dose or frequency of administration should be considered. Such patients may respond to a lower maintenance dose [see Dosage and Administration (2.4) and Clinical Pharmacology (12.3)]. 
	Other reported clinical experience has not identified differences in responses between the elderly and younger patients. 
	8.6 Renal Impairment 
	Dose adjustment, including initiating treatment with a lower dose, is necessary in pediatric patients 10 years of age and older and adults with mild (creatinine clearance greater than 50 to 80 mL/min), moderate (creatinine clearance greater than 30 to 50 mL/min) and severe (creatinine clearance greater than 10 to 30 mL/min) renal impairment [see Dosage and Administration (2.4) and Clinical Pharmacology (12.3)]. 
	9 DRUG ABUSE AND DEPENDENCE 
	9.1 Controlled Substance 
	Vigabatrin is not a controlled substance. 
	9.2 Abuse 
	Vigabatrin did not produce adverse events or overt behaviors associated with abuse when administered to humans or animals. It is not possible to predict the extent to which a CNS active drug will be misused, diverted, and/or abused once marketed. Consequently, physicians should carefully evaluate patients for history of drug abuse and follow such patients closely, observing them for signs of misuse or abuse of vigabatrin (e.g., incrementation of dose, drug-seeking behavior). 
	9.3 Dependence 
	Following chronic administration of vigabatrin to animals, there were no apparent withdrawal signs upon drug discontinuation. However, as with all AEDs, vigabatrin should be withdrawn gradually to minimize increased seizure frequency [see Warnings and Precautions (5.6)]. 
	10 OVERDOSAGE 
	10.1 Signs, Symptoms, and Laboratory Findings of Overdosage 
	Confirmed and/or suspected vigabatrin overdoses have been reported during clinical trials and in post marketing surveillance. No vigabatrin overdoses resulted in death. When reported, the vigabatrin dose ingested ranged from 3 g to 90 g, but most were between 7.5 g and 30 g. Nearly half the cases involved multiple drug ingestions including carbamazepine, barbiturates, benzodiazepines, lamotrigine, valproic acid, acetaminophen, and/or chlorpheniramine. 
	Coma, unconsciousness, and/or drowsiness were described in the majority of cases of vigabatrin overdose. Other less commonly reported symptoms included vertigo, psychosis, apnea or respiratory depression, bradycardia, agitation, irritability, confusion, headache, hypotension, abnormal behavior, increased seizure activity, status epilepticus, and speech disorder. These symptoms resolved with supportive care. 
	10.2 Management of Overdosage 
	There is no specific antidote for vigabatrin overdose. Standard measures to remove unabsorbed drug should be used, including elimination by emesis or gastric lavage. Supportive measures should be employed, including monitoring of vital signs and observation of the clinical status of the patient. 
	In an in vitro study, activated charcoal did not significantly adsorb vigabatrin. 
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	The effectiveness of hemodialysis in the treatment of vigabatrin overdose is unknown. In isolated case reports in renal failure patients receiving therapeutic doses of vigabatrin, hemodialysis reduced vigabatrin plasma concentrations by 40% to 60%. 
	11 DESCRIPTION 
	Vigabatrin tablets, USP are an oral antiepileptic drug and are available as white film-coated 500 mg tablets. 
	The chemical name of vigabatrin USP, a racemate consisting of two enantiomers, is (±) 4-amino-5-hexenoic 6H11NO2 and the molecular weight is 129.16. It has the following structural formula: 
	acid. The molecular formula is C

	Figure
	Vigabatrin, USP is a white to off-white powder which is freely soluble in water, slightly soluble in methyl alcohol, very slightly soluble in ethyl alcohol and chloroform, and insoluble in toluene and hexane. The pH of a 1% aqueous solution is about 6.9. The n-octanol/water partition coefficient of vigabatrin, USP is about 0.011 (log P=-1.96) at physiologic pH. Vigabatrin, USP melts with decomposition in a 3-degree range within the a) of vigabatrin, USP are 4 and 9.7 at room temperature (25°C). 
	temperature interval of 171°C to 176°C. The dissociation constants (pK

	Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate, and titanium dioxide. 
	12 CLINICAL PHARMACOLOGY 
	12.1 Mechanism of Action 
	The precise mechanism of vigabatrin's anti-seizure effect is unknown, but it is believed to be the result of its action as an irreversible inhibitor of γ-aminobutyric acid transaminase (GABA-T), the enzyme responsible for the metabolism of the inhibitory neurotransmitter GABA. This action results in increased levels of GABA in the central nervous system. 
	No direct correlation between plasma concentration and efficacy has been established. The duration of drug effect is presumed to be dependent on the rate of enzyme re-synthesis rather than on the rate of elimination of the drug from the systemic circulation. 
	12.2 Pharmacodynamics 
	There is no indication of a QT/QTc prolonging effect of vigabatrin in single doses up to 6.0 g. In a randomized, placebo-controlled, crossover study, 58 healthy subjects were administered a single oral dose of vigabatrin  (3 g and 6 g) and placebo. Peak concentrations for 6.0 g vigabatrin were approximately 2-fold higher than the peak concentrations following the 3.0 g single oral dose. 
	Effects on Electrocardiogram 

	12.3 Pharmacokinetics 
	Vigabatrin displayed linear pharmacokinetics after administration of single doses ranging from 0.5 g to 4 g, and after administration of repeated doses of 0.5 g and 2.0 g twice daily. Bioequivalence has been established 
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	max, half-life, and clearance) of vigabatrin was obtained from stand-alone PK studies and population PK analyses. 
	between the oral solution and tablet formulations. The following PK information (T

	Following oral administration, vigabatrin is essentially completely absorbed. The time to maximum max) is approximately 1 hour for children (10 years to 16 years) and adults. There was little accumulation with multiple dosing in adult and pediatric patients. A food effect study involving administration max was decreased by max was increased to 2 hours, and AUC was unchanged under fed conditions. 
	Absorption 
	concentration (T
	of vigabatrin to healthy volunteers under fasting and fed conditions indicated that the C
	33%, T

	Vigabatrin does not bind to plasma proteins. Vigabatrin is widely distributed throughout the body; mean  steady-state volume of distribution is 1.1 L/kg (CV = 20%). 
	Distribution 

	Vigabatrin is not significantly metabolized; it is eliminated primarily through renal excretion. The terminal  half-life of vigabatrin is about 9.5 hours for children (10 years to 16 years), and 10.5 hours for adults. Following administration of C-vigabatrin to healthy male volunteers, about 95% of total radioactivity was recovered in the urine over 72 hours with the parent drug representing about 80% of this. Vigabatrin induces CYP2C9, but does not induce other hepatic cytochrome P450 enzyme systems. 
	Metabolism and Elimination 
	[14]

	Specific Populations 
	Specific Populations 

	Geriatric 
	The renal clearance of vigabatrin in healthy elderly patients (greater than or equal to 65 years of age) was 36% less than those in healthy younger patients. This finding is confirmed by an analysis of data from a controlled clinical trial [see Use in Specific Populations (8.5)]. 
	Pediatric 
	The clearance of vigabatrin is 5.8 L/hr for children (10 years to 16 years) and 7 L/hr for adults. 
	Gender 
	No gender differences were observed for the pharmacokinetic parameters of vigabatrin in patients. 
	Race 
	No specific study was conducted to investigate the effects of race on vigabatrin pharmacokinetics. A cross study comparison between 23 Caucasian and 7 Japanese patients who received 1, 2, and 4 g of vigabatrin indicated max, and half-life were similar for the two populations. However, the mean renal clearance of Caucasians (5.2 L/hr) was about 25% higher than the Japanese (4.0 L/hr). Inter-subject variability in renal clearance was 20% in Caucasians and was 30% in Japanese. 
	that the AUC, C

	Renal Impairment 
	Mean AUC increased by 30% and the terminal half-life increased by 55% (8.1 hr vs 12.5 hr) in adult patients with mild renal impairment (CLcr from greater than 50 to 80 mL/min) in comparison to normal subjects. 
	Mean AUC increased by two-fold and the terminal half-life increased by two-fold in adult patients with moderate renal impairment (CLcr from greater than 30 to 50 mL/min) in comparison to normal subjects. 
	Mean AUC increased by 4.5-fold and the terminal half-life increased by 3.5-fold in adult patients with severe renal impairment (CLcr from greater than 10 to 30 mL/min) in comparison to normal subjects. 
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	Adult patients with renal impairment 
	Dosage adjustment, including starting at a lower dose, is recommended for adult patients with any degree of renal impairment [see Use in Specific Populations (8.6) and Dosage and Administration (2.4)]. 
	Pediatric patients 10 years and older with renal impairment 
	Although information is unavailable on the effects of renal impairment on vigabatrin clearance in pediatric patients 10 years and older, dosing can be calculated based upon adult data and an established formula [see Use in Specific Populations (8.6) and Dosage and Administration (2.4)]. 
	Hepatic Impairment 
	Vigabatrin is not significantly metabolized. The pharmacokinetics of vigabatrin in patients with impaired liver function has not been studied. 
	Drug Interactions 
	Drug Interactions 

	Phenytoin 
	A 16% to 20% average reduction in total phenytoin plasma levels was reported in adult controlled clinical studies. In vitro drug metabolism studies indicate that decreased phenytoin concentrations upon addition of vigabatrin therapy are likely to be the result of induction of cytochrome P450 2C enzymes in some patients. Although phenytoin dose adjustments are not routinely required, dose adjustment of phenytoin should be considered if clinically indicated [see Drug Interactions (7.1)]. 
	Clonazepam 
	In a study of 12 healthy adult volunteers, clonazepam (0.5 mg) co-administration had no effect on vigabatrin 
	(1.5max of clonazepam by 30% and decreases the mean Tmax by 45% [see Drug Interactions (7.1)]. 
	 g twice daily) concentrations. Vigabatrin increases the mean C

	Other AEDs 
	When co-administered with vigabatrin, phenobarbital concentration (from phenobarbital or primidone) was reduced by an average of 8% to 16%, and sodium valproate plasma concentrations were reduced by an average of 8%. These reductions did not appear to be clinically relevant. Based on population pharmacokinetics, carbamazepine, clorazepate, primidone, and sodium valproate appear to have no effect on plasma concentrations of vigabatrin [see Drug Interactions (7.1)]. 
	Alcohol 
	Co-administration of ethanol (0.6 g/kg) with vigabatrin (1.5 g twice daily) indicated that neither drug influences the pharmacokinetics of the other. 
	Oral Contraceptives 
	In a double-blind, placebo-controlled study using a combination oral contraceptive containing 30 mcg ethinyl estradiol and 150 mcg levonorgestrel, vigabatrin (3 g/day) did not interfere significantly with the cytochrome P450 isoenzyme (CYP3A)-mediated metabolism of the contraceptive tested. Based on this study, vigabatrin is unlikely to affect the efficacy of steroid oral contraceptives. Additionally, no significant difference in max, apparent oral clearance, time to peak, and apparent volume of distributio
	pharmacokinetic parameters (elimination half-life, AUC, C

	13 NONCLINICAL TOXICOLOGY 
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
	Vigabatrin showed no carcinogenic potential in mouse or rat when given in the diet at doses up to  150 mg/kg/day for 18 months (mouse) or at doses up to 150 mg/kg/day for 2 years (rat). These doses are less 
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	than the maximum recommended human dose (MRHD) for refractory complex partial seizures (3 g/day) on a mg/m basis. 
	2

	Vigabatrin was negative in in vitro (Ames, CHO/HGPRT mammalian cell forward gene mutation, chromosomal aberration in rat lymphocytes) and in in vivo (mouse bone marrow micronucleus) assays. 
	No adverse effects on male or female fertility were observed in rats at oral doses up to 150 mg/kg/day (approximately 1/2 the MRHD of 3 g/day on a mg/m basis) for adults treated with refractory complex partial seizures. 
	2

	14 CLINICAL STUDIES 
	14.1 Complex Partial Seizures 
	The effectiveness of vigabatrin as adjunctive therapy in adult patients was established in two U.S. multicenter, double-blind, placebo-controlled, parallel-group clinical studies. A total of 357 adults (age 18 to 60 years) with complex partial seizures, with or without secondary generalization were enrolled (Studies 1 and 2). Patients were required to be on an adequate and stable dose of an anticonvulsant, and have a history of failure on an adequate regimen of carbamazepine or phenytoin. Patients had a his
	Adults 

	The primary measure of efficacy was the patient’s reduction in mean monthly frequency of complex partial seizures plus partial seizures secondarily generalized at end of study compared to baseline. 
	Study 1 
	Study 1 (N=174) was a randomized, double-blind, placebo-controlled, dose-response study consisting of an  8-week baseline period followed by an 18-week treatment period. Patients were randomized to receive placebo or 1, 3, or 6 g/day vigabatrin administered twice daily. During the first 6 weeks following randomization, the dose was titrated upward beginning with 1 g/day and increasing by 0.5 g/day on days 1 and 5 of each subsequent week in the 3 g/day and 6 g/day groups, until the assigned dose was reached.
	Results for the primary measure of effectiveness, reduction in monthly frequency of complex partial seizures, are shown in Table 8. The 3 g/day and 6 g/day dose groups were statistically significantly superior to placebo, but the 6 g/day dose was not superior to the 3 g/day dose. 
	Table 8. Median Monthly Frequency of Complex Partial Seizures
	+

	 N Baseline End-study Placebo 45 9.0 8.8 1 g/day vigabatrin 45 8.5 7.7 3 g/day vigabatrin 41 8.5 3.76 g/day vigabatrin 43 8.5 4.5p<0.05 compared to placebo Including one patient with simple partial seizures with secondary generalization only 
	* 
	* 
	*
	+

	Figure 1 presents the percentage of patients (X-axis) with a percent reduction in seizure frequency (responder rate) from baseline to the maintenance phase at least as great as that represented on the Y-axis. A positive value on the Y-axis indicates an improvement from baseline (i.e., a decrease in complex partial seizure frequency), while a negative value indicates a worsening from baseline (i.e., an increase in complex partial seizure frequency). Thus, in a display of this type, a curve for an effective t
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	placebo. The proportion of patients achieving any particular level of reduction in complex partial seizure frequency was consistently higher for the vigabatrin 3 and 6 g/day groups compared to the placebo group. For example, 51% of patients randomized to vigabatrin 3 g/day and 53% of patients randomized to vigabatrin  6 g/day experienced a 50% or greater reduction in seizure frequency, compared to 9% of patients randomized to placebo. Patients with an increase in seizure frequency greater than 100% are repr
	Figure 1. Percent Reduction from Baseline in Seizure Frequency 
	Study 2 
	Study 2 (N=183 randomized, 182 evaluated for efficacy) was a randomized, double-blind, placebo-controlled, parallel study consisting of an 8-week baseline period and a 16-week treatment period. During the first 4 weeks following randomization, the dose of vigabatrin was titrated upward beginning with 1 g/day and increased by 
	0.5 g/day on a weekly basis to the maintenance dose of 3 g/day. 
	Results for the primary measure of effectiveness, reduction in monthly complex partial seizure frequency, are shown in Table 9. Vigabatrin 3 g/day was statistically significantly superior to placebo in reducing seizure frequency. 
	Table 9. Median Monthly Frequency of Complex Partial Seizures 
	N 
	N 
	N 
	Baseline 
	End-study 

	Placebo 
	Placebo 
	90 
	9.0 
	7.5 

	3 g/day vigabatrin 
	3 g/day vigabatrin 
	92 
	8.3 
	5.5* 

	*p<0.05 compared to placebo 
	*p<0.05 compared to placebo 


	Figure 2 presents the percentage of patients (X-axis) with a percent reduction in seizure frequency (responder rate) from baseline to the maintenance phase at least as great as that represented on the Y-axis. A positive value on the Y-axis indicates an improvement from baseline (i.e., a decrease in complex partial seizure frequency), while a negative value indicates a worsening from baseline (i.e., an increase in complex partial seizure frequency). Thus, in a display of this type, a curve for an effective t
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	Figure 2. Percent Reduction from Baseline in Seizure Frequency 
	Figure
	For both studies, there was no difference in the effectiveness of vigabatrin between male and female patients. Analyses of age and race were not possible as nearly all patients were between the ages of 18 to 65 and Caucasian. 
	Vigabatrin was studied in three double-blind, placebo-controlled, parallel-group studies in 269 patients who received vigabatrin and 104 patients who received placebo. No individual study was considered adequately powered to determine efficacy in pediatric patients age 10 years and above. The data from all three pediatric studies were pooled and used in a pharmacometric bridging analysis using weight-normalized doses to establish efficacy and determine appropriate dosing. All three studies were randomized, 
	Pediatric patients 10 to 16 years of age 

	The pharmacometric bridging approach consisted of defining a weight-normalized dose-response, and showing that a similar dose-response relationship exists between pediatric patients and adult patients when vigabatrin was given as adjunctive therapy for complex partial seizures. Dosing recommendations in pediatric patients 10 to 16 years of age were derived from simulations utilizing these pharmacometric dose-response analyses [see Dosage and Administration (2.2)]. 
	16 HOW SUPPLIED/STORAGE AND HANDLING 
	16.1 How Supplied 
	Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 
	500 mg — Each white to off-white, film-coated, oval biconvex tablet functionally-scored on one side and 
	debossed with A314 on the other side contains 500 mg of vigabatrin, USP. Tablets are supplied in 
	bottles of 100 (NDC 0591-3851-01). 
	16.2 Storage and Handling 
	Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature]. 
	Dispense in a tight, light-resistant container that is defined in the USP. 
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	17 PATIENT COUNSELING INFORMATION 
	17 PATIENT COUNSELING INFORMATION 
	Advise patients and caregivers to read the FDA-approved patient labeling (Medication Guide). 
	Inform patients and caregivers of the risk of permanent vision loss, particularly loss of peripheral vision, from vigabatrin tablets, and the need for monitoring vision [see Warnings and Precautions (5.1)]. 
	Permanent Vision Loss 

	Monitoring of vision, including assessment of visual fields and visual acuity, is recommended at baseline (no later than 4 weeks after starting vigabatrin tablets), at least every 3 months while on therapy, and about  3 to 6 months after discontinuation of therapy. In patients for whom vision testing is not possible, treatment may continue without recommended testing according to clinical judgment with appropriate patient or caregiver counseling. Patients or caregivers should be informed that if baseline or
	Advise patients and caregivers that vision testing may be insensitive and may not detect vision loss before it is severe. Also advise patients and caregivers that if vision loss is documented, such loss is irreversible. Ensure that both of these points are understood by patients and caregivers. 
	Patients and caregivers should be informed that if changes in vision are suspected, they should notify their physician immediately. 
	Vigabatrin tablets are available only through a restricted program called the Vigabatrin REMS Program [see Warnings and Precautions (5.2)]. Inform patients/caregivers of the following: 
	Vigabatrin REMS Program 

	 Patients/caregivers must be enrolled in the program.  Vigabatrin tablets are only available through pharmacies that are enrolled in the Vigabatrin REMS Program. 
	Counsel patients, their caregiver(s), and families that AEDs, including vigabatrin tablets, may increase the risk of suicidal thoughts and behavior. Also advise patients and caregivers of the need to be alert for the emergence or worsening of symptoms of depression, any unusual changes in mood or behavior, or the emergence of suicidal thoughts, behavior, or thoughts of self-harm. Behaviors of concern should be reported immediately to healthcare providers [see Warnings and Precautions (5.5)]. 
	Suicidal Thinking and Behavior 

	Instruct patients to notify their physician if they become pregnant or intend to become pregnant during therapy, .and to notify their physician if they are breast feeding or intend to breast feed during therapy [see Use in .Specific Populations (8.1, 8.3)]. .
	Use in Pregnancy .

	Encourage patients to enroll in the NAAED Pregnancy Registry if they become pregnant. This registry is collecting information about the safety of antiepileptic drugs during pregnancy. To enroll, patients can call the toll free number 1-888-233-2334. Information on the registry can also be found at the website / [see Use in Specific Populations (8.1)]. 
	http://www.aedpregnancyregistry.org
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	Instruct patients and caregivers not to suddenly discontinue vigabatrin tablet therapy without consulting with their healthcare provider. As with all AEDs, withdrawal should normally be gradual [see Warnings and Precautions (5.6)]. 
	Withdrawal of Vigabatrin Tablet Therapy 

	Manufactured in India by: .Watson Pharma Private Limited .Verna, Salcette Goa 403 722 INDIA .
	Manufactured for: .Teva Pharmaceuticals USA, Inc. .North Wales, PA 19454 .
	Revised — August 2018 .
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	MEDICATION GUIDE. Vigabatrin (vye ga' ba trin) Tablets, USP .
	What is the most important information I should know about vigabatrin?  .Vigabatrin can cause serious side effects, including: . Permanent vision loss . Risk of suicidal thoughts or actions .
	1. Permanent vision loss: 
	Vigabatrin can damage the vision of anyone who takes it. People who take vigabatrin do not lose all of their vision, but some people can have severe loss particularly to their ability to see to the side when they look straight ahead (peripheral vision). With severe vision loss, you may only be able to see things straight in front of you (sometimes called “tunnel vision”). You may also have blurry vision. If this happens, it will not get better. 
	. Vision loss and use of vigabatrin in adults and children 10 years and older: Because of the risk of vision loss, vigabatrin is used to treat complex partial seizures (CPS) only in people who do not respond well enough to several other medicines. 
	Tell your healthcare provider right away if you (or your child): 
	o. might not be seeing as well as before starting vigabatrin 
	o. might not be seeing as well as before starting vigabatrin 
	o. might not be seeing as well as before starting vigabatrin 

	o. start to trip, bump into things, or are more clumsy than usual 
	o. start to trip, bump into things, or are more clumsy than usual 


	o are surprised by people or things coming in front of you that seem to come out of nowhere  These changes can mean that you (or your child) have damage to your vision.  It is recommended that your healthcare provider test your (or your child’s) vision (including peripheral 
	vision) and visual acuity (ability to read an eye chart) before you (or your child) start vigabatrin or within 4 weeks after starting vigabatrin, and at least every 3 months after that until vigabatrin is stopped. It is also recommended that you (or your child) have a vision test about 3 to 6 months after vigabatrin is stopped. 
	. Some people are not able to complete testing of vision. Your healthcare provider will determine if you (or your child) can be tested. If you (or your child) cannot complete vision testing, your healthcare provider may continue prescribing vigabatrin, but your healthcare provider will not be able to watch for any vision loss you (or your child) may get. 
	. Even if your vision (or your child’s vision) seems fine, it is important that you get these regular vision tests because vision damage can happen before you (or your child) notice any changes. 
	. These vision tests cannot prevent the vision damage that can happen with vigabatrin, but they do allow the healthcare provider to decide if you (or your child) should stop vigabatrin if vision has gotten worse, which usually will lessen further damage. 
	 If you do not have these vision tests regularly, your healthcare provider may stop prescribing vigabatrin.  If you drive and your vision is damaged by vigabatrin, driving might be more dangerous, or you may not be able to drive safely at all. Talk about this with your healthcare provider. 
	All people who take vigabatrin: 
	. You are at risk for permanent vision loss with any amount of vigabatrin. 
	. Your risk of vision loss may be higher the more vigabatrin you take daily and the longer you take it. 
	. It is not possible for your healthcare provider to know when vision loss will happen. It could happen soon after starting vigabatrin or any time during treatment. It may even happen after treatment has stopped. 
	 Because vigabatrin might cause permanent vision loss, it is available to healthcare providers and patients only under a special program called the Vigabatrin Risk Evaluation and Mitigation Strategy (REMS) 
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	Program. Vigabatrin can only be prescribed to people who are enrolled in this program. As part of the Vigabatrin REMS Program, it is recommended that your healthcare provider test your (or your child’s) vision from time to time (periodically) while you (or your child) are being treated with vigabatrin, and even after you (or your child) stop treatment. Your healthcare provider will explain the details of the Vigabatrin REMS Program to you. For more information, go to www.vigabatrinREMS.com or call 1-866-244
	Program. Vigabatrin can only be prescribed to people who are enrolled in this program. As part of the Vigabatrin REMS Program, it is recommended that your healthcare provider test your (or your child’s) vision from time to time (periodically) while you (or your child) are being treated with vigabatrin, and even after you (or your child) stop treatment. Your healthcare provider will explain the details of the Vigabatrin REMS Program to you. For more information, go to www.vigabatrinREMS.com or call 1-866-244
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	What should I tell my healthcare provider before starting vigabatrin? If you or your child has CPS, before taking vigabatrin tell your healthcare provider if you or your child have or had:  depression, mood problems or suicidal thoughts or behavior  an allergic reaction to vigabatrin, such as hives, itching, or trouble breathing  any vision problems  any kidney problems  low red blood cell counts (anemia)  any nervous or mental illnesses, such as depression, thoughts of suicide, or attempts at suicide
	What should I tell my healthcare provider before starting vigabatrin? If you or your child has CPS, before taking vigabatrin tell your healthcare provider if you or your child have or had:  depression, mood problems or suicidal thoughts or behavior  an allergic reaction to vigabatrin, such as hives, itching, or trouble breathing  any vision problems  any kidney problems  low red blood cell counts (anemia)  any nervous or mental illnesses, such as depression, thoughts of suicide, or attempts at suicide


	26 .
	If you become pregnant while taking vigabatrin, talk to your healthcare provider about registering with the North American Antiepileptic Drug Pregnancy Registry. You can enroll in this registry by calling 1-888-233-2334. The purpose of this registry is to collect information about the safety of antiepileptic medicine during pregnancy. Tell your healthcare provider about all the medicines you or your child take, including prescription and over-the-counter medicines, vitamins, and herbal supplements. Vigabatr
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	How should I take vigabatrin?  Vigabatrin comes as tablets.  You or your child will receive vigabatrin from a specialty pharmacy.  Take vigabatrin exactly as your healthcare provider tells you to. Vigabatrin is usually taken 2 times each day.  Vigabatrin may be taken with or without food.  Before starting to take vigabatrin, talk to your healthcare provider about what you or your child should do if a vigabatrin dose is missed.  If you or your child are taking vigabatrin for CPS and the seizures do not
	How should I take vigabatrin?  Vigabatrin comes as tablets.  You or your child will receive vigabatrin from a specialty pharmacy.  Take vigabatrin exactly as your healthcare provider tells you to. Vigabatrin is usually taken 2 times each day.  Vigabatrin may be taken with or without food.  Before starting to take vigabatrin, talk to your healthcare provider about what you or your child should do if a vigabatrin dose is missed.  If you or your child are taking vigabatrin for CPS and the seizures do not

	What should I avoid while taking vigabatrin? Vigabatrin causes sleepiness and tiredness. Adults taking vigabatrin should not drive, operate machinery, or perform any hazardous task, unless you and your healthcare provider have decided that you can do these things safely. 
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	What are the possible side effects of vigabatrin?  Vigabatrin can cause serious side effects, including:  See “What is the most important information I should know about vigabatrin?”  sleepiness and tiredness. See “What should I avoid while taking vigabatrin?”  weight gain that happens without swelling The following serious side effects happen in adults. It is not known if these side effects also happen in babies who take vigabatrin.  low red blood cell counts (anemia)  nerve problems. Symptoms of a ne
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	The most common side effects of vigabatrin in adults include: ○ problems walking or feeling uncoordinated   ○ feeling dizzy ○ shaking (tremor) ○ joint pain ○ memory problems and not thinking clearly   ○ eye problems: blurry vision, double vision and eye                                                                                          movements that you cannot control The most common side effects of vigabatrin in children 10 to 16 years of age include: ○ weight gain ○ upper respiratory tract infection
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	How should I store vigabatrin?  Store vigabatrin tablets at room temperature, between 68°F to 77°F (20°C to 25°C).  Keep vigabatrin tablets in the container they come in. Keep vigabatrin and all medicines out of the reach of children. 
	How should I store vigabatrin?  Store vigabatrin tablets at room temperature, between 68°F to 77°F (20°C to 25°C).  Keep vigabatrin tablets in the container they come in. Keep vigabatrin and all medicines out of the reach of children. 

	General information about the safe and effective use of vigabatrin. Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your pharmacist or healthcare provider for information about vigabatrin that is written for health professionals. Do not use vigabatrin for a condition for which it was not prescribed. Do not give vigabatrin to other people, even if they have the same symptoms that you have. It may harm them.  
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	What are the ingredients in vigabatrin tablets?  Active Ingredient: vigabatrin, USP Inactive Ingredients: hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate and titanium dioxide. Manufactured in India by: Watson Pharma Private Limited, Verna, Salcette Goa 403 722 INDIA Manufactured for: Teva Pharmaceuticals USA, Inc., North Wales, PA 19454 For more information call Teva Pharmaceuticals USA, I
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	 If you do not have these vision tests regularly, your healthcare provider may stop prescribing vigabatrin.  If you drive and your vision is damaged by vigabatrin, driving might be more dangerous, or you may not be able to drive safely at all. Talk about this with your healthcare provider. 
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	. Because vigabatrin might cause permanent vision loss, it is available to healthcare providers and patients only under a special program called the Vigabatrin Risk Evaluation and Mitigation Strategy (REMS) Program. Vigabatrin can only be prescribed to people who are enrolled in this program. As part of the Vigabatrin REMS Program, it is recommended that your healthcare provider test your (or your child’s) vision from time to time (periodically) while you (or your child) are being treated with vigabatrin, 
	after you (or your child) stop treatment. Your healthcare provider will explain the details of the Vigabatrin REMS Program to you. For more information, go to www.vigabatrinREMS.com or call 1-866-244-8175. 2. Risk of suicidal thoughts or actions: Like other antiepileptic drugs, vigabatrin may cause suicidal thoughts or actions in a very small number of people, about 1 in 500 people taking it. Call a healthcare provider right away if you or your child have any of these symptoms, especially if they are new, w
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	How should I take vigabatrin?  Vigabatrin comes as tablets.  You or your child will receive vigabatrin from a specialty pharmacy.  Take vigabatrin exactly as your healthcare provider tells you to. Vigabatrin is usually taken 2 times each day.  Vigabatrin may be taken with or without food.  Before starting to take vigabatrin, talk to your healthcare provider about what you or your child should do if a vigabatrin dose is missed.  If you or your child are taking vigabatrin for CPS and the seizures do not
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	What should I avoid while taking vigabatrin? Vigabatrin causes sleepiness and tiredness. Adults taking vigabatrin should not drive, operate machinery, or perform any hazardous task, unless you and your healthcare provider have decided that you can do these things safely. 
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	What are the possible side effects of vigabatrin?  Vigabatrin can cause serious side effects, including:  See “What is the most important information I should know about vigabatrin?”  sleepiness and tiredness. See “What should I avoid while taking vigabatrin?”  weight gain that happens without swelling The following serious side effects happen in adults. It is not known if these side effects also happen in babies who take vigabatrin.  low red blood cell counts (anemia)  nerve problems. Symptoms of a ne
	What are the possible side effects of vigabatrin?  Vigabatrin can cause serious side effects, including:  See “What is the most important information I should know about vigabatrin?”  sleepiness and tiredness. See “What should I avoid while taking vigabatrin?”  weight gain that happens without swelling The following serious side effects happen in adults. It is not known if these side effects also happen in babies who take vigabatrin.  low red blood cell counts (anemia)  nerve problems. Symptoms of a ne


	○ weight gain ○ upper respiratory tract infection ○ tiredness ○ aggression ○ Also expect side effects like those seen in adults Tell your healthcare provider if you or your child have any side effect that bothers you or that does not go away. These are not all the possible side effects of vigabatrin. Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088. 
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	How should I store vigabatrin?  Store vigabatrin tablets at room temperature, between 68°F to 77°F (20°C to 25°C).  Keep vigabatrin tablets in the container they come in. Keep vigabatrin and all medicines out of the reach of children. 
	How should I store vigabatrin?  Store vigabatrin tablets at room temperature, between 68°F to 77°F (20°C to 25°C).  Keep vigabatrin tablets in the container they come in. Keep vigabatrin and all medicines out of the reach of children. 

	General information about the safe and effective use of vigabatrin. Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your pharmacist or healthcare provider for information about vigabatrin that is written for health professionals. Do not use vigabatrin for a condition for which it was not prescribed. Do not give vigabatrin to other people, even if they have the same symptoms that you have. It may harm them.  
	General information about the safe and effective use of vigabatrin. Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your pharmacist or healthcare provider for information about vigabatrin that is written for health professionals. Do not use vigabatrin for a condition for which it was not prescribed. Do not give vigabatrin to other people, even if they have the same symptoms that you have. It may harm them.  

	What are the ingredients in vigabatrin tablets?  Active Ingredient: vigabatrin, USP Inactive Ingredients: hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate and titanium dioxide. Manufactured in India by: Watson Pharma Private Limited, Verna, Salcette Goa 403 722 INDIA Manufactured for: Teva Pharmaceuticals USA, Inc., North Wales, PA 19454 For more information call Teva Pharmaceuticals USA, I
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	LABELING REVIEW 
	Division of Labeling Review. Office of Regulatory Operations. Office of Generic Drugs (OGD). Center for Drug Evaluation and Research (CDER). 
	Date of This Review 
	Date of This Review 
	Date of This Review 
	December 12, 2018 

	ANDA Number(s) 
	ANDA Number(s) 
	209822 

	Review Number 
	Review Number 
	4 

	Applicant Name 
	Applicant Name 
	Teva Pharmaceuticals USA, Inc. 

	Established Name & Strength(s) [Add “(OTC)” after strength if applicable] 
	Established Name & Strength(s) [Add “(OTC)” after strength if applicable] 
	Vigabatrin Tablets USP, 500 mg 

	Proposed Proprietary Name 
	Proposed Proprietary Name 
	None 

	Submission Received Date 
	Submission Received Date 
	October 19, 2018 (amendment) 

	Primary Labeling Reviewer 
	Primary Labeling Reviewer 
	Lily Chua 

	Secondary Labeling Reviewer 
	Secondary Labeling Reviewer 
	Refer to signature page 

	Review Conclusion ACCEPTABLE – No Comments ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for Letter to Applicant Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling minor and major deficien
	Review Conclusion ACCEPTABLE – No Comments ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for Letter to Applicant Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling minor and major deficien

	On Policy Alert List Acceptable for Filing Combined Insert/Outsert Yes     No Yes     No Yes     No (If yes, indicate ANDA number) 
	On Policy Alert List Acceptable for Filing Combined Insert/Outsert Yes     No Yes     No Yes     No (If yes, indicate ANDA number) 
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	1. LABELING COMMENTS 
	1.1 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 
	The Division of Labeling has no further questions/comments at this time based on your labeling submission received October 19, 2018. 
	Additionally, we remind you that it is it your responsibility to continually monitor available labeling resources such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia 
	– National Formulary (USP-NF) online for recent updates, and make any necessary revisions to your labels and labeling. 
	It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the approved drug product.  Please ensure that all exclusivities and patents listed in the electronic OB are addressed and updated in your application. Ensure your labeling aligns with your patent and exclusivity statements. 
	1.2 POST APPROVAL REVISIONS 
	These comments will be addressed post approval (in the first labeling supplement review). NA 
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	2. .PREVIOUS LABELING REVIEW, DEFICIENCIES, FIRM'S RESPONSE, AND REVIEWER'S ASSESSMENT 
	fu this section, we include any previous labeling review deficiencies, the fnm's response and reviewer's assessment to fnm's response as well as any new deficiencies found in this cycle. fuclude the previous review cycle and the review's submission date(s) [e.g. "The below comments are from the labeling review C3 based on the submission dated 7 /4/15 "]. 
	Review #1 finalized date: March 23, 2017 Review #2 finalized date: September 19, 2017 Review #3 finalized date: July 29, 2018 (Labeling Acceptable) 
	From Cover Letter, received October 19, 2018: .Enclosed in Module 1.14, we provide revised labeling in accordance with the recently approved (August 21, 2018) .Reference Listed Drng labeling for Sabiil®NDA 022006/S-020. .
	Reviewer Comments: Acceptable. Finn revise the labeling in accordance with the recently approved (August 21, 2018) Reference Listed Dmg labeling for Sabril® NDA 020427/S-018. 
	2.1 CONTAINER AND CARTON LABELS 
	Did the fnm submit container and/or caiton labels that were NOT requested in the previous labeling review? NO Ifyes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or 
	deficient. 
	Reviewer Comments: Not submitted in this amendment. Container label was found acceptable in previous labeling review. 
	2.2 ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 
	fu this section, include any conespondence or internal info1mation pe1i inent to the review. fuclude the conespondence(s) and/or info1mation date(s) [e.g. resolution ofany pending chemistry review or issue]. 
	Reviewer Comments: NA 
	3. .LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT 
	3.1 REGULATORY INFORMATION 
	Ar e there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional Background fufo1mation Pe1t inent to the Review Is the dr ug product listed in the Policy Alert Tracker on OGD's SharePoint? YES Generic Name/Dosage Fonn/Strengths: Multiple AED's: Anti-Epileptic I Anti-Seizure I Anticonvulsant chugs: including, but not limited to; Levetiracetam, carbamazepine, ethosuximide, primidone, topiramate, divalproex, oxcarbazepine No Approval Actions prior to contacting 
	Ar e there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional Background fufo1mation Pe1t inent to the Review Is the dr ug product listed in the Policy Alert Tracker on OGD's SharePoint? YES Generic Name/Dosage Fonn/Strengths: Multiple AED's: Anti-Epileptic I Anti-Seizure I Anticonvulsant chugs: including, but not limited to; Levetiracetam, carbamazepine, ethosuximide, primidone, topiramate, divalproex, oxcarbazepine No Approval Actions prior to contacting 
	Ar e there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional Background fufo1mation Pe1t inent to the Review Is the dr ug product listed in the Policy Alert Tracker on OGD's SharePoint? YES Generic Name/Dosage Fonn/Strengths: Multiple AED's: Anti-Epileptic I Anti-Seizure I Anticonvulsant chugs: including, but not limited to; Levetiracetam, carbamazepine, ethosuximide, primidone, topiramate, divalproex, oxcarbazepine No Approval Actions prior to contacting 
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	3.2 MODEL LABELING .
	Table 1: Review Model Labeling (Check the box used as the Model Labeling) 0MOST RECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and ifso enter the most recently approved ANDA labeling information as applicable.) NOA# /Supplement# (S-000 if original): NOA 020427/S-018 Supplement Approval Date: August 21, 2018 Proprietary Name: Sabril® Established Name: VigabatrinTablets Description of Supplement: provid
	Table 1: Review Model Labeling (Check the box used as the Model Labeling) 0MOST RECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and ifso enter the most recently approved ANDA labeling information as applicable.) NOA# /Supplement# (S-000 if original): NOA 020427/S-018 Supplement Approval Date: August 21, 2018 Proprietary Name: Sabril® Established Name: VigabatrinTablets Description of Supplement: provid
	Table 1: Review Model Labeling (Check the box used as the Model Labeling) 0MOST RECENTLY APPROVED NOA MODEL LABELING (If NOA is listed in the discontinued section of the Orange Book, indicate whether the application has been withdrawn and ifso enter the most recently approved ANDA labeling information as applicable.) NOA# /Supplement# (S-000 if original): NOA 020427/S-018 Supplement Approval Date: August 21, 2018 Proprietary Name: Sabril® Established Name: VigabatrinTablets Description of Supplement: provid


	Reviewer Assessment: 
	Is the Prescribing Info1mation or Dmg Facts Labeling (OTC) same as the model labeling, except for differences allowed under 21CFR314.94(a)(8)? YES Are the specific requirements for fo1mat met under 21CFR201.57(new) or 201.80(old), or 201.66 (OTC)? YES Does the Model Labeling have combined inse1t labeling for multiple dosage fo1ms? YES 
	Reviewer Comments: Acceptable. .The RLD has combined insert labeling for Vigabatrin Powder for Oral Solution. .
	(b)l4[ 
	(ti)(41 
	3.3 MODEL CONTAINER LABELS .Model container/carton/blister labels [Source: NDA 020427/S-018 dated 09/04/2018] .
	Each Tablet Conte vigabatrin .............. See package insert lo 11es!liblng lnformallo 
	Storeatcontrolled roe 20-25oC (68-77'f) 
	Dispense ii aUSP tigl 
	Manufactured by: Pall ancmau.OH 45237 F«:Lundbeck Deefllekl. IL 60015, U 
	Sallll ls a registered I LtroJeck 
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	3.4 UNITED STATES PHARMACOPEIA CUSP) The USP was searched on 1211212018. 
	Table
	TR
	YES or NO 
	Date 
	Monograph Title (NA if no monograph) Vigabatrin Tablets 
	Packaging and Storage/Labeling Statements (NA if no mono~ph) Iliff' 

	Currently Official 
	Currently Official 
	YES 

	Not Yet Official 
	Not Yet Official 
	NO 
	NA 


	Reviewer Assessment: 
	Are the required USP recommendations and/or differences in test methods (e.g., dissolution, organic impurities, assay) reflected in the labeling and labels? YES 
	Reviewer Comments: Acceptable. .From Thug Product Review: Dissolution test is USP method. The acceptance criteria is NLT 75% (Q) in .30 minutes. .
	3.5 PATENTS AND EXCLUSIVITIES The Orange Book was searched on 12112/2018. 
	Table 3 provides Orange Book patents for the Model Labeling ND.A 020427 and ANDA patent ce1tifications. (For applications that have no patents, NIA is entered in the patent number column) 
	Table
	TR
	Table 3: Impact of Model Labeling Patents on ANDA Labeling 

	Patent Number 
	Patent Number 
	Patent Expiration 
	Patent Use Code 
	Patent Use Code Definition 
	Patent Certification 
	Date of Patent Cert Submission 
	Labeling Impact (enter Carve·out or None) 

	N/A 
	N/A 


	R eviewer Assessment: 
	Is the applicant's "patent carve out" acceptable? NA 
	I

	Reviewer Comments: There are no unexpired patents for this product in the Orange Book database. Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	Exclusivity Code 
	Exclusivity Code 
	Exclusivity Expiration 
	Exclusivity Code Definition 
	Exclusivity Statement 
	Date of Exclusivity Submission 
	Labeling Impact (enter Carve·out or None) 

	N/A 
	N/A 


	Reviewer Assessment: 
	Is the applicant's "exclusivity caive out" acceptable? NA 
	I

	Reviewer Comments: There is no unexpired exclusivity for this product in the Orange Book database. 
	4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage fonn description, package sizes, and 
	manufacturer/distributor/packer statements of the Prescribing Infonnation or Dmg Facts for OTC products when compared to the previous labeling review. 
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	Reviewer Assessment: 
	Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO Are there changes to the dosage f01m description(s) or package size(s) in HOW SUPPLIED or package size(s) for OTC? NO Are there changes to the manufacturer/distributor/packer statements? NO Ifves, then comment below in Tables 5, 6, and 7. 
	Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) Previous Labeling Review Currently Proposed Each vigabatrin tablet contains 500 mg of vigabatrin, Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polyethylene glycol 400
	Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) Previous Labeling Review Currently Proposed Each vigabatrin tablet contains 500 mg of vigabatrin, Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polyethylene glycol 400
	Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) Previous Labeling Review Currently Proposed Each vigabatrin tablet contains 500 mg of vigabatrin, Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polyethylene glycol 400
	Assessment No Change 


	Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products Previous Labeling Review Currently Proposed Vigabatrin tablets, USP are available for oral Vigabatrin tablets, USP are available for oral administration and are supplied as follows: administration and are supplied as follows: 500 mg Each white to off-white, film-coated, oval 500 mg Each white to off-white, film-coated, oval biconvex tablet functionally-scored on one side and biconvex tablet functionally-scored on one side and 
	Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products Previous Labeling Review Currently Proposed Vigabatrin tablets, USP are available for oral Vigabatrin tablets, USP are available for oral administration and are supplied as follows: administration and are supplied as follows: 500 mg Each white to off-white, film-coated, oval 500 mg Each white to off-white, film-coated, oval biconvex tablet functionally-scored on one side and biconvex tablet functionally-scored on one side and 
	Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products Previous Labeling Review Currently Proposed Vigabatrin tablets, USP are available for oral Vigabatrin tablets, USP are available for oral administration and are supplied as follows: administration and are supplied as follows: 500 mg Each white to off-white, film-coated, oval 500 mg Each white to off-white, film-coated, oval biconvex tablet functionally-scored on one side and biconvex tablet functionally-scored on one side and 
	Assessment No Change 


	Table 7: Manufacturer/Distributor/Packer Statements Previous Labeling Review Currently Proposed Manufactured in India by: Manufactured in India by: Watson Pharma Private Limited Watson Pharma Private Limited Verna, Salcette Goa 403 722 INDIA Verna, Salcette Goa 403 722 INDIA Manufactured for: Manufactured for: Teva Pharmaceuticals USA, Inc. Teva Pharmaceuticals USA, Inc. North Wales, PA 19454 North Wales, PA 19454 
	Table 7: Manufacturer/Distributor/Packer Statements Previous Labeling Review Currently Proposed Manufactured in India by: Manufactured in India by: Watson Pharma Private Limited Watson Pharma Private Limited Verna, Salcette Goa 403 722 INDIA Verna, Salcette Goa 403 722 INDIA Manufactured for: Manufactured for: Teva Pharmaceuticals USA, Inc. Teva Pharmaceuticals USA, Inc. North Wales, PA 19454 North Wales, PA 19454 
	Table 7: Manufacturer/Distributor/Packer Statements Previous Labeling Review Currently Proposed Manufactured in India by: Manufactured in India by: Watson Pharma Private Limited Watson Pharma Private Limited Verna, Salcette Goa 403 722 INDIA Verna, Salcette Goa 403 722 INDIA Manufactured for: Manufactured for: Teva Pharmaceuticals USA, Inc. Teva Pharmaceuticals USA, Inc. North Wales, PA 19454 North Wales, PA 19454 
	Assessment No Change 


	5. .COMMENTS FOR OTHER DISCIPLINES Describe questions/issue(s) sent to and/or received from other discipline(s) (e.g., OPQ, OB, DCR): 
	(For Issues, include the following information: discipline and description of issue, issue reference number or link, and date of issue) 
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	Reminder: Refer to chemistry review to verify labeling section (per Chemistiy -Labeling MOU) is complete. Refer to DCR review for combination product to verify iflabeling comments were communicated to applicant. 
	Reviewer Comments: From Drng Product Review dated 11/16/2018: 
	DESCRIPTIONsection 
	Is the information accurate?~ Yes D No Is the drug product subject of a USP monograph?~ Yes D No If "Yes," state if labeling needs a special USP statement in the Description. (e.g., USP test pending. Meets USP assay test 2. Meets USP organic impurities test 3.) 
	(b)(4) 
	HOWSUPPLIED section 
	i) Is the info1mation accurate? IZJ Yes D No ii) Are the storage conditions acceptable? IZJ Yes D No 
	DOSA GEAND ADMINISTRATION section, for injectables, and where applicable: 
	Did the applicant provide quality data to support in-use conditions (e.g. diluent compatibility studies)? D Yes 0 No IZJ N/A 
	For OTC Drugs and Controlled Substances: 
	Is tamper evident feature provided in the container/closure? D Yes D No .If"No," explain. .The drng product is neither OTC Drngs nor Contr·olled Substance. .
	For solid oral drug products, only: drug product length(s) ofcommercial batch(es): 
	ANDA Strength 
	ANDA Strength 
	ANDA Strength 
	length (mm) 
	Imprint Code 

	500mg 
	500mg 
	-
	White to off-white, film coated, oval, biconvex tablet, functionally scored on one side and debossed v.rith 'A3 l 4' on the other side 


	White to off-white, film coated, oval, biconvex tablet functionally scored on one side and debossed with 'A3 l 4' on the other side 
	Describe issue(s) sent to and/or received from the OGD Labeling Reviewer: None List ofDeficiencies: None 
	Dissolution: This section is reviewed by Biophatmaceutics reviewer. Dissolution test is USP method. The acceptance criteria is NLT 75% (Q) in 30 minutes. 
	Vigabati·in Tablet Split Study: Satisfactory (Review Cycle-II) Split Tablet study was performed on reseai·ch batch RB693-59 of Vigabatr·in Tablets, 500 mg as per protocol El5-49 as per repoti (til<4I (in section 3.2.P.2). The research batch RB693-59 fotmulation and manufacturing process are same as exhibit batches of Vigabati·in tablets, 500 mg. Reviewer's Assessment: Adequate Fitm perfo1med the tablet split study on research batch RB693-59 as per protocol number E15-49 per repoti 
	....
	____

	lbH4l . The following tests were perfo1med -appearance, assay, moisture content, content unifo1mity, dissolution and related compounds. As per 'Guidance for Industry -Tablet Scoring: Nomenclature, Labeling and Data for Evaluation' -the tablet split study needs to be perfo1med on prima1y I exhibit stability batches and scale-up. 
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	6. OVERALL ASSESSMENT OF lVIATERIALS REVIEWED .Tables 8 and 9 provide a sumn1aiy of recommendations for all labeling pieces for this application. .For each row, you MUST choose an item "Final, Draft, or "NA". Ifyou enter "NA" under the second column, .
	you do NOT need to enter "NA" for the remaining columns. 
	Table 8: Review Summary of Container Label and Carton Labeling Final or Draft or NA Packaging Sizes Submission Received Date Container (500 mg) Draft (bottles of 1OOs) 03/12/2018 Table 9 Review Summary of Prescribing Information and Patient Labeling Final or Draft or NA Revision Date and/or Code Submission Received Date Prescribing Information Draft August 2018 10/19/2018 Medication Guide Draft 8/2018 10/19/2018 SPL Data Elements 8/2018 10/19/2018 
	Table 8: Review Summary of Container Label and Carton Labeling Final or Draft or NA Packaging Sizes Submission Received Date Container (500 mg) Draft (bottles of 1OOs) 03/12/2018 Table 9 Review Summary of Prescribing Information and Patient Labeling Final or Draft or NA Revision Date and/or Code Submission Received Date Prescribing Information Draft August 2018 10/19/2018 Medication Guide Draft 8/2018 10/19/2018 SPL Data Elements 8/2018 10/19/2018 
	Table 8: Review Summary of Container Label and Carton Labeling Final or Draft or NA Packaging Sizes Submission Received Date Container (500 mg) Draft (bottles of 1OOs) 03/12/2018 Table 9 Review Summary of Prescribing Information and Patient Labeling Final or Draft or NA Revision Date and/or Code Submission Received Date Prescribing Information Draft August 2018 10/19/2018 Medication Guide Draft 8/2018 10/19/2018 SPL Data Elements 8/2018 10/19/2018 
	Recommendation Satisfactory Recommendation Satisfactory Satisfactory Satisfactory 
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	LABELING REVIEW 
	Division of Labeling Review. Office of Regulatory Operations. Office of Generic Drugs (OGD). Center for Drug Evaluation and Research (CDER). 
	Date of This Review 
	Date of This Review 
	Date of This Review 
	July 18, 2018 

	ANDA Number(s) 
	ANDA Number(s) 
	209822 

	Review Number 
	Review Number 
	3 

	Applicant Name 
	Applicant Name 
	Teva Pharmaceuticals USA, Inc. 

	Established Name & Strength(s) 
	Established Name & Strength(s) 
	Vigabatrin Tablets USP, 500 mg 

	Proposed Proprietary Name 
	Proposed Proprietary Name 
	None 

	Submission Received Date 
	Submission Received Date 
	March 12, 2018 (amendment) 

	Primary Labeling Reviewer 
	Primary Labeling Reviewer 
	Lily Chua 

	Secondary Labeling Reviewer 
	Secondary Labeling Reviewer 
	Refer to signature page 

	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling minor and major de
	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. Major Deficiency† – Refer to Labeling Deficiencies and Comments for Letter to Applicant *Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Discipline Review Letter/Information Request (DRL/IR) if all other OGD reviews are acceptable. Otherwise, the labeling minor and major de

	On Policy Alert List Combined Insert/Outsert Yes No Yes No (If yes, indicate ANDA number) 
	On Policy Alert List Combined Insert/Outsert Yes No Yes No (If yes, indicate ANDA number) 


	1| Page 
	1. LABELING COMMENTS 
	1.1 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 
	The Division of Labeling has no further questions/comments at this time based on your labeling submission dated March 12, 2018. 
	Additionally, we remind you that it is it your responsibility to continually monitor available labeling resources such as DRUGS@FDA, the Electronic Orange Book, and the United States Pharmacopeia 
	– National Formulary (USP-NF) online for recent updates, and make any necessary revisions to your labels and labeling. 
	It is also your responsibility to ensure your ANDA addresses all listed exclusivities that claim the approved drug product. Please ensure that all exclusivities and patents listed in the electronic OB are addressed and updated in your application. Ensure your labeling aligns with your patent and exclusivity statements. 
	1.2 POST APPROVAL REVISIONS 
	These comments will be addressed post approval (in the first labeling supplement review). NA 
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	2. .PREVIOUS LABELING REVIEW, DEF1CIENCIES, F1RM'S RESPONSEi AND REVIEWER'S ASSESSMENT 
	fu this section, we include any previous labeling review deficiencies, the fum's response and reviewer's assessment to fum's response as well as any new deficiencies fmmd in this cycle. Include the previous review cycle and the review's submission date(s). 
	Review # 1 finalized date: March 23, 2017 Review #2 finalized date: September 19, 2017 
	From Response to CR, received March 12, 2018: PRESCRIBING INFORMATION 
	A. Please reviseyourinse11 labeling to be in accordance with the mostrecently approvedlabeling for the reference.listed dmg (RLD), Sab1il®, NDA 020427/S-016 approvedAp1il 27, 2017. .Teva's Response: Teva acknowledges the agency's connnent and has revised the inse1t labeling to be in accordance with .the RLD approved on April 27, 2017. Inaddition, please note, included in thi5 submission is the revised container label .reflecting the CUlTent corporate design. .
	B. FULL PRESCRIBING INFORMATION .
	1) ADVERSE REACTIONS: Please include as the second bullet" • Magnetic Resonance Imaging (MRI) .Abnonnalities in Infants {see Warnings and Precautions (5.3)]" .Teva's Response: Teva acknowledges the agency's connnent and has revised the ADVERSE REACTIONS section .accordingly. .2) OVERDOSAGE, 10.1 Signs, Symptoms, and Laborato1y Findings ofOverdosage, second paragraph, second .
	sentence: Please revise "veltigo" to read "vertigo". .Teva's Response: Teva acknowledges the agency's connnent and has revised the fl.ill prescnbing infonnation to conect .
	all noted spelling eirnrs. .3) DESCRIPTION, thirdparagraph, first sentence: Please revise "vely" to read "very". .Teva's Response: Teva acknowledges the agency's connnent and has revised the fl.ill prescnbing infonnation to conect .
	all noted spelling enors. .4) CLINICAL PHARMACOLOGY, 12.1 Mechanism ofAction, first paragraph, first sentence: Please revise .
	"neurotranslnitter" to read "neurotrans1nitter". .Teva's Response: Teva aclmowledges the agency's connnent and has revised the ftill prescnbing infonnation to conect .all noted spelling eirnrs. .5) CLINICAL PHARMACOLOGY, 12.2Pharmacodynainics, first paragraph: Please revise " a." to read "a" . [Too .instances]. .
	Teva's Response: Teva acknowledges the agency's connnent and has revised the CLINICAL PHARMACOLOGY, 12.2 .Pha1macodynamics section in the two instances. .CLINICAL STUDIES, 14.1 Complex Pa11ial Seizures, first paragraph after Table 9: Please revise " paltial" to .
	read "pai1ial" and "palticular" to read "pai1icular". .Teva's Response: Teva acknowledges the agency's connnent and has revised the fl.ill prescnbing infonnation to conect .all noted spelling enors. .
	2. MEDICATION GUIDE .Pie as e reviseyourMedication Guide to be in accordance with the most recently approved Medication Guide for .the reference listed dmg (RLD), Sab1il®, NDA 020427 /S-016 approved Ap1il 27, 2017. .Teva's Response: Teva acknowledges the agency's connnent and has revised the Medication Guide to be in .accordance with the RLD approved on Ap1il 27, 2017. .
	Reviewer Comments: Responses are acceptable. 
	2.1 CONTAINER AND CARTON LABELS 
	Did the fum submit container and/or ca1ton labels that were NOT requested in the previous labeling review? YES 
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	Ifyes, state the reason for the submission, and connrent below whether the proposed revisions are acceptable or .deficient. .
	Reviewer Comments: Acceptable. .Film included in this submission the revised conta.iner label reflecting the cmTent c01porate design. .
	2.2 
	2.2 
	2.2 
	2.2 
	ADDIDONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW In this section, include any conespondence or internal infonnation pe1tinent to the review. Include the 

	conespondence(s) and/or information date(s) [e.g. resohrtion of any pending chemistry review or issue]. Reviewer Comments: NA 

	3. 
	3. 
	LABELING REVIEW INFORMATION AND R EVIEWER ASSESSMENT 


	3.1 REGULATORY INFORMATION 
	Are there any pending issues in DLR's SharePoint Drug Facts? NO IfYes, please explain in section 2.2 Additional Backgromd Information Pe1tinent to the Review 
	Is the drug product listed in the Policy Alert Tracker on OGD 's SharePoint? YES .
	Generic Name/Dosage F01m!Strengths: Muhiple: Anti-Epileptic I Anti-Seizure I Anticonvulsant ch1igs (AED's): .inch1ding, but not limited to; Levetfracetam, carbamazepine, primidone, topiramate, divalproex, oxcarbazepine .No Approval Actions prior to contacting Policy Lead; Disciplines can continue communications (CRLIDRL) .The Policy Lead: Anch·ea Bautista .Require anti-epileptic [also known as AED's, anti-seizure and anti-convulsant] ch1ig labeling to contain specific .language in the warnings and precautio
	Is the drug product listed on the SusceQtlbili~ Test Inte112retive Criteria web Qage? NO 
	3.2 M ODEL PRESCRIBING INFORMATION .
	Table 1: ReviewModel Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labelina) 
	Table 1: ReviewModel Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labelina) 
	Table 1: ReviewModel Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labelina) 

	~MOSTRECENTLYAPPROVED NOA MODEL LABELING (If NOA is listedin the discontinuedsection ofthe Orange Book, indicate whetherthe application hasbeen withdrawn and if so enter the most recently approvedANDA labeling information as applicable.) NDA#ISupplement# (S-000 if original): NDA020427/S.016 Supplement Approval Date: ,April 27, 201 7 Proprietary Name: Sabri l® Established Name: VigabatrinTablets Description of Supplement: propose modifications to the approved risk evaluation and mitigation strategy(REMS)for 
	~MOSTRECENTLYAPPROVED NOA MODEL LABELING (If NOA is listedin the discontinuedsection ofthe Orange Book, indicate whetherthe application hasbeen withdrawn and if so enter the most recently approvedANDA labeling information as applicable.) NDA#ISupplement# (S-000 if original): NDA020427/S.016 Supplement Approval Date: ,April 27, 201 7 Proprietary Name: Sabri l® Established Name: VigabatrinTablets Description of Supplement: propose modifications to the approved risk evaluation and mitigation strategy(REMS)for 

	0 MOST RECENTLYAPPROVED ANDA MODEL LABELING ANDA#/Su pplement# (S-000 if original): Click here to enter text. SupplementApproval Date: Clickheretoentertext. Proprietary Name: Click here to enter text. Established Name: Click here to entertext Description of Supplement: 
	0 MOST RECENTLYAPPROVED ANDA MODEL LABELING ANDA#/Su pplement# (S-000 if original): Click here to enter text. SupplementApproval Date: Clickheretoentertext. Proprietary Name: Click here to enter text. Established Name: Click here to entertext Description of Supplement: 
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	Table 1: Review Model Labeling for Prescribing lnfonnation and Patient Labeling (Check the box used as the ModeI Labeling) 
	Table 1: Review Model Labeling for Prescribing lnfonnation and Patient Labeling (Check the box used as the ModeI Labeling) 
	Table 1: Review Model Labeling for Prescribing lnfonnation and Patient Labeling (Check the box used as the ModeI Labeling) 

	0 TEMPLATE (e.g.,BPCA, PREA,Carve-out): Clickheretoentertext. 
	0 TEMPLATE (e.g.,BPCA, PREA,Carve-out): Clickheretoentertext. 

	LJ OTHER (Describe): NDA020427/S-017 appro\ed REMS supplement, appro\ed October 23,2017, propose modifications to the aooro\ed \.1aabatrin REMS. S-018 is oendina labelina suoolement. 
	LJ OTHER (Describe): NDA020427/S-017 appro\ed REMS supplement, appro\ed October 23,2017, propose modifications to the aooro\ed \.1aabatrin REMS. S-018 is oendina labelina suoolement. 


	R eviewer Assess1nent: 
	Is the Prescribing Infonnation sa1:re as the model labeling, except for differences allowed llllder 21 CFR 3 l 4.94(a)(8)? YES Are the specific require1:rents for fonmt met tmder 21CFR201.57(new) or 201.80(old)? YES Does the Model Labeling have combined insert labeling for multiple dosage fonm? YES 
	Reviewer Comments: Acceptable. 
	3.3 MODEL CONTAINER LABELS Model container/carton/blister labels [Som·ce: DailyMed Updated April 30, 2017] 
	NOC 67386-111-01 


	Sabril® 
	Sabril® 
	(vigabatrin) Tablets 
	500mg 
	70032407 
	Each Tablet Contains: 
	vigabatrin .... . . . . . .... . . . . . 500 mg .See package insert fOf full .l)'escri:blng Jnformatlon. .store at contrdled room temperature, .
	20·25°C (68·7ffl 
	Dispense ii aLS? tight container. 
	Maruactured IY)t: Pattieon 
	andrmll, OH 45237, U.S.A. .For: Lmdbeck .Oeerffeld.IL 60015, U.S.A. .
	u 

	~~~registered trademark ot 
	100 Tablets 
	DISPENSE THE ENCLOSED MEDICATION GUIDE wrrH EACH PRESCRIPTION. 
	3.4 UNITED STATES PHARMACOPEIA (USP) The USP was searched on 7/19/2018. 
	YES or Date Monograph Title NO (NA if no monograph) Currently Official YES I \.1gabatrin Tablets Not Yet Official NO Sarre as above. R eviewer Assessment: Packaging and Storage/Labeling Statements (NA if no monoQ.!!P..!!). (D)._JJ 
	Are the required USP recomr:rendations and/or differences in test methods (e.g., dissohrtion, organic impm1ties, assay) reflected in the .labeling and .labels? YES 
	Revie'\\ier Comments: Acceptable. .From Drug Product Review: Dissohrtion test is USP r:rethod. The acceptance crite11a is NLT 75% (Q) in .30 minutes. .
	SIP age 
	3.5 PA1ENTS AND EXCLUSIVITIES The Orange Book was searched on 7/19/2018. 
	Table 3 provides Orange Book patents for the Model Labeling NDA 020427 and ANDA patent ce1tifications. (For applications that have no patents, NIA is entered in the patent mnnber cohnrm) 
	Table
	TR
	Table 3: I01>act ofModel Labeling Patents on ANDA Labeling 

	Patent Number 
	Patent Number 
	Patent Expiration 
	Patent Use Code 
	Patent Use Code Definition 
	Patent Certification 
	Date of Patent Cert Submission 
	Labeling I mpact (enter Carve·out or None) 

	N/A 
	N/A 


	R eviewer Assessment: 
	Is the applicant's ''patent caive out" acceptable? NA 
	I

	Reviewer Comments: There ai·e no llllexpired patents for this product in the Orange Book database. .Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. .
	Table
	TR
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	Exclusivity Code 
	Exclusivity Code 
	Exclusivity Expiration 
	Exclusivity Code Definition 
	Exclusivity Statement 
	Date of Exclusivity Submission 
	Labeling Impact (enter Carve·out or None) 

	N/A 
	N/A 


	R eviewer Assessment: 
	Is the applicant's "exclusivity ca1ve out" acceptable? NA 
	I

	Revie'\\ier Comments: There is no unexpired exclusiv ity for this product in the Orange Book database. 
	4. DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STA1EMENT 
	Tables 5, 6, and 7 descnbe any changes in the inactive ingredients, dosage fotm description, package sizes, and manufuctm·er/distributor/packer statements of the Prescribing Infonnation or Dmg Facts for OTC products when compared to the previous labeling review. 
	R eviewer A ssessment: 
	Are there changes to the inactives in the DESCRIPTION section or Inactive higredients (OTC)? NO Are there changes to the dosage fotm description(s) or package size(s) in HOW SUPPLIED or package size(s) for OTC? NO Are there changes to the manufuctm·er/distributor/packer staten~nts? YES Ifyes, then comment below in Tables 5, 6, and 7. 
	Table 5: Co01>arison of DESCRIPTI ON Section or Inactive Ingredients Subsection (OTC) 
	Table 5: Co01>arison of DESCRIPTI ON Section or Inactive Ingredients Subsection (OTC) 
	Table 5: Co01>arison of DESCRIPTI ON Section or Inactive Ingredients Subsection (OTC) 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, oolysorbate 80, povidone, sodium starch glycolate and itanium dioxide. 
	Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, oolysorbate 80, povidone, sodium starch glycolate and itanium dioxide. 
	Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate, and titanium dioxide. 
	No Change 
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	Table 6: Co111>arison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6: Co111>arison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6: Co111>arison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 500 mg -Each white to off-white, film-coated,oval biconvex tablet functionally-scored on one side and debossed with A314 on the other side contains 500 mg ofvigabatrin, USP. Tablets are supplied in bottlesof100 (NDC0591 -3851-01). 16.2 Storage and Handling Store at 20° to 25°C (68° to 77°F). (See USP Controlled Room Te111>erature). Dispense in a t ight, light-resistant containerthat is defined in the USP. 
	Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 500 mg -Each white to off-white, film-coated,oval biconvex tablet functionally-scored on one side and debossed with A314 on the other side contains 500 mg ofvigabatrin, USP. Tablets are supplied in bottlesof100 (NDC0591 -3851-01). 16.2 Storage and Handling Store at 20° to 25°C (68° to 77°F). (See USP Controlled Room Te111>erature). Dispense in a t ight, light-resistant containerthat is defined in the USP. 
	Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 500 mg -Each white to off-white, film-coated,oval biconvex tablet functionally-scored on one side and debossed with A314 on the other side contains 500 mg ofvigabatrin, USP.Tablets are supplied in bottles of 100 (NOC 0591-3851-01). 16.2 Storage and Handling Store at 20° to 25°C (68° to 77°F). (See USPControlled Room Temperature) . Dispense in a tight, light-resistant container that is defined in t he USP. 
	No Change 


	Table
	TR
	Table 7: Manufacturer/Distributor/Packer Statements 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Manufactured by: Watson Pharma Private Limited Verna, SalcetteGoa 403 722 INDIA {6)141 
	Manufactured by: Watson Pharma Private Limited Verna, SalcetteGoa 403 722 INDIA {6)141 
	Manufactured in India by: Watson Pharma Private Limited Verna, SalcetteGoa 403 722 INDIA Manufactured for: Teva Pharmaceuticals USA, Inc. North Wales, PA 19454 
	The Manufactured for statement have been revised to reflect the current facility information. 


	5. COMMENTS FOR OTHER REVIEW DISCIPLINES 
	Descnbe questions/issue(s) sent to and/or received from other discipline (e.g., OPQ, OB, OCR) reviewer(s): 
	Reminder: Refer to chemistry review to verify labeling section (per Chemistry-Labeling MOU) is complete. Refer to OCR review for combination product to verify if labeling collllrents were cormmmicated to applicant. 
	Reviewer Comments: 
	Reviewer Comments: 
	Reviewer Comments: 
	From Dmg Product Review dated 07/16/2018 : 

	DESCRIPTIONsection Is the information accm·ate? ~Yes D No Is the dtug product subject ofa USP mmograph? 
	DESCRIPTIONsection Is the information accm·ate? ~Yes D No Is the dtug product subject ofa USP mmograph? 
	~
	Yes 
	D No 

	If"Yes," state if labeling needs a special USP statement in the Description 
	If"Yes," state if labeling needs a special USP statement in the Description 
	(e.g., USP test pending. 
	Meets 

	USP assay test 2. 
	USP assay test 2. 
	Meets USP orgflnic implnitie s test 3.) 
	(b)(4) 


	[Note: If there is a potential that USP statement needs to be added or m:>dified in the Description, aleli the labeling reviewer]. 
	HOWSUPPLIED section 
	~ Is the information accurate? ~Yes D No ii) Are the storage conditions acceptable? ~Yes D No 
	DOSAGE AND ADJl,fJNISTRATION section, for injectables, and where applicable: 
	Did the applicant provide quality data to suppoli in-use conditions (e.g. diluent co~atibility studies)? D Yes 0 No ~NIA 
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	For OTCDrugs and Controlled Substances: 
	Is ta~er evident feature provided in the container/cbsure? D Yes D No The drug product is neither OTC Thugs nor Controlled Substance. 
	For solidoral drug products, only: drug product length(s) ofcommercial batch(es): 
	ANDA Sb·enl{th 
	ANDA Sb·enl{th 
	ANDA Sb·enl{th 
	length (mm) 
	lmpdnt c~ 

	500 mg 
	500 mg 
	-
	White to off-white, fihn coated, ova4 biconvex tablet, functionally s cored on oneside and debossed with 'A314' on the other side 


	White to off-white, fihn coated, ova4 biconvex tablet functionally scored on one side and debossedwith 'A314' on the other side 
	Describe issue(s) sent to and/or received from the OGD LabelingReviewer: None List ofDeficiencies: None 
	D;ssolution: This section is reviewed by Biophannaceutics reviewer. Dissohrtion test is USP method. 1he acceptance criteria is NLT 75% (Q) in 30 minutes. 
	I Reviewer's Assessment: Adequate Film perfonred the tablet split study on research batch RB693 -59 as per protocol llllIIDer E15-49 per repolt !6H4 . 1he following tests were perfonned -appearance, assay, moisnn·e content, content lllliformity, dissohrtion and re1ated co~ounds. 
	As per ' Guidance for Industiy -Tablet Scoring: Nomenc1atm·e, Labeling and Data for Evaluation ' -the tablet split study needs to be perfonned on primuy I exhibit stability batches and scale-up. 
	6. OVERALL ASSESSM ENT OF M ATERIALS REVIEWED .Tables 8 and 9 provide a SllllllIB1Y of recorrnnendations for all Jabeling pieces for this application. .For each row, you MUST choose an item ''Finai Dt<lft, or "NA". If you enter "NA" mider the second cohnm, .
	you do NOT need to enter "NA" for the rermining cohnms. 
	Table 8: ReviewSummary ofContainer Label and Carton Labeling 
	Table 8: ReviewSummary ofContainer Label and Carton Labeling 
	Table 8: ReviewSummary ofContainer Label and Carton Labeling 

	TR
	Final orDraft or NA 
	Packaging Sizes 
	Submission Received Date 
	Recommendation 

	Container (500 mg) 
	Container (500 mg) 
	Draft 
	(bottles of 1OOs) 
	03/1212018 
	Satisfactory 

	Table9 ReviewSummary ofPrescribing Information and PatientLabeling 
	Table9 ReviewSummary ofPrescribing Information and PatientLabeling 

	TR
	Final orDraft or NA 
	Revision Date and/or Code 
	Submission Received Date 
	Recommendation 

	Prescribing Information 
	Prescribing Information 
	Draft 
	October2017 
	03/1212018 
	Satisfactory 

	Medication Guide 
	Medication Guide 
	Draft 
	10/2017 
	03/1212018 
	Satisfactory 

	SPL Data Elements 
	SPL Data Elements 
	10/2017 
	03/1212018 
	Satisfactory 
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	LABELING REVIEW 
	Division of Labeling Review. Office of Regulatory Operations. Office of Generic Drugs (OGD). Center for Drug Evaluation and Research (CDER). 
	Date of This Review 
	Date of This Review 
	Date of This Review 
	September 6, 2017 

	ANDA Number(s) 
	ANDA Number(s) 
	209822 

	Review Number 
	Review Number 
	2 

	Applicant Name 
	Applicant Name 
	Teva Pharmaceutical USA 

	Established Name & Strength(s) 
	Established Name & Strength(s) 
	Vigabatrin Tablets USP, 500 mg 

	Proposed Proprietary Name 
	Proposed Proprietary Name 
	None

	 Submission Received Date 
	 Submission Received Date 
	April 4, 2017 (amendment) 

	Labeling Reviewer 
	Labeling Reviewer 
	Lily Chua 

	Labeling Team Leader 
	Labeling Team Leader 
	Adolph Vezza 

	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note:  The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 
	Review Conclusion ACCEPTABLE – No Comments. ACCEPTABLE – Include Post Approval Comments Minor Deficiency* – Refer to Labeling Deficiencies and Comments for the Letter to Applicant. *Please Note:  The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable.  Otherwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 

	On Policy Alert List Generic Name/Dosage Form/Strengths: Multiple AED's: Anti-Epileptic / Anti-Seizure / Anticonvulsant drugs: including, but not limited to; Levetiracetam, carbamazepine, ethosuximide, primidone, topiramate, divalproex, oxcarbazepine No Approval Actions prior to contacting Policy Lead; Disciplines can send IR/ECD; The Policy Lead: Andrea Bautista 
	On Policy Alert List Generic Name/Dosage Form/Strengths: Multiple AED's: Anti-Epileptic / Anti-Seizure / Anticonvulsant drugs: including, but not limited to; Levetiracetam, carbamazepine, ethosuximide, primidone, topiramate, divalproex, oxcarbazepine No Approval Actions prior to contacting Policy Lead; Disciplines can send IR/ECD; The Policy Lead: Andrea Bautista 
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	1.. 
	1.. 
	LABELING COMMENTS 

	1.1 
	LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 

	Labeling Deficiencies determined on September 6, 2017 based on your submission dated April 4, 
	2017: 
	1.. PRESCRIBING INFORMATION 
	A. Please revise your insert labeling to be in accordance with the most recently approved labeling for the reference listed drug (RLD), Sabril®, NDA 020427/S-016 approved April 27, 2017. 
	B. FULL PRESCRIBING INFORMATION 
	a.. 
	a.. 
	a.. 
	ADVERSE REACTIONS:  Please include as the second bullet “•  Magnetic Resonance Imaging (MRI) Abnormalities in Infants [see Warnings and Precautions (5.3)]” 

	b.. 
	b.. 
	OVERDOSAGE, 10.1 Signs, Symptoms, and Laboratory Findings of Overdosage, second paragraph, second sentence:  Please revise “veltigo” to read “vertigo”. 

	c.. 
	c.. 
	DESCRIPTION, third paragraph, first sentence:  Please revise “vely” to read “very”. 

	d.. 
	d.. 
	CLINICAL PHARMACOLOGY, 12.1 Mechanism of Action, first paragraph, first sentence:  Please revise “neurotrans1nitter” to read “neurotransmitter”. 

	e.. 
	e.. 
	CLINICAL PHARMACOLOGY, 12.2 Pharmacodynamics, first paragraph:  Please revise “a.” to read “a”. [Two instances]. 

	f.. 
	f.. 
	CLINICAL STUDIES, 14.1 Complex Partial Seizures, first paragraph after Table 9:  Please revise “pa1tial” to read “partial” and “pa1ticular” to read “particular”. 


	2.. MEDICATION GUIDE Please revise your Medication Guide to be in accordance with the most recently approved Medication Guide for the reference listed drug (RLD), Sabril®, NDA 020427/S-016 approved April 27, 2017. 
	Submit your revised labeling electronically.  The prescribing information and any patient labeling should reflect the full content of the labeling as well as the planned ordering of the content of the labeling.  The container label and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text size, and style. 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with the reference listed drug labeling with all differences annotated and explained. We also advise that you only address the deficiencies noted in this communication. 
	However, prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling.  
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address – 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
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	1.2 
	COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

	The Division of Labeling has no further questions/comments at this time based on your labeling submission (s) dated (add date) 
	1.3 
	POST APPROVAL REVISIONS 

	These comments will NOT be sent to the applicants at this time. .These comments will be addressed post approval (in the first labeling supplement review). .NA. 
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	2.. 
	PREVIOUS LABELING REVIEW, DEFICIENCIES, FIRM’S RESPONSE, AND REVIEWER’S ASSESSMENT 

	In this section, we include any previous labeling review deficiencies, the firm’s response and reviewer’s assessment to firm’s response as well as any new deficiencies found in this cycle. Include the previous review cycle and the review’s submission date(s) 
	Review #1 finalized date: March 23, 2017 
	From Response to ECD, received April 4, 2017: 

	1. PRESCRIBING INFORMATION 
	1. PRESCRIBING INFORMATION 
	a. HIGHLIGHTS, WARNINGS AND PRECAUTIONS: Please include as the first bullet “Abnormal MRI signal changes have been reported in some infants with Infantile Spasms receiving vigabatrin (5.3)”. 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
	b. FULL PRESCRIBING INFORMATION: CONTENTS, WARNINGS AND PRECAUTIONS: Please include “5.3 Magnetic Resonance Imaging (MRI) Abnormalities”. 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
	c.
	c.
	c.
	 FULL PRESCRIBING INFORMATION 

	i.
	i.
	 WARNING BOX, last sentence: Please complete the REMS Program website and phone number when available. 


	Teva Response: Teva acknowledges the Agency’s comment. The labeling has been revised to include the REMS Program website and telephone number. 
	ii. DOSAGE AND ADMINISTRATION, 2.1 Important Dosing and Administration Instructions: Please add as the third paragraph the following: “Vigabatrin tablets and powder for oral solution are bioequivalent. Either tablet or powder can be used for CPS.” 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
	iii. DOSAGE FORMS AND STRENGTHS: If your drug product complies with the Guidance for Industry Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation, we recommend updating the tablet description to state functionally-scored. 
	Teva Response:  Teva acknowledges the Agency’s comment. The tablet description has been revised to state functionally-scored”. 
	iv. WARNINGS AND PRECAUTIONS, 5.2 Vigabatrin REMS Program: Please complete the REMS Program website and phone number when available. 
	Teva Response:  Teva acknowledges the Agency’s comment. The labeling has been revised to include the REMS Program website and telephone number. 
	v. WARNINGS AND PRECAUTIONS: Please include the “5.3 Magnetic Resonance Imaging (MRI) Abnormalities in Infants” section. 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
	vi. WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity, second paragraph, last sentence: Please revise “...clinically in children” to read “…clinically in infants and children”. 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
	vii. WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity: Please include as the last paragraph “Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants treated for Infantile Spasms with vigabatrin. Studies of the effects of vigabatrin on MRI and EP in adult epilepsy patients have demonstrated no clear-cut abnormalities [see Warnings and Precautions (5.3)].” 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
	viii. ADVERSE REACTIONS, 6.1 Clinical Trial Experience, Table 6: Please indent “Psychomotor hyperactivity” in the first column to preserve formatting. 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly 
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	ix. USE IN SPECIFIC POPULATIONS, 8.3 Nursing Mothers: Please revise “[see Warnings and Precautions (5.4)]” to read “[see Warnings and Precautions (5.3, 5.4)]”. 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
	x. USE IN SPECIFIC POPULATIONS, 8.4 Pediatric Use: Please include as the third paragraph “Abnormal MRI signal changes were observed in infants [see Warnings and Precautions (5.3, 5.4)].” 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling accordingly. 
	2. MEDICATION GUIDE We encourage you to include the U.S. contact information (i.e.; telephone number) of your firm in case the patient has questions about this drug product. Please include this information at the end of the “General information” section of the Medication Guide. 
	Teva Response:  Teva acknowledges the Agency’s comment and has revised the labeling to include the U.S. .contact information.. Reviewer Comments: Responses are acceptable.. 
	2.1 
	CONTAINER AND CARTON LABELS 

	Did the firm submit container and/or carton labels that were NOT requested in the previous labeling review? NO 
	If yes, state the reason for the submission, and comment below whether the proposed revisions are acceptable or deficient. 
	Reviewer Comments: Not submitted in this amendment. 
	2.2 
	ADDITIONAL BACKGROUND INFORMATION PERTINENT TO THE REVIEW 

	In this section, include any correspondence or internal information pertinent to the review.  Include the correspondence(s) and/or information date(s) [e.g. resolution of any pending chemistry review or issue].     
	Reviewer Comments: NA 

	3. 
	3. 
	LABELING REVIEW INFORMATION AND REVIEWER ASSESSMENT 

	3.1 
	REGULATORY INFORMATION 

	Are there any pending issues in ? NO 
	DLR's SharePoint Drug Facts

	If Yes, please explain in section 2.2 Additional Background Information Pertinent to the Review 
	Is the drug product listed in the Policy Alert Tracker on OGD’s SharePoint? NO 
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	3.2 
	MODEL PRESCRIBING INFORMATION. 

	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 

	MOST RECENTLY APPROVED NDA MODEL LABELING NDA# /Supplement# (S-000 if original): NDA 020427/S-016 Supplement Approval Date: April 27, 2017 Proprietary Name: Sabril® Established Name: Vigabatrin Tablets Description of Supplement: propose modifications to the approved risk evaluation and mitigation strategy (REMS) for Sabril to establish a single, shared system (SSS) REMS for vigabatrin products and updates to the approved Prescribing Information and Medication Guide to incorporate language reflecting the pro
	MOST RECENTLY APPROVED NDA MODEL LABELING NDA# /Supplement# (S-000 if original): NDA 020427/S-016 Supplement Approval Date: April 27, 2017 Proprietary Name: Sabril® Established Name: Vigabatrin Tablets Description of Supplement: propose modifications to the approved risk evaluation and mitigation strategy (REMS) for Sabril to establish a single, shared system (SSS) REMS for vigabatrin products and updates to the approved Prescribing Information and Medication Guide to incorporate language reflecting the pro

	MOST RECENTLY APPROVED ANDA MODEL LABELING ANDA#/Supplement# (S-000 if original): Click here to enter text. Supplement Approval Date: Click here to enter text. Proprietary Name: Click here to enter text. Established Name: Click here to enter text. Description of Supplement:
	MOST RECENTLY APPROVED ANDA MODEL LABELING ANDA#/Supplement# (S-000 if original): Click here to enter text. Supplement Approval Date: Click here to enter text. Proprietary Name: Click here to enter text. Established Name: Click here to enter text. Description of Supplement:

	  TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text. 
	  TEMPLATE (e.g., BPCA, PREA, Carve-out): Click here to enter text. 

	OTHER (Describe): NDA 020427/S-014, approved June 21, 2016, proposed modifications to the approved Sabril (vigabatrin) risk evaluation and mitigation strategy (REMS) and corresponding changes to the Sabril (vigabatrin) Prescribing Information and Medication Guide. S-017 is pending REMS supplement. 
	OTHER (Describe): NDA 020427/S-014, approved June 21, 2016, proposed modifications to the approved Sabril (vigabatrin) risk evaluation and mitigation strategy (REMS) and corresponding changes to the Sabril (vigabatrin) Prescribing Information and Medication Guide. S-017 is pending REMS supplement. 


	Reviewer Assessment: 
	Is the Prescribing Information same as the model labeling, except for differences allowed under )? NO Are the specific requirements for format met under  or )? YES Does the Model Labeling have combined insert labeling for multiple dosage forms? YES 
	21 CFR 314.94(a)(8
	21 CFR 201.57(new)
	201.80(old

	Reviewer Comments: The firm’s submitted insert labeling is based on NDA 020427/S-014 approved June 21, 2016. We will ask firm to revise the insert labeling and Medication Guide to be in accordance with the most recently approved labeling for the reference listed drug (RLD), Sabril®, NDA 020427/S-016 approved April 27, 2017. We will also ask firm to include as the second bullet “•  Magnetic Resonance Imaging (MRI) Abnormalities in Infants [see Warnings and Precautions (5.3)]” in ADVERSE REACTIONS section; re
	3.3 
	MODEL CONTAINER LABELS 

	Model container/carton/blister labels [Source: ANRPT-1 dated 10/20/2010] 
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	Figure
	3.4 
	UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF) 

	We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph or proposed USP monograph. 
	Table
	TR
	Table 2: USP and PF Search Results 

	TR
	Date Searche d 
	Monograp h? YES or NO 
	Monograph Title (NA if nomonograph) 
	Packaging and Storage/Labeling Statements (NA if no monograph) 

	US P 
	US P 
	9/7/2017 
	YES 
	Vigabatrin Tablets 
	TD
	Figure


	PF 
	PF 
	9/7/2017 
	YES 
	Same as above. 


	Reviewer Comments: Acceptable. 
	3.5 
	PATENTS AND EXCLUSIVITIES 

	The Orange Book was searched on 9/7/2017.. Table 3 provides Orange Book patents for the Model Labeling NDA 020427 and ANDA patent certifications. .(For applications that have no patents, N/A is entered in the patent number column). 
	Table
	TR
	Table 3: Impact of Model Labeling Patents on ANDA Labeling 

	Patent Number 
	Patent Number 
	Patent Expiration 
	Patent Use Code 
	Patent Use Code Definition 
	Patent Certificatio n 
	Date of Patent Cert Submissio n 
	Labeling Impact (enter “Carveout” or “None”) 

	N/A 
	N/A 


	Reviewer Assessment: 
	Is the applicant’s “patent carve out” acceptable? NA 
	Reviewer Comments: There are no unexpired patents for this product in the Orange Book database. Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	Exclusivity Code 
	Exclusivity Code 
	Exclusivity Expiration 
	Exclusivity Code Definition 
	Exclusivity Statement 
	Date of Exclusivity Submissio n 
	Labeling Impact (enter “Carveout” or “None”) 
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	Table
	TR
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	N/A 
	N/A 


	Reviewer Assessment: 
	Is the applicant’s “exclusivity carve out” acceptable? NA 
	Reviewer Comments: There is no unexpired exclusivity for this product in the Orange Book database. 

	4. 
	4. 
	DESCRIPTION, HOW SUPPLIED AND MANUFACTURED BY STATEMENT 

	Tables 5, 6, and 7 describe any changes in the inactive ingredients, dosage form description, package sizes, and manufacturer/distributor/packer statements of the Prescribing Information or Drug Facts for OTC products when compared to the previous labeling review.  
	Reviewer Assessment: 
	Are there changes to the inactives in the DESCRIPTION section or Inactive Ingredients (OTC)? NO Are there changes to the dosage form description(s) or package size(s) in HOW SUPPLIED or package size(s) for OTC? YES Are there changes to the manufacturer/distributor/packer statements? NO If yes, then comment below in Tables 5, 6, and 7. 
	Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 
	Table 5: Comparison of DESCRIPTION Section or Inactive Ingredients Subsection (OTC) 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate and titanium dioxide. 
	Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate and titanium dioxide. 
	Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate and titanium dioxide. 
	No Change 


	Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 
	Table 6: Comparison of HOW SUPPLIED Section or Packaging Sizes for OTC Products 

	Previous Labeling Review 
	Previous Labeling Review 
	Currently Proposed 
	Assessment 

	Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 500 mg — Each white to off-white, film-coated, oval biconvex tablet scored on one side and debossed with A314 on the other side contains 500 mg of vigabatrin, USP. Tablets are supplied in bottles of 100 (NDC 0591-3851-01). 16.2 Storage and Handling Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature].Dispense in a tight, light-resistant container that is defined in the USP. 
	Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 500 mg — Each white to off-white, film-coated, oval biconvex tablet scored on one side and debossed with A314 on the other side contains 500 mg of vigabatrin, USP. Tablets are supplied in bottles of 100 (NDC 0591-3851-01). 16.2 Storage and Handling Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature].Dispense in a tight, light-resistant container that is defined in the USP. 
	Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 500 mg — Each white to off-white, film-coated, oval biconvex tablet functionally-scored on one side and debossed with A314 on the other side contains 500 mg of vigabatrin, USP. Tablets are supplied in bottles of 100 (NDC 0591-3851-01). 16.2 Storage and Handling Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature].Dispense in a tight, light-resistant container that is defined in the USP. 
	“scored” has been revised to read “functionally-scored”. This change is acceptable. No change otherwise. 
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	Table 7: Manufacturer/Distributor/Packer Statements Previous Labeling Review Currently Proposed Assessment Manufactured by: Manufactured by: Watson Pharma Private Limited Watson Pharma Private Limited Verna, Salcette Goa 403 722 INDIA {l)f(4) Verna. Salcette Goa 403 722 INDIA (bJlil No Change 
	5. COMMENTS FOR CHEMISTRY REVIEWER .Describe issue(s) sent to and/or received from the chemistiy (also known as diug product quality) reviewer: .
	Reviewer Comments: From CMC review dated 07/14/2017: 
	DESCRIPTION section 
	Is the inf01mation accurate? C8J Yes D No Is the diug product subject ofa USP monograph? C8J Yes D No If"Yes," state iflabeling needs a special USP statement in the Description. (e.g., USP test pending. Meets USP assay test 2. Meets USP organic impurities test 3.) 
	(b)(4) 
	[Note: Ifthere is a potential that USP statement needs to be added or modified in the Description, ale11 the labeling reviewer]. 
	HOWSUPPLIED section 
	i) Is the infonnation accurate? C8J Yes D No ii) Are the storage conditions acceptable? C8J Yes D No 
	DOSAGE AND ADMINISTRATIONsection, for injectables, and where applicable: 
	Did the applicant provide quality data to suppoli in-use conditions (e.g. diluent compatibility studies)? D Yes 0 No C8JN/A 
	For solid oral dru2 oroducts, onlv: dru2 oroduct len2th(s) ofcommercial batch(es): 
	ANDA 
	Stren2th 
	Stren2th 
	Stren2th 
	length (mm) 
	Imprint Code 

	TR
	White to off-white, fihn coated, oval, bic.oi1vex tablet, 

	500 mg 
	500 mg 
	-
	functionally scored on one side and debossed with 'A3 l 4' on 

	TR
	the other side 


	White to off-white, film coated, oval, biconvex tablet functionally scored on one side and debossed with 'A314' on the other side 
	Describe issue(s) sent to and/or received from the OGD Labeling Reviewer: None List ofDeficiencies: None 
	List of Deficiencies from Drng Product: 
	1. We acknowledge the tablet scoring study, which was performed on research batch (RB693-59) per repo1t >Hil in section 3.2.P.2. Per FDA guidance for Industly, 'Tablet Scoring: Nomenclature, Labeling and Data for Evaluation' tablet scoring study needs to be perfo1med on Primaiy I Exhibit stability scale-up batches. Please comment. 
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	6. 
	6. 
	6. 
	COMMENTS FOR OTHER REVIEW DISCIPLINES 

	Describe questions/issue(s) sent to and/or received from other discipline reviewer(s): Reviewer Comments: NA 
	7. 
	OVERALL ASSESSMENT OF MATERIALS REVIEWED 

	Tables 8 and 9 provide a summary of recommendations for all labeling pieces for this application. 
	For each row, you  choose an item “Final, Draft, or “NA”.  If you enter “NA” under the second column, you do NOT need to enter “NA” for the remaining columns.   
	MUST

	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 
	Table 8: Review Summary of Container Label and Carton Labeling 

	TR
	Final or Draft or NA 
	Packaging Sizes 
	Submission Received Date 
	Recommendati on 

	Container (500 mg) 
	Container (500 mg) 
	Draft 
	(bottles of 100s) 
	12/16/2016 
	Satisfactory 

	Table 9 Review Summary of Prescribing Information and Patient Labeling 
	Table 9 Review Summary of Prescribing Information and Patient Labeling 

	TR
	Final or Draft or NA 
	Revision Date and/or Code 
	Submission Received Date 
	Recommendati on 

	Prescribing Information
	Prescribing Information
	 Draft 
	March 2017 
	04/04/2017 
	Revise 

	Medication Guide   
	Medication Guide   
	Draft 
	March 2017 
	04/04/2017 
	Revise 

	SPL Data Elements 
	SPL Data Elements 
	8/2016 
	12/16/2016 
	Satisfactory 
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	LABELING REVIEW 
	Division of Labeling Review .Office of Regulatory Operations .Office of Generic Drugs (OGD) .Center for Drug Evaluation and Research (CDER) .
	Date of This Review 
	Date of This Review 
	Date of This Review 
	F ebma1y 8, 201 7 

	ANDA Number(s) 
	ANDA Number(s) 
	209822 

	Review Number 
	Review Number 
	1 

	Applicant Name 
	Applicant Name 
	T e va Phannaceuticals U SA 

	Established Name & Strength(s) 
	Established Name & Strength(s) 
	V igabatrin Tablets U SP , 500 m g 

	Proposed Proprietary Name 
	Proposed Proprietary Name 
	None 

	Submission Received Date 
	Submission Received Date 
	D ecem ber 16, 201 6 

	Labeling Reviewer 
	Labeling Reviewer 
	L ily Chua 

	Labeling Team Leader 
	Labeling Team Leader 
	Adolph Vezza 


	Review Conclusion 
	ACCEPTABLE-No Comments 
	D 

	ACCEPTABLE-Include Post Approval Comments 
	D 

	Minor Deficiency* -Refer to Labeling Deficiencies and Commen ts for L etter to Applicant.
	~ 
	*Please Note: The Regulatory Project Manager (RPM) may change the recommendation from Minor Deficiency to Easily Correctable Deficiency if all other OGD reviews are acceptable. Othetwise, the labeling minor deficiencies will be included in the Complete Response (CR) letter to the applicant. 
	On Policy Ale1i List
	~ 
	Generic Name/Dosage Fonn/Strengths: Multiple AED's: Anti-Epileptic I Anti-Seizure I Anticonvulsant dtugs: including, but not limited to; Levetiracetam, carbamazepine, ethosuximide, primidone, topiramate, divalproex, oxcarbazepine No Actions prior to contacting Policy Lead; No IR/ECD/CC for: Labeling Notes: Ifchanges are approved to RLD, will effect ANDA labeling The Policy Lead: Andrea Bautista 
	l l Page 
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	TR
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	TR
	2.1 REGULATORY INFORMATION 2.2 MODEL LABELING 


	2.2.1 
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	MODEL PRESCRIBING INFORMATION 

	2.2.2 
	2.2.2 
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	Table
	TR
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	3. 
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	TR
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	TR
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	4. 5. 6. 7. 
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	1.. 
	LABELING COMMENTS 

	1.1. 
	LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 

	Labeling Deficiencies determined on February 8, 2017 based on your submission dated December 16, 2016: 
	1.. PRESCRIBING INFORMATION 
	a.. 
	a.. 
	a.. 
	HIGHLIGHTS, WARNINGS AND PRECAUTIONS: Please include as the first bullet “Abnormal MRI signal changes have been reported in some infants with Infantile Spasms receiving vigabatrin (5.3)”. 

	b.. 
	b.. 
	FULL PRESCRIBING INFORMATION: CONTENTS, WARNINGS AND PRECAUTIONS: Please include “5.3 Magnetic Resonance Imaging (MRI) Abnormalities”. 

	c.. 
	c.. 
	FULL PRESCRIBING INFORMATION 

	i.. 
	i.. 
	WARNING BOX, last sentence: Please complete the REMS Program website and phone number when available. 


	ii.. DOSAGE AND ADMINISTRATION, 2.1 Important Dosing and Administration Instructions:  Please add as the third paragraph the following: “Vigabatrin tablets and powder for oral solution are bioequivalent. Either tablet or powder can be used for CPS.” 
	iii.. DOSAGE FORMS AND STRENGTHS: If your drug product complies with the Guidance for Industry Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation, we recommend updating the tablet description to state functionally-scored. 
	iv.. 
	iv.. 
	iv.. 
	WARNINGS AND PRECAUTIONS, 5.2 Vigabatrin REMS Program: Please complete the REMS Program website and phone number when available. 

	v.. 
	v.. 
	WARNINGS AND PRECAUTIONS: Please include the “5.3 Magnetic Resonance Imaging (MRI) Abnormalities in Infants” section. 


	vi.. WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity, second paragraph, last sentence: Please revise “...clinically in children” to read “…clinically in infants and children”. 
	vii.. WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity: Please include as the last paragraph “Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants treated for Infantile Spasms with vigabatrin. Studies of the effects of vigabatrin on MRI and EP in adult epilepsy patients have demonstrated no clear-cut abnormalities [see Warnings and Precautions (5.3)].” 
	viii.. ADVERSE REACTIONS, 6.1 Clinical Trial Experience, Table 6: Please indent “Psychomotor hyperactivity” in the first column to preserve formatting. 
	ix.. 
	ix.. 
	ix.. 
	USE IN SPECIFIC POPULATIONS, 8.3 Nursing Mothers: Please revise “[see Warnings and Precautions (5.4)]” to read “[see Warnings and Precautions (5.3, 5.4)]” 

	x.. 
	x.. 
	USE IN SPECIFIC POPULATIONS, 8.4 Pediatric Use: Please include as the third paragraph “Abnormal MRI signal changes were observed in infants [see Warnings and Precautions (5.3, 5.4)].” 


	2.. MEDICATION GUIDE We encourage you to include the U.S. contact information (i.e.; telephone number) of your firm in case the patient has questions about this drug product.  Please include this information at the end of the “General information” section of the Medication Guide. 
	Submit your revised labeling electronically.  The prescribing information and any patient labeling should reflect the full content of the labeling as well as the planned ordering of the content of the labeling.  The container label and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text size, and style. 
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	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with the reference listed drug labeling with all differences annotated and explained. We also advise that you only address the deficiencies noted in this communication. 
	However, prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling.  
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address – 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 


	1.2 
	COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

	The Division of Labeling has no further questions/comments at this time based on your labeling submission(s) dated (add date). 
	1.3 
	POST APPROVAL REVISIONS 

	These comments will NOT be sent to the applicants at this time. .These comments will be addressed post approval (in the first labeling supplement review). .NA. 
	4 | Page 
	2. LABELING REVIEW INFORMATION 
	2.1 REGULATORY INFORMATION 
	Has the ANDA been accepted for filing? YES 
	Has the ANDA been accepted for filing? YES 
	Has the ANDA been accepted for filing? YES 

	Are there any pending issues in DLR's SharePoint Drug Facts? YES Potential pediatric template required-please check patents and exclusivities. None in need of template as of 12/20/2015 
	Are there any pending issues in DLR's SharePoint Drug Facts? YES Potential pediatric template required-please check patents and exclusivities. None in need of template as of 12/20/2015 

	Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint? NO 
	Is the drug product listed in the Policy Alert Tracker on OGD's SharePoint? NO 


	2.2 MODEL LABELING 
	2.2.1 MODEL PRESCRIBING INFORMATION 
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 181 MOST RECENTLY APPROVED W2A MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA RLD information.) NDA#ISupplement# (S-000 if original): NDA 020427/S-014 Supplement Approval Date: June 21, 2016 Proprietary Name: Sabril® Established Name: Vigabatrin Tablets Description of Supplement: proposed modifications to the approved Sabril (vigabatrin) 
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 181 MOST RECENTLY APPROVED W2A MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA RLD information.) NDA#ISupplement# (S-000 if original): NDA 020427/S-014 Supplement Approval Date: June 21, 2016 Proprietary Name: Sabril® Established Name: Vigabatrin Tablets Description of Supplement: proposed modifications to the approved Sabril (vigabatrin) 
	Table 1: Review Model Labeling for Prescribing Information and Patient Labeling (Check the box used as the Model Labeling) 181 MOST RECENTLY APPROVED W2A MODEL LABELING (If NOA is listed in the discontinued section ofthe Orange Book, also enter ANDA RLD information.) NDA#ISupplement# (S-000 if original): NDA 020427/S-014 Supplement Approval Date: June 21, 2016 Proprietary Name: Sabril® Established Name: Vigabatrin Tablets Description of Supplement: proposed modifications to the approved Sabril (vigabatrin) 


	2.2.2 MODEL CONTAINER LABELS Model container/carton/blister labels (Source: ANRPT-1 dated10/20/2010) 
	5 1Page 
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	Figure
	2.3 
	UNITED STATES PHARMACOPEIA (USP) & PHARMACOPEIA FORUM (PF) 

	We searched the USP and PF to determine if the drug product under review is the subject of a USP monograph or proposed USP monograph. 
	Table
	TR
	Table 2: USP and PF Search Results 

	TR
	Date Search ed 
	Monograp h? YES or NO 
	Monograph Title (NA if no monograph) 
	Packaging and Storage/Labeling Statements (NA if no monograph) 

	USP 
	USP 
	2/7/201 7 
	YES 
	Vigabatrin Tablets 
	TD
	Figure


	PF 
	PF 
	2/7/201 7 
	YES 
	Same as above. 


	2.4 
	PATENTS AND EXCLUSIVITIES 

	The  was searched on 2/7/2017. 
	Orange Book

	Table 3 provides Orange Book patents for the Model Labeling (NDA 020427) and ANDA patent certifications. (For applications that have no patents, N/A is entered in the patent number column.) 
	Table
	TR
	Table 3: Impact of Model Labeling Patents on ANDA Labeling 

	Patent Numbe r 
	Patent Numbe r 
	Patent Expiratio n 
	Patent Use Code 
	Patent Use Code Definition 
	Patent Certificati on 
	Date of Patent Cert Submissio n 
	Labeling Impact (enter Carve-out or None) 

	N/A 
	N/A 
	There are no unexpired patents for this product in the Orange Book database. 


	Table 4 provides Orange Book exclusivities for the Model Labeling and ANDA exclusivity statements. 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 
	Table 4: Impact of Model Labeling Exclusivities on ANDA Labels and Labeling 

	Exclusivi ty Code 
	Exclusivi ty Code 
	Exclusivity Expiration 
	Exclusivity Code Definition 
	Exclusivity Statement 
	Date of Exclusivity Submission 
	Labeling Impact(enter Carve-out or None) 

	NPP 
	NPP 
	Oct 26, 2016 
	NEW PATIENT POPULATION 
	Expired 
	None 

	PED 
	PED 
	Apr 26, 2017 
	PEDIATRIC EXCLUSIVITY 
	Wait until exclusivity expires 
	12/16/2016 
	None 


	Teva Pharmaceuticals USA does not intend to market the proposed product prior to the expiration of the exclusivity on Apr 26, 2017. 
	2.5 
	MANUFACTURING FACILITY 
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	Table 5 provides a description of the drng product manufacturing facility. 
	Table 5: Comparison of Manufacturer/Distributor/Packer Labeling Statements Name and Address of ANDA Name and Address on ANDA Name and Address on ANDAManufacturer/Distributor/Packer (3.2.P.3.1 MANUFACTURER) Container/Carton Prescribing Information Manufactured by:Watson ebar:maJ:rLvate LiriJ}fpd Manufactured by: Watson Pharma Private Limited Watson Pharma Private Limited Verna Salcette Goa 403 722 INDIA Verna Salcette Goa 403 722 INDIA {6/l.ofl Verna, Salcette, Goa -403722, India. (6/l.ofl 
	Table 5: Comparison of Manufacturer/Distributor/Packer Labeling Statements Name and Address of ANDA Name and Address on ANDA Name and Address on ANDAManufacturer/Distributor/Packer (3.2.P.3.1 MANUFACTURER) Container/Carton Prescribing Information Manufactured by:Watson ebar:maJ:rLvate LiriJ}fpd Manufactured by: Watson Pharma Private Limited Watson Pharma Private Limited Verna Salcette Goa 403 722 INDIA Verna Salcette Goa 403 722 INDIA {6/l.ofl Verna, Salcette, Goa -403722, India. (6/l.ofl 
	Table 5: Comparison of Manufacturer/Distributor/Packer Labeling Statements Name and Address of ANDA Name and Address on ANDA Name and Address on ANDAManufacturer/Distributor/Packer (3.2.P.3.1 MANUFACTURER) Container/Carton Prescribing Information Manufactured by:Watson ebar:maJ:rLvate LiriJ}fpd Manufactured by: Watson Pharma Private Limited Watson Pharma Private Limited Verna Salcette Goa 403 722 INDIA Verna Salcette Goa 403 722 INDIA {6/l.ofl Verna, Salcette, Goa -403722, India. (6/l.ofl 


	3. ASSESSMENT OF ANDA LABELING AND LABELS 
	The results for each material reviewed in this section provide the basis for the labeling comments to the applicant. 
	Is this product Rx or OTC? Please check one. .[8J Rx Product (IfRx, skip 3.2 OTC DRUG PRODUCT and go to 3.3 CONTAINER/CLOSURE.) .0 OTC Product (IfOTC, skip 3.1 RX DRUG PRODUCT and go to 3.3 CONTAINER/CLOSURE) .
	3.1 RX (PRESCRIPTION) DRUG PRODUCT 
	3.1.1 RX: PRESCRIBING INFORMATION 
	Reviewer Assessment: 
	Is the Prescribing Info1mation same as the model labeling, except for differences allowed under 21 CFR 314.94(a)(8)? YES Are the specific requirements for fonnat met under 21CFR201.57(new) or 201.80(old)? YES Is the established name for this ANDA acceptable? YES Does the Model Labeling have combined inseit labeling for multiple NDAs or dosage foims? YES Are the required USP recommendations reflected in the labeling? YES Is the applicant's "patent caive out" acceptable? NA Is the applicant's "exclusivity ca1
	Reviewer Comments: The most recently approved reference listed dtug labeling, NDA 020427/S-014 is a combined ine1t with oral solution-approved for Infantile Spasms, we will ask film to revise the labeling as follow based on NDA 020427/S-005, approved December 11, 2012, labeling for the oral tablets only: 
	a. 
	a. 
	a. 
	HIGHLIGHTS, WARNINGS AND PRECAUTIONS: Please include as the first bullet "Abnormal MRI signal changes have been reported 

	TR
	in some infants with Infantile Spasms receiving vigabatrin (5.3)''. 

	b. 
	b. 
	FULL PRESCRIBING INFORMATION: CONTENTS, WARNINGS AND PRECAUTIONS: Please include "5.3 Magnetic Resonance 

	TR
	In1aging (MRI) Abnonnalities". 

	c. 
	c. 
	FULL PRESCRIBING INFORMATION 

	TR
	1. WARNING BOX, last sentence: Please complete the REMS Program website and phone munber when available. 

	TR
	11. DOSAGE AND ADMINISTRATION, 2.1 Important Dosing and Administration Instructions: Please add as the thil·d paragraph the 

	TR
	following: ''Vigabatrin tablets and powder for oral solution are bioequivalent. Either tablet or powder can be used for CPS." 

	TR
	m. 
	DOSAGE FORMS AND STRENGTHS: Ifyour drug product complies with the Guidance for Industry Tablet Scorillg: Nomenclattu·e, 

	TR
	Labelll1g, and Data for Evaluation, we recommend updating the tablet description to state functionally·scored. 

	TR
	1v. 
	WARNINGS AND PRECAUTIONS, 5.2 Vigabatrin REMS Program: Please complete the REMS Program website and phone 

	TR
	munber when available. 

	TR
	v. 
	WARNINGS AND PRECAUTIONS: Please include the "5.3 Magnetic Resonance In1agil1g (MRI) Abnonnalities in Infants" section. 

	TR
	vi. 
	WARNINGS AND PRECAUTIONS, 5.4 Nem·otoxicity, second paragraph, last sentence: Please revise "... clinically in children" to 
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	read “…clinically in infants and children”. 
	vii.. WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity: Please include as the last paragraph “Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants treated for Infantile Spasms with vigabatrin. Studies of the effects of vigabatrin on MRI and EP in adult epilepsy patients have demonstrated no clear-cut abnormalities [see Warnings and Precautions (5.3)].” 
	viii.. ADVERSE REACTIONS, 6.1 Clinical Trial Experience, Table 6: Please indent “Psychomotor hyperactivity” in the first column to preserve formatting. 
	ix.. 
	ix.. 
	ix.. 
	USE IN SPECIFIC POPULATIONS, 8.3 Nursing Mothers: Please revise “[see Warnings and Precautions (5.4)]” to read “[see Warnings and Precautions (5.3, 5.4)]” 

	x.. 
	x.. 
	USE IN SPECIFIC POPULATIONS, 8.4 Pediatric Use: Please include as the third paragraph “Abnormal MRI signal changes were observed in infants [see Warnings and Precautions (5.3, 5.4)].” 


	The decision was made to retain most of the information relating to the MRI changes observed in infants with IS (infantile spasms) treated with vigabatrin powder for oral solution since this information was present in the last labeling for Sabril (RLD) tablets before the RLD insert was combined with the insert for Sabril Powder for Oral Solution. (2 separate NDAs). 
	3.1.1.1 
	RX: DESCRIPTION 

	We reviewed the DESCRIPTION section for accuracy (with input from the chemistry review, if appropriate) and acceptability from Labeling perspective.  We compared the list of inactive ingredients contained in this product to those contained in the Model Labeling.   
	Table 6: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section 
	Table 6: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section 
	Table 6: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section 

	Model Labeling Inactive Ingredients 
	Model Labeling Inactive Ingredients 
	ANDA Labeling Inactive Ingredients 

	TR
	TH
	Figure

	Each vigabatrin tablet contains 500 mg of vigabatrin, USP. The inactive ingredients are hypromellose 2910, magnesium stearate, microcrystalline cellulose, polyethylene glycol 400, polyethylene glycol 8000, polysorbate 80, povidone, sodium starch glycolate and titanium dioxide. 


	Reviewer Assessment: 
	Does the chemistry review follow the  (MOU)? 
	Chemistry/Labeling Memorandum of Understanding

	YES, chemistry review pending as of 02/27/2017 
	(Note: The MOU became effective on November 1, 2014.  MOU does not apply to amendment reviews for ANDAs originally reviewed before November 1, 2014.) 
	If the chemistry review follows the MOU, labeling reviewer is not responsible for reviewing for accuracy of the DESCRIPTION section for chemical properties, system components of the drug product, etc.  Please refer to the MOU, Appendix A, DESCRIPTION section for delineation of responsibilities.  If chemistry review does NOT follow the MOU, labeling reviewer will follow the traditional review approach of reviewing the entire DESCRIPTION section.) 
	Are the inactive ingredients information consistent with “Components and Composition” information as provided in Module 3.2.P.1? (If Chemistry follows the MOU, refer to the Labeling section of Chemistry review.) YES For products required to be qualitatively and quantitatively the same in regards to active and inactive ingredients (Q1/Q2), are the ANDA ingredients consistent with the Model Labeling? NA Does any inactive ingredient require special warnings, precautions, or labeling statements? NA If the label
	Reviewer Comments: 
	From 3.2.P.1.5 .From 3.2.P.1.4 
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	Figure
	3.1.1.2 
	RX: HOW SUPPLIED/STORAGE AND HANDLING 

	We compared the descriptions of the model product to the ANDA finished product.  Product differences, such as scoring configuration and storage conditions, are highlighted in Table 7 and will be referred to the appropriate review discipline for evaluation. 
	Table
	TR
	Table 7: Comparison of Model Labeling to ANDA Labeling 

	Model Labeling 
	Model Labeling 
	SABRIL 500 mg tablets are white, film-coated, oval, biconvex, scored on one side, and debossed with OV 111 on the other. They are supplied as bottles of 100 (NDC 67386-111-01). SABRIL 500 mg packets contain a white to off-white granular powder. They are supplied in packages of 50 (NDC 67386-211-65). 16.2 Storage and Handling Store at 20 to 25°C (68 to 77°F). See USP controlled room temperature. 

	ANDA Labeling 
	ANDA Labeling 
	Vigabatrin tablets, USP are available for oral administration and are supplied as follows: 500 mg — Each white to off-white, film-coated, oval biconvex tablet scored on one side and debossed with A314 on the other side contains 500 mg of vigabatrin, USP. Tablets are supplied in bottles of 100 (NDC 0591-3851-01). 16.2 Storage and Handling Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature]. Dispense in a tight, light-resistant container that is defined in the USP. 


	Reviewer Assessment: 
	Does the chemistry review follow the Chemistry/Labeling MOU? YES, chemistry review pending as of 02/27/2017 
	If the chemistry review does NOT follow the MOU, is the description , color and ) of the finished product in the HOW SUPPLIED section consistent with the information in Module 3.2.P.5.1 for Drug Product Specification? YES Does the ANDA require the same color coding as the Model Labeling? NO Is there any difference in scoring configuration between the ANDA and the Model Labeling? NO Are the packaging sizes and configurations acceptable as compared to the Model Labeling? YES If the packaging configuration is 
	(scoring
	imprint

	Reviewer Comments: From 3.2.P.1.1 Dosage Form Description:. White to off-white, film coated, oval, biconvex tablet scored on one side and debossed with ‘A314’ on the other side.. 
	3.1.2 
	RX: MEDICATION GUIDE 

	Is Medication Guide required? YES. If YES go to Reviewer Assessment below, if NO go to section 3.1.3.. 
	Reviewer Assessment: 
	Was Medication Guide submitted? YES Is the Medication Guide same as the model labeling, except for allowable differences? YES 
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	Does the Medication Guide meet the requirements ? YES Has the Applicant committed to provide a sufficient number of medication guides? YES Is the phonetic spelling of the proprieta1y or established name present? YES Is FDA 1-800-FDA-1088 phone number included? YES 
	of21CFR208.20

	Reviewer Comments: We will encourage fnm to include the U.S. contact info1mation (i.e.; telephone number) of the fnm at the end of the "General inf01mation" section of the Medication Guide. 
	lT4l 
	Figure

	3.1.3 RX: OTHER PATIENT LABELING 
	Are other patient labeling required? NO .IfYES go to Reviewer Assessment below, if NO go to section 3.1.4. .
	Reviewer Assessment: 
	Was other patient labeling submitted? NA Is the patient labeling the same as the model labeling, except for allowable differences? NA 
	Reviewer Comments: 
	3.1.4 RX: CONTAINER LABEL 
	Was container label (other than Blisters) submitted? YES .(For BLISTER labels go to section 3.1.5.) .We evaluated the container labels for the inclusion of all required statements and safety considerations. .
	R eviewer Assessment: 
	Is the established name acceptable? YES Is title case used in expressing the established name? YES Does labeling comply with Tall Man lettering recommendations found on FDA webpage? NA Is container label too small to contain all required info1mation? NO Ifyes, does the container meet the "too small" exemption found in 21 CFR 201.1 O(i)? NO Are established name (proprieta1y name, if applicable) and strength the most prominent info1m ation on the Principal Display Panel? YES Is the following information prope
	Net quantity statement: YES .Route(s) ofadministration (other than oral): NA .Warnings (if any) or cautiona1y statements (if any): NA .Medication Guide Pha1macist instrnctions per 21 CFR 208.24(d): YES .Controlled substance symbol: NA .Usual Dosage statement: YES .Product strength equivalency statement: NA .NDC: YES .Bar code per 21CFR201.25(c)(2): YES .
	Is the Manufacturer/Distributor/Packager statement acceptable? YES For foreign manufacturers, does the labeling have the countiy of origin? YES Are the required USP recommendations reflected on the label(s)? YES Is the storage or dispensing statement consistent with the How Supplied section of the inse1t ? YES Does any inactive ingredient require special warnings, precautions, or labeling statements? NA Are multiple stl'engths differentiated by use of different color or other acceptable means? NA Are the la
	IO JP age 
	Are the requirements of21 CFR 201.15 met for all required label statements? YES .Are the requirements of 21 CFR 201.100 met for all required label statements? YES .
	Reviewer Comments: Acceptable. 
	ANDA 209824: 
	3.1.4.1 RX: CONTAINER LABEL FOR PARENTERAL SOLUTIONS 
	Is container for parenteral solution? NO .IfYES go to Reviewer Assessment below, if NO go to section 3.1.4.2. .
	Reviewer Assessment: 
	Is the product strength expressed as total quantity per total volume followed by the concentration per milliliter (mL), as described in the USP, General Chapter <l> Injection? NA Ifvolume is less than 1 mL, is strength per fraction ofa milliliter the only expression of strength? NA Is the quantity or propo1tion ofall inactive ingredients listed on label as required under 21 CFR 
	201.1OO(b)(5)(iii)? NA Reviewer Comments: 
	3.1.4.2 RX: CONTAINER LABEL FOR SOLID INJECTABLE 
	Is container for solid injectable (other than Phannacy Bulle Package)? NO IfYES go to Reviewer Assessment below, if NO go to section 3.1.4.3. 
	Reviewer Assessment: 
	Is the strength in te1ms of the total amount ofdrng per vial? NA Are instrnctions for reconstitution and resultant concentration provided, if space pe1mits? NA Is the quantity or proportion ofall inactive ingredients listed on label as required under 21 CFR 201.100(b)(5)(iii)? NA 
	Reviewer Comments: 
	3.1.4.3 RX: CONTAINER LABEL FOR PHARMACY BULK PACKAGE 
	Is container a Pha1macy Bulle Package (parenteral preparations for admixtures)? NO IfYES go to Reviewer Assessment below, if NO go to section 3.1.5. 
	R eviewer Assessment: 
	Is the strength in te1ms of the total amount ofdrng per vial? NA Is there a prominent, boxed declaration reading "Pha1macy Bulle Package -Not for Direct Infusion" on the principal display panel following the expression ofstrength? NA Does the container label include graduation marks? NA Are instructions for reconstitution and resultant concentration provided, if space pe1mits? NA Does label contain the required info1mation on proper aseptic technique including time frame in which the container may be used o
	Reviewer Comments: 
	3.1.5 RX: UNIT DOSE BLISTER LABEL Is container a Unit Dose Blister Pack? NO 
	ll JPage 
	If YES go to Reviewer Assessment below, if NO go to section 3.1.6. 
	Reviewer Assessment: 
	Does each blister include only one dosage unit (e.g., one tablet, one capsule)? NA Do proprietary name, established name, strength, bar code, and manufacturer appear accurately on each blister cell?  NA 
	Reviewer Comments: 
	3.1.6 
	RX: CARTON (OUTER OR SECONDARY PACKAGING) LABELING 

	Was carton labeling submitted? NO. If YES go to Reviewer Assessment below, if NO go to section 3.3.. 
	Reviewer Assessment: 
	Are the answers to the Container Label questions the same for the Carton Labeling?  NA If no, please explain the differences in the Reviewer Comments section. If container is too small or otherwise unable to accommodate a label with enough space to include all required information, is all required information present on the carton labeling? NA If country of origin is not on Container, does it appear on outer packaging labeling? NA 
	Reviewer Comments: 
	3.2 
	OTC (OVER THE COUNTER) DRUG PRODUCT 

	3.2.1 
	OTC: LABELING THAT INCLUDES DRUGS FACTS INFORMATION 

	Reviewer Assessment: 
	Is Drug Facts Labeling format acceptable per ? NA Does “Questions?” have a toll-free number no less than 6 pt. font size  or “1-800-FDA1088” per )? NA Did firm submit a Labeling Format Information Table to evaluate the font size? NA Is the applicant’s “patent carve out” acceptable? NA Is the applicant’s “exclusivity carve out” acceptable? NA Is the established name for this ANDA acceptable? NA Is title case used in expressing the established name? NA Are established name (proprietary name, if applicable) an
	21 CFR 201.66
	per 21 CFR 201.66(c)(9)
	-
	21 CFR 201.66 (c)(5)(vii

	Pharmacological category: NA. Net quantity statement: NA. Route(s) of administration (other than oral): NA. Warnings (if any) or cautionary statements (if any): NA. NDC: NA. Bar code per ): NA. 
	21 CFR 201.25(c)(2

	Is the Manufacturer/Distributor/Packager statement acceptable? NA For foreign manufacturers, does the labeling have the country of origin? NA Are the required USP recommendations reflected in the labeling? NA Is the storage statement acceptable? NA Does any inactive ingredient require special warnings, precautions, or labeling statements? NA Are multiple strengths differentiated by use of different color or other acceptable means? NA Are the labels of related products differentiated to avoid selection error
	Reviewer Comments: 
	12 | Page 
	3.2.1.1 
	OTC: INACTIVE INGREDIENTS COMPARISON 

	We compared the list of inactive ingredients contained in this product to those contained in the Model Labeling.   
	Table 8: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section 
	Table 8: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section 
	Table 8: Comparison of Inactive Ingredients Contained in Model Product and ANDA Description Section 

	Model Labeling Inactive Ingredients 
	Model Labeling Inactive Ingredients 
	ANDA Inactive Ingredients 

	Click here to enter text. 
	Click here to enter text. 
	Click here to enter text. 


	Reviewer Assessment: 
	Are the inactive ingredients information consistent with “Components and Composition” information as provided in Module 3.2.P.1? NA Are the inactive ingredients listed in alphabetical order? NA For products required/recommended to be qualitatively and quantitatively the same in regards to active and inactive ingredients (Q1/Q2), are the ANDA ingredients consistent with the Model Labeling? NA Does any inactive ingredient require special warnings, precautions, or labeling statements? NA If the labeling includ
	Reviewer Comments: 
	3.2.1.2 
	OTC: HOW SUPPLIED AND STORAGE INFORMATION 

	We compared the descriptions of the model product to the ANDA finished product.  Product differences, such as scoring configuration and storage conditions, are highlighted in Table 9 and will be referred to the appropriate review discipline for evaluation. 
	Table
	TR
	Table 9 Comparison of Model Labeling to ANDA finished product 

	Model Labeling 
	Model Labeling 
	Description of Finished Product (Source: Click here to enter text.) Click here to enter text. Package Configurations (Source: Click here to enter text.) Click here to enter text. Storage Conditions (Source: Click here to enter text.) Click here to enter text. 

	ANDA 
	ANDA 
	Description of Finished Product (Source: Click here to enter text.) Click here to enter text. Package Configurations (Source: Click here to enter text.) Click here to enter text. Storage Conditions (Source: Click here to enter text.) Click here to enter text. 


	Reviewer Assessment: 
	Is the description , color and ) of the finished product consistent with the Drug Product Quality submission? NA Is there any difference in scoring configuration between the ANDA and the Model Labeling? NA Are the packaging sizes and configurations acceptable as compared to the Model Labeling? NA If the packaging configuration is different than the Model Labeling, does it require addition or deletion of labeling statements? NA Is the storage statement acceptable as compared to the Model Labeling? NA Is the 
	(scoring
	imprint

	Reviewer Comments: 
	13 | Page 
	3.2.2 
	OTC: PATIENT LABELING 

	Is patient labeling required? NA. If YES go to Reviewer Assessment below, if NO go to section 3.3.. 
	Reviewer Assessment: 
	Was patient labeling submitted? NA Is the patient labeling the same as the model labeling, except for allowable differences? NA 
	Reviewer Comments: 
	3.3 
	CONTAINER/CLOSURE 

	We evaluated the container/closure system of this product to determine if special child-resistant packaging is required based on packaging configuration.  Additionally, we evaluated other aspects of the container closure that relate to the dosage form, product formulation, and product class. Below is a description of the container/closure for the ANDA product. 
	Reviewer Assessment: 
	Describe container closure (e.g., 30s CRC, 100s non-CRC) and cite source of information in Reviewer Comments text box. Does the container require a child-resistant closure (CRC) as described in the ? YES Are the tamper evident requirements met for  and ? (If quality review follows the chemistry-labeling MOU, obtain answer from Appendix D of chemistry review; if quality review does not follow the MOU, labeling reviewer is responsible for assessing for tamper evidence) NA 
	Poison Prevention Act and regulations
	OTC
	Controlled Substances

	For ophthalmic products: 
	For ophthalmic products: 

	Does this ophthalmic product cap color match  scheme? NA 
	the American Academy of Ophthalmology (AAO) packaging color-coding

	For parenteral products: 
	For parenteral products: 

	Is there text on the cap/ferrule overseal of this injectable product? NA If YES, does text comply with the recommendations in USP General Chapter <1>? NA What is the cap color? NA 
	NOTE: Black closure system is prohibited, except for Potassium Chloride for Injection Concentrate. 
	Reviewer Comments: From 3.2.P.7.1: 100s CRC 
	3.4 
	CALCULATIONS FOR CONTENTS IN LABELING 

	Is calculation of ingredient(s) required? NO. If YES, go to Table 10 and Reviewer Assessment below, if NO go to section 3.5.. 
	We verified the calculation on the following content. 
	Table
	TR
	Table 10: Ingredients 

	Ingredient 
	Ingredient 
	Stated Content 
	Location of the Information 

	Click here to enter text. 
	Click here to enter text. 
	Click here to enter text. 
	Click here to enter text. 


	(Note: For Rx products, if chemistry review follows the MOU, chemistry reviewer will verify the accuracy of the active and inactive ingredient amount(s) if information is in the DESCRIPTION and HOW SUPPLIED sections for all products, and additionally, DOSAGE AND ADMINISTRATION section for parenteral products. See Chemistry-Labeling MOU, Appendix A, Miscellaneous section for discussion on calculations.) 
	Reviewer Assessment: 
	Does the chemistry review follow the Chemistry/Labeling MOU? NA Are the stated contents in the table above acceptable? NA 
	14 | Page 
	Aluminum content in small volume parenterals, large volume parenterals, and phaimacy bulk packages, which 
	are used in TPNs, need to be in the labeling per 21 CFR 201.323. Did the chemistiy reviewer verify the aluminum content? NA Are the labeling requirements met per 21CFR201.323? NA 
	Reviewer Comments: 
	3.5 STRUCTURED PRODUCT LABELING (SPL) DATA ELEMENTS Was SPL submitted? YES We evaluated the SPL data elements to ensure they are consistent with the info1mation submitted in the ANDA. 
	(tif(4 
	Tablet/Capsule Strength 
	500 mg 
	Figure
	Reviewer Assessment: 
	For solid oral dosage fo1ms: Do size and imprint code from the SPL data elements match the info1mation provided in the quality submission? YES Are all the other data elements (sti·ength, inactive ingredients, product characteristics, packaging etc.) consistent with the info1mation submitted in the ANDA labeling? YES 
	Reviewer Comments: From 3.2.P.1.2 Comi>arative evaluation of aeneric dru product and reference listed chug product: 
	(6f(4J 
	4. COMMENTS FOR CHEMISTRY REVIEWER .Describe issue(s) sent to and/or received from the chemistiy (also known as drng product quality) reviewer: .
	Reviewer Comments: Issues for Drng Product Reviewer: Does the drng product complies with the Guidance for Industiy Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation, to state functionally-scored in the labeling? 
	5. 
	5. 
	5. 
	5. 
	COMMENTS FOR OTHER REVIEW DISCIPLINES .Describe questions/issue(s) sent to and/or received from other review discipline reviewer(s): .

	Reviewer Comments: NA 

	6. 
	6. 
	SPECIAL CONSIDERATIONS .NA .

	7. 
	7. 
	OVERALL ASSESSMENT OF MATERIALS REVIEWED .Tables 12 and 13 provide a summaiy ofrecommendations for each labeling piece analyzed in this review. .


	Table 12: Review Summary of Container Label and Carton Labeling 
	15 JP age 
	Table
	TR
	Final or Draft or NA 
	Packaging Sizes 
	Submission Received Date 
	Recommendati on 

	Container (500 mg) 
	Container (500 mg) 
	Draft 
	(bottles of 100s) 
	12/16/2016 
	Satisfactory 

	Table 13 Review Summary of Prescribing Information and Patient Labeling 
	Table 13 Review Summary of Prescribing Information and Patient Labeling 

	TR
	Final or Draft or NA 
	Revision Date and/or Code 
	Submission Received Date 
	Recommendati on 

	Prescribing Information 
	Prescribing Information 
	Draft 
	July 2016 
	12/16/2016 
	Revise 

	Medication Guide   
	Medication Guide   
	Draft 
	July 2016 
	12/16/2016 
	Revise 

	SPL Data Elements 
	SPL Data Elements 
	8/2016 
	12/16/2016 
	Satisfactory 
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	Figure
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 209822. 
	CHEMISTRY REVIEWS. 
	CHEMISTRY REVIEWS. 
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	Recommendation: Approvable 
	ANDA 209822 .Review# 03 .
	Drug Name/Dosage Form Strene:th Route ofAdministration Rx/OTC Dispensed Applic.ant 
	Drug Name/Dosage Form Strene:th Route ofAdministration Rx/OTC Dispensed Applic.ant 
	Drug Name/Dosage Form Strene:th Route ofAdministration Rx/OTC Dispensed Applic.ant 
	Vigabatrin Tablets, USP 500mg Oral Rx Name and Address ofAtmlicant Teva Phannaceuticals USA 200 Elmora Ave. Elizabeth NJ 07207 USA regµlato1yaffairsUS@actavis.com 
	DPManufacturinr? facilitv Watson Pharma Private Limited I Vema Salcette, Goa 403722 India (6)(4 
	(6fl.li 

	US agent, ifaoolic.able 
	US agent, ifaoolic.able 
	NA 


	Submission(s) Reviewed 
	Submission(s) Reviewed 
	Submission(s) Reviewed 
	Document Date 
	Disciplines Affected 

	Original submission 
	Original submission 
	12/16/2016 
	All 

	Response to CR Major 
	Response to CR Major 
	03/ 12/2018 
	All 

	Resvonse to CR letter 
	Resvonse to CR letter 
	1011912018 
	All 


	Quality Review Team 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	REVIEWER 
	BRANCH/DIVISION 

	Drug Substance 
	Drug Substance 

	Drug Product 
	Drug Product 
	Ravi Erukulla 
	OLDP/Branch I/DIRPl 

	Process 
	Process 

	Microbiology 
	Microbiology 

	Facilitv 
	Facilitv 

	Bioohannaceutics 
	Bioohannaceutics 

	Regulatory Business Process Manager 
	Regulatory Business Process Manager 

	Anolication Technical Lead 
	Anolication Technical Lead 
	YuoingNiu 
	OLDP/Branch I/DIRPl 

	Laboratory (OTR) 
	Laboratory (OTR) 

	ORA Lead 
	ORA Lead 

	Environmental Analysis (EA) 
	Environmental Analysis (EA) 
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	Quality Review Data Sheet 
	1. RELATED/SUPPORTING DOCUMENTS 
	A. DMFs: 
	DMF # T_vpell I Tvvelll Type W HOLDER ITEM REFERENCED (6ff41 I I STATUS1 Adequate (b)(4 NIA NIA NIA NIA NIA NIA NIA NIA DATE REVIEW COMPLETED 0912412018 Reviewer SunX (Amendment 13) 
	Adequate, Adequate with Information Request, Deficient, or NIA (There is enough data in the application, therefore the DMF did not need to be reviewed). 
	1 

	2 .
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	B. Oher ,
	t Documents: IND RLD, or szster avv zcatzons 
	DOCUMENT 
	DOCUMENT 
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	NDA 
	NDA 
	020427 
	RLD 


	2. CONSULTS: None 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	Biostatistics 
	Biostatistics 

	Pharmacologyffoxicology 
	Pharmacologyffoxicology 

	CDRH 
	CDRH 

	Clinical 
	Clinical 

	Other 
	Other 
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	Executive Summary 
	I. Recommendations 
	A. Recommendations and Conclusion on Approvability .CMC is Approvable. .
	B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, ifApprovable 
	NIA 
	II. 
	II. 
	II. 
	Summary of Quality Assessments 

	A. 
	A. 
	Product Overview 


	Vigabatrin tablets, USP are indicated for the treatment of: 
	• Refract01y Complex Partial Seizures in patients :2::10 years ofage 
	Per physician rec.oinmendation 
	Per physician rec.oinmendation 
	Administrntion 

	Proposed Indication(s) 
	Proposed Indication(s) 
	Proposed Indication(s) 
	Dosa2e and Administration 

	including Intended Patient Population 
	including Intended Patient Population 
	Indication 
	Adult 1000 mg/day (500 mg twice daily) 
	Pediatric 500 mg/day (250 mg twice) 

	TR
	Seizures 
	Iucrease to 3000 mg/day 
	Iucrease to 2000 

	TR
	(1500 twice daily) 
	mg/day (1000 twice 

	TR
	dailv) 

	Duration of Treatment 
	Duration of Treatment 
	NA 

	Maximum Daily Dose 
	Maximum Daily Dose 
	3000 mi; 

	Alternative Methods of 
	Alternative Methods of 


	B. Quality Assessment Overview 
	Drug Substance: 
	bll.il !bll.ilf The Drng Substance Vigabatrin is freely soluble in water, sli~soluble in Methanol and 
	Vigabatrin is a white or ahnost white powder and manufactured by 

	)\ii 
	Vigabatrin has an official USP monograph. 
	Drug Product: 
	(i) Description ofDrug Product 
	The Vi abatrin tablets descri tion is listed in below table. 
	Figure
	White to off-white, film coated, oval, biconvex tablet fonctionally scored on one side and debossed with 'A314' on the other side 
	The dtug product is an Immediate Release fo1mulation has an active ingredient Vigabatrin. The active ingredient concentration is equal to RLD tablet. The excipients used in proposed generic dtug is fairly described and listed in FDA's Inactive Ingredients Database. 
	4 .
	L-"===-~.___T tgj£§~~.
	0*1£#=-=------Q_U_AL_I_T_Y_A_s_s_E_s_sMEN____ 
	(6ff41 
	C. .Biopharmaceutics Considerations 
	1. BCS Classification 
	1. BCS Classification 

	• .
	• .
	• .
	Dmg Substance: Film stated that the product is BCS Class I with high solubility and high pe1meability (under DBE review). 

	• .
	• .
	Dmg Product: 


	2. Biowaiver/Biostudies 
	2. Biowaiver/Biostudies 

	• .
	• .
	• .
	Biowaiver Request: Fi1m requested BE waiver based on theii· proposed BCS classification ofthe DS. As per GDRP info1mation Bioequivalence review is adequate. 

	• .
	• .
	PK Studies: 
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	N_T 
	*1£#=-=------Q_U_AL_I_T_Y_A_s_s_E_s_sME

	• 
	• 
	• 
	Dissolution: Biophaimaceutics review adequate. 

	D. 
	D. 
	Special Product Quality Labeling Recommendations (N/A) 

	E. 
	E. 
	Final Risk Assessment (see Attachment) ATTACHMENT I: Final Risk Assessments 
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	LABELING R Regional Information 
	1.14 Labeling Labeling & Package Insert DESCRIPTIONsection 
	Is the info1mation accurate?~ Yes D No If''No," explain. 
	Is the drug product subject of a USP monograph? ~Yes D No If''Yes," state if labeling needs a special USP statement in the Description. (e.g., USP test pending. Meets USP assay test 2. Meets USP organic impurities test 3.) 
	(b)(4) 
	[Note: Ifthere is a p in the Description, ale1t the labeling reviewer]. 
	otential that USP statement needs to be added or modified

	HOWSUPPLIED section 
	i) Is the info1mation accurate? ~Yes D No .If"No," explain. .ii) Are the storage conditions acceptable? ~Yes D No .If''No," explain. .
	DOSAGE AND ADMINISTRATIONsection, for injectables, and where applicable: 
	Did the applicant provide quality data to suppo1t in-use conditions (e.g. diluent compatibility studies)? D Yes D No ~NIA 
	For OTCDrugs and Controlled Substances: 
	Is tamper evident feature provided in the container/closure? D Yes D No .If''No," explain. .The dmg product is neither OTC Dmgs nor Controlled Substance. .
	92 .
	L-"0===-~__I_T______sMEN____
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	For solid oral drug products, only: drug product lengtll(s) ofcommercial batch( es): 
	ANDA Stren2th 
	ANDA Stren2th 
	ANDA Stren2th 
	length (mm) 
	Implint Code 

	500 mg 
	500 mg 
	-
	White to off-white, film coated, oval, biconvex tablet, fi.mctionally scored on one side and debossed with 'A3 l 4' on the other side 


	White to off-white, film coated, oval, biconvex tablet fonctionally scored on one side and debossed with 'A3 l 4' on the other side 
	Describe issue(s) sent to and/or received from the OGD Labeling Reviewer: None List ofDeficiencies: None 
	Primary Drug Product Reviewer: Ravi Erukulla/04-28-2017, 07/J J/2018(v3) 
	Secondary Reviewer: Yuping Niu I 7-6-2018(v2), 7-16-2018 
	93 .
	Following this page, 2 Pages Withheld in Full as (b)(4) 
	Figure
	Yuping Niu 
	Ravi Erukulla 
	Digitally signed by Yuping Niu Date: 11/16/2018 02:07:27PM GUID: 508da704000288fa0afbf45b29fc643c Digitally signed by Ravi Erukulla Date: 11/16/2018 02:14:04PM GUID: 57224b6b009387827442458c6b28325d 
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	Recommendation: Not Approvable-IR Minor 
	ANDA 209822 .Review# 02 .
	Drug Name/Dosage Form 
	Drug Name/Dosage Form 
	Drug Name/Dosage Form 
	Vigabatrin Tablets, USP 

	Strength 
	Strength 
	500~ 

	Route of Achninistration 
	Route of Achninistration 
	Oral 

	Rx/OTC Dispensed 
	Rx/OTC Dispensed 
	Rx 

	.ARiicant 
	.ARiicant 
	Name and Address ofApplicant 
	DP Mamifacturingfacili(y 

	TR
	Teva Phanm.ceuticals USA 200 Ehmra Ave. Elizabeth NJ 07207 
	Watson Phanna Private Limited I 
	(Ii) "'i 

	TR
	USA 
	Vema Salcette, Goa 403722 

	TR
	regulato1yaffairsUS@actavis.com 
	India 

	TR
	{6)1.of 

	US agent, if aoolicable 
	US agent, if aoolicable 
	NA 


	Submission(s) Revie\lred 
	Submission(s) Revie\lred 
	Submission(s) Revie\lred 
	Document Date 
	Disciplines Affected 

	Original submission 
	Original submission 
	12116"2016 
	All 

	Response to CR Major 
	Response to CR Major 
	0311212018 
	All 


	Quality ReviewTeam 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	REVIEWER 
	BRANCH'DIVISION 

	Thug Substance 
	Thug Substance 

	Dmg Product 
	Dmg Product 
	Ravi Erukulla 
	OIDP/Branch I/DIRPl 

	Process 
	Process 

	Microbiolo2v 
	Microbiolo2v 

	Facility 
	Facility 

	Biophannaceutics 
	Biophannaceutics 

	Regulatory Business Process Manager 
	Regulatory Business Process Manager 

	Application Technical Lead 
	Application Technical Lead 
	Yuping Niu 
	OIDP/Branch I/DIRPl 

	LaboratOIY (OTR) 
	LaboratOIY (OTR) 

	ORA Lead 
	ORA Lead 

	E.nvironmmtal Analysis (EA) 
	E.nvironmmtal Analysis (EA) 
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	Figure
	Quality Review Data Sheet 
	1. RELAIED/SUPPORTING DOCUMENTS 
	A. DMFs: 
	DMF # TypeII TypeIII Type JV HOLDER ITEM REFERENCED lliITj STATUS1 Adequate (b) "'I NIA NIA NIA NIA NIA NIA NIA NIA DATE REVIEW Re\>ie\WrCOMPLETED 10/03/2017 per Dai W . GDRP (Ammdrrent 11) 1 Adequate, Adequatev.iith Info1mation Request, Deficient, or NIA (There is enough datain the application, therefore the DMF did not need to be reviewed). 2 
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	B. Oher Documents: IND RLD r
	t , orszster GJJ/J xatzons
	J 
	DOCUMENT 
	DOCUMENT 
	DOCUMENT 
	APPLlCATION NUMBER 
	DISCRIPTION 

	NDA 
	NDA 
	020427 
	RID 


	2. CONSULTS: None 
	DISCIPLlNE 
	DISCIPLlNE 
	DISCIPLlNE 
	STATI:S 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	Biostatistics 
	Biostatistics 

	Phamecology/Toxicology 
	Phamecology/Toxicology 

	CDRH 
	CDRH 

	Clinical 
	Clinical 

	Other 
	Other 
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	Executive Summary 
	I. Recommendations 
	A. Recommendations and Conclusion on Approvability CMC is Not Approvable. It is recommended that Minor deficiency letter to be sent to the sponsor. 
	B. Recommendation on Phase 4 (Post-Marketing) Commitments, .Agreements, and/or Risk Management Steps, ifApprovable 
	NIA 
	II. 
	II. 
	II. 
	Summary of Quality Assessments 

	A. 
	A. 
	Product Overview 

	B. 
	B. 
	Quality Assessment Overview 


	Proposed fudication(s) including futended Patient Population 
	Proposed fudication(s) including futended Patient Population 
	Proposed fudication(s) including futended Patient Population 
	Vigabatrin tablets, USP are indicated f or the treatment of: • Refractoiy Cotq)lex Pa1tial Seizures in patients :;::10 years ofage Dosage and Administration 

	TR
	Indication 
	Adult 
	Pediatric 

	Seizm·es 
	Seizm·es 
	1000 mg/day (500 mg twice daily) Increase to 3000 mg/day (1500 twice daily) 
	500 mglday (250 mg twice) Increase to 2000 mglday (1000 twice dailv) 

	Duration ofTreatment 
	Duration ofTreatment 
	NA 

	Maxitmm Daily Dose 
	Maxitmm Daily Dose 
	3000 in; 

	Altemative Methods of Administration 
	Altemative Methods of Administration 
	Per physician recomnendation 


	Drug Substance: 
	Vigabatrin is a white or ahmst white powder and manufuctm·ed by f<41 j)f<I The Thug Substance Vigabatrin is freely soluble in water, slightly soluble in Methanol and 
	j)\l 
	Vigabatrin has an official USP monograph. 
	Drug Product: 
	(i) Description o(Drng Product 
	The Vigabatrin tablets description is listed in below table. 
	White to off-white, fihn coated, ovaL biconvex tablet functionally scored on one side and debossed
	500 1~ 
	with 'A314' on the other side 
	4 .
	L-"0===-~.s_M_E_N_T
	____tgj£§~~ 
	*1£#=-=------Q_U_A_I_J_T_Y_AS_s_E_s_

	The chug product is an Immediate Release fonm1ation has an active ingredient Vigabatrin. The active ingredient concentration is equal to RID tablet. The excipients used in proposed generic chug is fairly described and listed in FDA's Inactive Ingredients Database. 
	(b)l41 
	C. .Biophannaceutics Considerations 
	1. B CS Classification 
	1. B CS Classification 

	• .
	• .
	• .
	Dmg Substance: Firm stated that the product is BCS Class I with high solubility and high pen mability (under DBE review). 

	• .
	• .
	Thug Product: 


	2. Biowaiver/Biostudies 
	2. Biowaiver/Biostudies 

	5 .
	5 .

	____
	L-"0===-~.

	*1£#=-=------Q_U_A_I_J_T_Y_AS_s_E_s_s_M_E_N_T tgj£§~~ .
	• 
	• 
	• 
	• 
	Biowaiver Request: Finn requested BE waiver based on their proposed BCS 

	classification .of the DS. As per GDRP infonnation Bioequivalence review is Ma"o 

	• 
	• 
	PK Studies: 

	• 
	• 
	Dissohrtion: Biophannaceutics review 
	~!!!!8 


	D. 
	D. 
	Special Product Quality Labeling Recommendations (NIA) 

	E. 
	E. 
	Final Risk Assessment(see Attachment) 


	ATTACHMENT I: Final RiskAssessments 
	.___.!.--.... 
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	LABELING R Regional Information 
	1.14 Labeling 
	Labeling & Package Insert DESCRIPTION section 
	Is the information accw·ate? ~Yes D No If''No," explain. 
	Is the drng product subject of a USP monograph? ~Yes D No If''Yes," state if labeling needs a special USP statement in the Description (e.g., USP test pending. Meets USP assay test 2. Meets USP organic ~w·ities test 3.) 
	(b)(4) 
	[Note: Ifthere is a potential that USP stateirent needs to be added or modified in the Description, ale1t the labeling reviewer]. 
	HOWSUPPLIED section 
	~ Is the information accw-ate? ~Yes D No .If''No," explain. .iI) Are the storage conditions acceptable? ~Yes D No .If''No," exp la.in. .
	DOSAGEAND ADMINISTRATION section, for injectables, and where applicable: 
	Did the applicant provide quality data to suppoli in-use conditions (e.g. diluent co~atibility studies)? D Yes D No ~NIA 
	For OTC Drugs and Controlled Substances: 
	Is ~er evident featw·e provided in the container/cb sure? D Yes D No .If''NoThe drug product is neither OTC Thugs nor Controlled Substance. .
	," expla.in. .

	90 .
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	For solidoral drug products, only: drug product length(s) ofcommercial batch(es): 
	ANDA Stt·en2th 
	ANDA Stt·en2th 
	ANDA Stt·en2th 
	length (mm) 
	Impl'int Code 

	500 l~ 
	500 l~ 
	-
	White to off-white, fihn coated, oval, biconvex tablet, functionally scored on one side and debossedwith 'A314' on the otherside 


	White to off-white, fihn coated, oval, biconvex tablet functionally scored on one side and debossed v.iith 'A314' on the other side 
	Describe issue(s) sent to and/or received from the OGD Labeling Reviewer: None List ofDeficiencies: None 
	Primary Drug Product Reviewer: Ravi Erukulla/04-28-2017, 07/J J/2018(v3) 
	Secondaiy Reviewer: Yuping Niu I 7-6-2018(v2), 7-16-2018 
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	PROCESS 
	Product Background Vigaba1Iin Tablets, USP 500 mg, are indicated for the adjmctive treatment of Refract01y Complex Prutial with expanded use in children 10-16yeru·s ofage with re:fi:acto1y complex prutial seizures . Sabril ® 500 mg is the Brand na.rre which were approved on August 21st 2009 as ltnrrediate Release Tablet for USA market. 1he dmg product needs to be stored at 20 °C to 25 °C (68 °F to 77 °F) [see USP Conti·olled Room Temperattn·e] 
	Related NDAs ANDA 209822 references Sabril (vigabati·in) Tablets NDA 020427 owned by Lundbeck Phannaceuticals LLC. Drug Product Name I Strength: The proposed diug product has ----~<bJ <t,200 mg in a tablet 
	>rr4 1he fonmlation ingredients inchide Microc1ystalline ltif<"I lbT('I povidone __.:....___..=::::::::::::::::::::::~<b~ 
	Figure

	Sodimn Stru·ch Glycol.ate lbf<'ll and magnesium stearnte. !bl<" 
	Route of Administration: .Oral adminis1I-ation .Applicant Name: .Teva US Generics .
	ReviewSummary: Adequate 
	lblT41
	The manufacturing process of Vigabatrin tablets is a 
	(b)(4 
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	Comparability Protocols 
	39I Page 
	~bd====-~
	*il#='-=-~~~~-Q-U_A_L_ITY~A-SS_E_s_sM~EN_T~~~~-----tgj£§~~ .Reviewer's Assessment: N/A N/A 
	Post-Approval Commitments 
	Reviewer's Assessment: Adequate .No Validation study or plan was submitted in current application. .
	lifecycle Management Considerations 
	N/A 
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	List ofDeficiencies: 
	None 
	Primary Process Reviewer Name and Date: 
	TianhongTimZhou, Ph.D. June 26"ct, 2017, July 6th, 2017; August 8th, 2018 
	Secondary Reviewer Name and Date (and Secondary Summary, as needed}: Minor revisions/questions are noted. 
	N. Chidambaram, Ph.D., 07/06/2017 I concur 
	N. Chidambaram, Ph.D., 07/06/2017, 08/09/2018 
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	Recommendation: Not Approvable -Minor (CR due to BE major) 
	ANDA 209822 .Review# 01 .
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	D1·u2 Name/Dosae:e Form 
	Vi2abatrin Tablets USP Strene:th 
	500m2 Route of Administration 
	Oral Rx/OTC Disnensed 
	Rx 
	Name and Address ofA nnlicant 
	Name and Address ofA nnlicant 
	DP Manufacturin!! facility

	Applicant 
	Applicant 
	Applicant 
	Teva Phannaceuticals USA 

	l atsoJLEhanna.J>JivateJ,im.ited 

	200 Ehnora Ave. 
	(llff'I 
	Elizabeth NJ 07207 USA 
	Vema Salcette, Goa 403722 
	regulato1yaffairsUS@actavis.co111 

	India 
	lDlT4l 
	US ae:ent ifannlicable 
	US ae:ent ifannlicable 
	NA 

	Submission(s) Reviewed 
	Submission(s) Reviewed 
	Submission(s) Reviewed 
	Document Date 

	Original submission <Multiple Categories/Subcate2ories) 
	Original submission <Multiple Categories/Subcate2ories) 
	12/16/2016 

	General Cotl'espondance 
	General Cotl'espondance 
	01/13/2017 

	Multiple Cate2ories I Subcategories 
	Multiple Cate2ories I Subcategories 
	03/29/2017 

	Multiple Cate2ories I Subcategories 
	Multiple Cate2ories I Subcategories 
	04/04/2017 

	REMS I Amendment 
	REMS I Amendment 
	04/26/2017 

	Multiple Cate2ories I Subcategories 
	Multiple Cate2ories I Subcategories 
	04/27/2017 

	Multiple Cate2ories I Subcategories 
	Multiple Cate2ories I Subcategories 
	05/24/2017 

	Multiple Cate2ories I Subcategories 
	Multiple Cate2ories I Subcategories 
	06/22/2017 

	Multiple Cate2ories I Subcategories 
	Multiple Cate2ories I Subcategories 
	08/23/2017 

	Multiple Cate2ories I Subcategories 
	Multiple Cate2ories I Subcategories 
	09/26/2017 


	Quality Review Tearn 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	REVIEWER 
	BRANCH/DIVISION 

	Dru2 Substance 
	Dru2 Substance 

	Drug Product 
	Drug Product 
	Ravi Emkulla 
	OLDP/Branch I/DIRPl 

	Process 
	Process 

	Microbiology 
	Microbiology 

	Facilitv 
	Facilitv 

	Biophannaceutics 
	Biophannaceutics 

	Regulatory Business Process Manager 
	Regulatory Business Process Manager 

	Application Technical Lead 
	Application Technical Lead 
	YupingNiu 
	OLDP/Branch I/DIRPl 

	Laboratory (OTR) 
	Laboratory (OTR) 

	ORA Lead 
	ORA Lead 

	Enviromnental Analysis (EA) 
	Enviromnental Analysis (EA) 
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	Quality Review Data Sheet 
	1. RELATED/SUPPORTING DOCUMENTS 
	A. DMFs: 
	DMF# T_vpe /I Tvve lll Type W HOLDER ITEM REFERENCED (tif(41 STATUS1 Adequate (b)(41 NIA NIA NIA NIA NIA NIA NIA NIA DATE REVIEW COMPLETED 101031201 7 per GDRP Reviewer DaiW. (Amedment 11) 1 Adequate, Adequate with Info1mation Request, Deficient, or NIA (There is enough data in the application, therefore the DMF did not need to be reviewed). 2 
	====-=-~~~Q_U_AL~I-T_Y_A_s_s_E_ss_ME~N_T~~~-----rgJil§~~.
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	B. Oher D , r
	t ocuments: IND RLD, or szster GJJ/J ,1catwns 
	DOCUMENT 
	DOCUMENT 
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	NDA 
	NDA 
	020427 
	RLD 


	Figure
	2. CONSULTS: None 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 

	RECOMMENDATION 

	DATE 

	REVIEWER 

	Biostatistics Phannacology/Toxicology CDRH 
	Clinical Other 
	3 .
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	Executive Summary 
	I. Recommendations 
	A. Recommendations and Conclusion on Approvability CMC is Not Approvable. It is recommended that Minor deficiency letter to be sent to the sponsor. 
	B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk Management Steps, if Approvable 
	NIA 
	II. 
	II. 
	II. 
	Summary of Quality Assessments 

	A. 
	A. 
	Product Overview 

	B. 
	B. 
	Quality Assessment Overview 


	Proposed Indication(s) 
	Proposed Indication(s) 
	Proposed Indication(s) 
	Vigabatrin tablets, USP are indicatedfor the treatment of: • Refractory Complex Pa1tial Seizures in patients ~10 years ofage Dosa2e andAdministration 

	including Intended Patient Population 
	including Intended Patient Population 
	Indication Seinu·es 
	Adult 1000 mg/day (500 mg twice daily) Increase to 3000 mg/day (1500 twice daily) 
	Pediatric 500 mg/day (250 mg twice) Increase to 2000 mg/day (1000 twice dailv) 

	Duration ofTreatment 
	Duration ofTreatment 
	NA 

	Maximum Daily Dose 
	Maximum Daily Dose 
	3000 mg 

	Alternative Methods of Administration 
	Alternative Methods of Administration 
	Per physician recommendation 


	Drug Substance: 
	Vigabatrin is a white or ahnost white powder and manufactured by (blT< nThe Drng Substance Vigabatrin is freely soluble in water, sli~ysoluble in Methanol and 
	4 
	6
	4 

	(bl\ill 
	Vlgabatrm has an officiaf USP monograph. 
	Drug Product: 
	(i) Description of Drug Product 
	The Vi abatrin tablets descri tion is listed in below table. 
	Figure
	White to off-white, fihn coated, oval, biconvex tablet functionally scored on one side and debossed with 'A314' on the other side 
	4 .
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	The drng product is an Immediate Release fo1mulation has an active ingredient Vigabatrin. The active ingredient concentration is equal to RLD tablet. The excipients used in proposed generic dmg is fairly described and listed in FDA's Inactive Ingredients Database. 
	(ti)(4l 
	C. .Biopharmaceutics Considerations 
	1. BCS Classification 
	1. BCS Classification 

	• .
	• .
	• .
	Dmg Substance: Finn stated that the product is BCS Class I with high solubility and high pe1meability (under DBE review). 

	• .
	• .
	Dmg Product: 


	2. Biowaiver/Biostudies 
	5 .
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	• .
	• .
	• .
	Biowaiver Request: Finn requested BE waiver based on their proposed BCS classification ofthe DS . As per GDRP info1mation Bioequivalence review is Inadequate -Major 

	• .
	• .
	PK Studies: 

	• .
	• .
	Dissolution: Biophaimaceutics review inadequate 

	D. 
	D. 
	Special Product Quality Labeling Recommendations (N/A) 

	E. .
	E. .
	Final Risk Assessment (see Attachment) 


	ATTACHMENT I: Final Risk Assessments 
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	R. Regional Information 
	EnvironmentalAnalysis: 
	Reviewer's Assessment: .EA ce1tificate is provided in module 1.12.14 to claim categorical exclusion under 21 .and25.15(d). This is acceptable. .
	CFR25.31 

	Methods Validation Package: 3.2.R.3.S & 3.2.R.3.P Comparability Protocols: No protocols provided Post-Approval Commitments: NIA Lifecycle Management Considerations: NIA 
	73 .
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	List o(De(iciencies from Drug Product: 
	1. 
	2. 
	2. 
	2. 

	3. 
	3. 

	4. 
	4. 

	5. 
	5. 

	6. 
	6. 

	7. 
	7. 

	8. 
	8. 
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	(6f(4 
	9. 
	Section B: 
	1. (bf('fl 
	75 .
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	LABELING .
	R Regional Information 
	1.14 Labeling Labeling & Package Insert DESCRIPTION section 
	Is the info1mation accurate? IZJ Yes D No If''No," explain. 
	Is the drug product subject ofa USP monograph? IZJ Yes D No If"Yes," state iflabeling needs a special USP statement in the Description. (e.g., USP test pending. Meets USP assay test 2. Meets USP organic impurities test 3.) 
	(b)(4l 
	[Note: Ifthere is a d in the Description, ale1t the labeling reviewer]. 
	potential that USP statement needs to be added or modifie

	HOWSUPPLIED section 
	i) Is the inf01mation accurate? IZJ Yes D No .If''No," explain. .ii) Are the storage conditions acceptable? IZJ Yes D No .If''No," explain. .
	DOSAGE AND ADMINISTRATIONsection, for injectables, and where applicable: 
	Did the applicant provide quality data to suppo1t in-use conditions (e.g. diluent compatibility studies)? D Yes D No IZJ NIA 
	For OTCDrugs and Controlled Substances: 
	Is tamper evident feature provided in the container/closure? D Yes D No .If''No," explain. .The dmg product is neither OTC Drngs nor Controlled Substance. .
	76 .
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	For solid oral drugproducts, only: drugproduct lengtll(s) ofcommercial batcll(es): 
	ANDA length (mm) Implint CodeStrength White to off-white, fihn coated, oval, biconvex tablet, 500 mg -ftmctionally scored on one side and debossed with 'A3l4' on the other side 
	White to off-white, film coated, oval, biconvex tablet ftmctionally scored on one side and debossed with 'A314' on the other side 
	Describe issue(s) sent to and/or receivedfrom the OGD Labeling Reviewer: None List ofDeficiencies: None 
	Primary Drug Product Reviewer: Ravi Ernkulla/04-28-2017, 0711112017 Secondary Drug Product Reviewer: Yuping Niu/07-07-2017, 07I1412017 
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	Figure
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	PROCESS 
	Product Background Vigabatrin Tablets, USP 500 mg, are indicated for the adjunctive .treatment ofRefracto1y Complex Partial with expanded use in children 10-16 years ofage with .refracto1y complex partial seizures . Sabril ® 500 mg is the Brand name which were approved .on August 21st 2009 as Immediate Release Tablet for USA market. The dmg product needs to .
	be stored at 20 °C to 25 °C (68 °P to 77 °P) [see USP Controlled Room Temperature] .
	Related NDAs .ANDA 209822 references Sabril (vigabatrin) Tablets NDA 020427 owned by Lundbeck .Phaimaceuticals LLC. .Drug Product Name I Strength: .
	(b) (41 
	The pro osed diug_ roduct has----~lb> "' 500 m in a tablet 
	(b)(4
	The fo1mulation ingredilude Microc1ystalhne Cellulose 
	ents mc

	ltif< povidone .lbH, Sodium Starch Glycolate lbHand ma esium steai·ate. .
	4 
	4 

	Figure
	Route ofAdministration: .Oral adininistration .Applicant Name: .Teva US Generics .
	Review Summary: 
	(bf(.ll 
	The manufacturing process of Vigabatrin tablets is a 
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	(bJl.iJ 
	Comparability Protocols 
	Reviewer's Assessment: N/A N/A 
	Post-Approval Commitments 
	Reviewer's Assessment: Adequate .No Validation study or plan was submitted in current application. .
	Lifecycle Management Considerations 
	N/A .
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	List ofDeficiencies: 
	161(4 
	Primary Process Reviewer Name and Date: 
	Tianhong Tim Zhou, Ph. D. June 26"ct, 2017, July 6th, 2017 
	Secondary Reviewer Name and Date (and SecondarySummaryas needed}: 
	1 

	Minor revisions/questions are noted. 
	N. Chidambaram, Ph.D., 07/06/ 2017 I concur 
	N. Chidambaram, Ph.D., 07/06/ 2017 
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	FACILITIES .
	Product Background ANDA/NDA: ANDA 209822-0RIG-1 Drug Product Name I Strength: Vigabatrin Tablets USP 500 mg Route ofAdministration: Oral 
	Applicant Name: Teva Phannaceuticals USA 
	Review Recommendation: Submission is recommended for approval from a facilities 
	assessment standpoint. .Review Summary: All facilities are acceptable for the operations listed in ANDA .209822. .
	List Submissions being reviewed: ANDA 209822-0RIG-1 .Highlight Key Outstanding Issues from Last Cycle: NIA .Concise Description Outstanding Issues Remaining: None. .
	List Number ofComparability Protocols (ANDA only): NIA 
	3.2.S.2 Manufacture Summary ofFacility Information: 
	ll>Tf4 
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	(bTf4l 
	Comparability Protocols 
	Reviewer's Assessment: NIA 
	Post-Approval Commitments (For NDA only) 
	Reviewer's Assessment: N/A 
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	Lifecycle Management Considerations 
	None 
	List ofDeficiencies: 
	No facilities deficiencies identified. Subject ANDA is recommended for approval from a facilities assessment standpoint. 

	~~~~~~~~~~~~~~~~~ 
	~~~~~~~~~~~~~~~~~ 
	Primary Facilities Reviewer Name and Date: 
	Steven Fong, Ph.D., Microbiologist OPQ/OPF/DIA Branch I, 09/11/2017 
	Secondary Reviewer Name andDate: 
	Zhihao Peter Qiu, Branch Chief, CDER/OPQ/OPF/DIA, Branch 1, 09/1112017 
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	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 209822. 
	BIOEQUIVALENCE REVIEWS. 
	BIOEQUIVALENCE REVIEWS. 

	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT 
	OPQ/ONDP/Division of Biophannaceutics 
	Figure
	BIOPHARMACEUTICS REVIEW FOR ANDA SUBMISSION Application No.: ANDA-209822-0RIG-1 Applicant/S ponsor: Teva Phannaceuticals USA Product Name: Vigabatrin Oral Tablets Dosage Fonn/Strength: Tablets/500 mg Intended Use: Treatment ofRefract01y Complex Partial Seizures as adjllllCtive therapy in patients greater than or equal to 10 years of age who have responded inadequately to several alternative treatments R eference Listed Drug: NDA-20427 [Sabril® (Vigabatrin) Tablets, 500 mg] Submission Dates: 12/16/2016 3/12/
	BIOPHARMACEUTICS REVIEW FOR ANDA SUBMISSION Application No.: ANDA-209822-0RIG-1 Applicant/S ponsor: Teva Phannaceuticals USA Product Name: Vigabatrin Oral Tablets Dosage Fonn/Strength: Tablets/500 mg Intended Use: Treatment ofRefract01y Complex Partial Seizures as adjllllCtive therapy in patients greater than or equal to 10 years of age who have responded inadequately to several alternative treatments R eference Listed Drug: NDA-20427 [Sabril® (Vigabatrin) Tablets, 500 mg] Submission Dates: 12/16/2016 3/12/
	BIOPHARMACEUTICS REVIEW FOR ANDA SUBMISSION Application No.: ANDA-209822-0RIG-1 Applicant/S ponsor: Teva Phannaceuticals USA Product Name: Vigabatrin Oral Tablets Dosage Fonn/Strength: Tablets/500 mg Intended Use: Treatment ofRefract01y Complex Partial Seizures as adjllllCtive therapy in patients greater than or equal to 10 years of age who have responded inadequately to several alternative treatments R eference Listed Drug: NDA-20427 [Sabril® (Vigabatrin) Tablets, 500 mg] Submission Dates: 12/16/2016 3/12/


	1. EXECUTIVE SUMMARY: 
	Submission: Teva Phanmceuticals USA submitted ANDA-209822 seeking approval for the proposed Vigabatrin Tablets 500 mg under section of 505G) of the Federal Food, Drug, and Cosmetic Act. 
	Review: The focus of the Biophannaceutics Review is the evaluation of data suppo1ting the adequacy of the proposed dissohrtion method and acceptance criterion for the dissohrtion test for the proposed diug products. 
	Revie'\\rer's Assessment: The proposed dissoh1tion method and revised dissohrtion acceptance criterion are acceptable. 
	Acceptable <issolution method and <issolution acceptance criterion
	I I 
	Me<ium Volume (mL) Acceptanc.e c1i terion
	I ~!tus II ~.;~ II 
	II 
	II I 

	II (paddle) 50 wate1@37 °C 900 CFf~ro dissolved in 15 minutes
	I 
	II 

	I 
	II 
	II 
	II 

	Recommendation: From a Biophannaceutics perspective, ANDA 209822 for Vigabatrin Tablets 500 mg is recommended for APPROVAL. 
	1 
	1 

	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT 
	OPO/ONDP/Division of Biophannaceutics 
	Figure
	2. 
	2. 
	2. 
	SUBMISSION CONTENT CHECKLIST: .

	3. 
	3. 
	REVIEW SUMMARY: .a) Proposed dissolution method and acceptance criterion: .


	Table
	TR
	INFORMATION 
	YES 
	NO 
	N/A 

	1 
	1 
	Is there a USP dissolution method? 
	D 
	~ 
	D 

	2 
	2 
	Did the Applicant use the USP dissolution method? 
	D 
	D 
	~ 

	3 
	3 
	Is there an FDA database dissolution method? 
	~ 
	D 
	D 

	4 
	4 
	Did the Applicant use the FDA database dissolution method? 
	~ 
	D 
	D 

	5 
	5 
	Did the Applicant conduct dissolution testing with an in-house method? 
	D 
	~ 
	D 

	6 
	6 
	Did the Applicant use 12 tmits ofthe test dmg products in the dissolution testing? 
	~ 
	D 
	D 

	7 
	7 
	Did the Applicant provide complete dissolution data (all raw data, range, mean,% CV, dates ofdissolution testing)? 
	~ 
	D 
	D 

	8 
	8 
	Was the dissolution method SOP effective at the time oftesting? 
	~ 
	D 
	D 

	9 
	9 
	Is the validation ofthe analytical method usedfor dissolution testing acceptable? 
	~ 
	D 
	D 

	10 
	10 
	Was the dissolution/release testing conducted using an unexpired product? 
	~ 
	D 
	D 

	11 
	11 
	Do any ofthe proposed product stJ:engths have functional sco1ing? 
	~ 
	D 
	D 

	12 
	12 
	Was the dissolution/release testing conducted using split tablets? 
	~ 
	D 
	D 


	USP I Speed I Medium II Volume (mL) II Acceptance criterionAppsratus (rpm) I II (paddle) II 50 II water@37 °C II 900 II Q=75% dissolved in 30 minutes I I 
	The Applicant repo1ied that vigaba1Im is a ve1y highly sohlble molecule (Table 1). 
	Table 1. Solubilityofvigabatiin in different pH media measured at 25 °C 

	Solvent lVIedin 
	Solvent lVIedin 
	Solvent lVIedin 
	Solubility (mg/ml) 

	pH 1 .2 Solution 
	pH 1 .2 Solution 
	300 m g / I mL 

	pH 3 .0 Solution 
	pH 3 .0 Solution 
	300 m g / I mL 

	p H 4 .5 Solutio n 
	p H 4 .5 Solutio n 
	300 m g/l mL 

	pH 6.8 Solutio n 
	pH 6.8 Solutio n 
	300 mg/I mL 

	pH 7 .2 Solutio n 
	pH 7 .2 Solutio n 
	3 00 m g/I mL 

	pH 8.0 Solution 
	pH 8.0 Solution 
	3 00 m g / I mL 


	2 
	2 

	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT .OPQ/ONDP/Division of Biophannaceutics .
	Figure
	b) In vitro dissolution data for Vigabatrin Tablets 500 mg: 
	The whole Vigabatrin Tablets were less than 4 rmnths okl at the tin~ of the dissohrtion testing. The Applicant provided dissohrtion data at 30 minutes for the stability samples. There are no apparent changes in the Applicant's provided dissohrtion data at 30 minutes ofthe stability samples in various storage conditions (long-te1m condition up to 24 months). 
	bff4[ 
	The proposed Vigabatrin Tablets 500 ing are fimctionally-scored on one side and debossed with A314 on the other side. The similarity :fuctor ((2) between the whole and the split Vigabatrin Tablets is not calculated because all dissolution profiles showed 1m re than ~dissolved in 15 minutes. 
	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT 
	OPQ/ONDP/Division of Biophannaceutics 
	Figure
	The similarity in dissohrtion profiles between the whole and the split tablets suppo1t the tablet scoring on the proposed Vigabatrin Tablets, 500 mg. 
	The originally proposed dissohrtion acceptance criterion of ''Q=75% dissolved in 30 minutes" is penni.ssive and NOT acceptable. Based on the dissohrtion profile data, in the Complete Response Letter issued on 10/17/2017, the Agency recommended the following dissohrtion acceptance 
	criterion for the proposed drng product: Q{;jYo in 15 minutes. In the Response dated 3/12/2018, the Applicant accepted the Agency's recommendation and revised the dissohrtion acceptance criterion to Q==Q!ro in 15 minutes. The revised dissohrtion acceptance criterion is acceptable. 
	4. 
	4. 
	4. 
	4. 
	RECOMMENDATION: 

	From the Biophannaceutics perspective, ANDA 209822 for the proposed Vigabatrin Tablets 500 mg is recoumended for APPROVAL. 

	5. 
	5. 
	SIGNATIJRE BLOCK 


	Primary Biopharmaceutics Revie\\"er: Yang Zhao, Ph.D., 8/7/2018 Division ofBiophannaceutics Office ofNew Drug Products/OPQ 
	Secondary Biopharmaceutics Reviewer: I concm· with Dr. Yang Zhao's assessment. 
	Ta-Chen Wu, Ph.D., 8/7/2018 Acting Biophanmceutics Lead Division ofBiophannaceutics, ONDP/OPQ 
	4 
	4 

	Following tliis page, 1 Page WitlilielCI in Full as (t>)(4) 
	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT .OPQ/ONDP/Division of Biophannaceutics .
	Figure
	APPENDIX .
	CR comments: In the Con:plete Response Letter issued on 10/17/2017, the follow ing Biophannaceutics co:n:nrents were conveyed to the Applicant: 
	1. .The proposed acceptance criterion of''Q=75% dissolved in 30 minutes" is pennissive and NOT acceptable. Based on the provided dissohrtion data, we recommend a dissohrtion acceptance criterion of ''Q= ~% in 15 minutes" for yom· proposed chug products. Note that sometimes 
	1

	dissohrtion Stage 2 testing, and occasionally Stage 3 testing rmy be needed, which is acceptable. 
	2. .Submit a copy of the updated ch1ig product specification table with the revised acceptance criterion for the dissohrtion test and update other section ofyom· submission as appropriate. 
	CR Response: In the Response dated 3/12/2018, the Applicant accepted the Agency's reconnnended dissohrtion acceptance criterion of Q=O!f/o in 15 minutes and revised the Finished Product and Stability specifications in Module 3.2.P.5. l. 
	6 
	Figure
	Yang Zhao 
	Ta-Chen Wu 
	Digitally signed by Yang Zhao Date: 8/07/2018 05:57:32PM GUID: 56f958740001a1f9707b4476d760e12f Digitally signed by Ta-Chen Wu Date: 8/07/2018 06:10:44PM GUID: 508da6df000269e151ff37cd8f4e13a1 
	60089v04 Effedive29SEP2017 
	DIVISION OF BIOEQUIV ALEN CE REVIEW 
	ANDA No. 209822 Drug Promct Na.me Vigabatrin Tablets, USP Strength(s) 500 mg AnJlicant Na.me Teva Phanmceuticals USA, hie. AnJlicant Address 200 Ehrnra A venue Elizabeth, NJ 07207 Janak Jadeja, RPh., Director, Regulatory Affairs IB Contact Na.me and IB 200 Ehrnra A venue Mailing .AM·ess Elizabeth, NJ 07207 Regulato1yAffail'SUS@actavis.com IB Contact Telephone 908-659-2595 Number IB Contact Fax Number 908-659-2250 01·iginal Sulxnission Date(s) Dec 16, 2016 Sulxnission Date(s) of Mar 12, 2018 (Corq>lete Respo
	Requests submitted under21 CFR 320.22(d)(2) or 320.24(b)(6). Page 1 of40 
	1 
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	Waiver/Deem Bioe<pliwlent 
	Waiver/Deem Bioe<pliwlent 
	Waiver/Deem Bioe<pliwlent 
	D Gt·anted 
	D Tentatiwly granted 
	0 
	Not granted 
	181 N/A 

	QC Dissolution 
	QC Dissolution 
	181 Pen<ing 
	D Adequate 
	D Inadequate 

	For·mulation 
	For·mulation 
	181 Adequate 
	D Inadequate 

	Will Response to CR Result in a Reformulation? 
	Will Response to CR Result in a Reformulation? 
	D Possibly 
	O No 
	181 N/A 

	Deficiency Classification 
	Deficiency Classification 
	D Major D Minor/IR 181 N/A (Re\iew is Adequate) 

	Major Deficiency Theme 
	Major Deficiency Theme 
	NIA 

	Justification for Major· Designation 
	Justification for Major· Designation 
	NIA 

	<herall Review Res ult 
	<herall Review Res ult 
	181 Adequate 
	D Inadequate 

	Pr·oduct Specific Guidance (PSG) Refer·enced in Re\iew 
	Pr·oduct Specific Guidance (PSG) Refer·enced in Re\iew 
	R eminder: Check PSG in development spreadsheet on V:drive (if PSG is under development, waitfor PSG to post tofinalize the review) 181 Recommended'Latest Re,,ision Date: Mar 2015 RLD Number: 020427 0 N/ A (no PSG a\mlable at time of 1·e"ie~ 

	Revised'New Draft Guidance Generated as Part of Current Review 
	Revised'New Draft Guidance Generated as Part of Current Review 
	O YIS 
	181 NO 

	Bioe<pliwlenc.e s tudy tl'ac.king/suniorting docwnent # 11 11 
	Bioe<pliwlenc.e s tudy tl'ac.king/suniorting docwnent # 11 11 
	Study/test type Fasting Fed 
	S trength lsoomg !soomg 
	Review Result 181 Adequate D Inadequate 181 Adequate D Inadequate 
	. 
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	EXECUTIVE SUMMARY 
	Tills is a review of a study amenchnent. 
	The 01iginal application submitted Dec 16, 2016 contained solubility, penneability (in situ perfusion), and lllllltimedia dissoh1tion studies to suppo1t a BCS waiver request. The application was inadequate with multiple deficiencies. Additionally, the test product did not rreet the BCS guidance criteria for classification as BCS class 1 because the test and reference product dissohrtion profiles were not similar. 
	Tills amendtnent contains the results of :fusting and fed bioequivalence (BE) studies comparing a test product, Teva Phannaceuticals USA's Vigabatrin Tablets, USP, 500 mg to the conesponding reference product, Lundbeck Phanmceuticals LLC 's SABRIL® 
	(vigabatrin) Tablets, 500 mg. Each ofthe BE studies was designed as a single-dose, twoway crossover study in healthy m:1le subjects. The applicant's :fusting and fed BE studies are acceptable. The reviewer-calculated results are sunnnarized in the tables below. 
	Vigabatrin Tablets, 500 mg Fasting Bioequivalence Study No. ACT-17201, N=24 (Male=24 and Female=O) Least-Square Geomeh·ic Means, Point EStimates and 90% Confidence Jnten'llls 
	Vigabatrin Tablets, 500 mg Fasting Bioequivalence Study No. ACT-17201, N=24 (Male=24 and Female=O) Least-Square Geomeh·ic Means, Point EStimates and 90% Confidence Jnten'llls 
	Vigabatrin Tablets, 500 mg Fasting Bioequivalence Study No. ACT-17201, N=24 (Male=24 and Female=O) Least-Square Geomeh·ic Means, Point EStimates and 90% Confidence Jnten'llls 

	Parameter (units) 
	Parameter (units) 
	Test 
	Reference 
	Ratio 
	90% C.L 

	AUCO-t (µg·hr/mL) 
	AUCO-t (µg·hr/mL) 
	55.69 
	55.02 
	1.01 
	98.96 
	103.53 

	AUCoo (µg ·hr/mL) 
	AUCoo (µg ·hr/mL) 
	59.50 
	58.65 
	1.01 
	99.35 
	103.60 

	Cmax (µg/mL) 
	Cmax (µg/mL) 
	15.61 
	15.27 
	1.02 
	94.32 
	110.70 


	Vigabah·in Tablets, 500 mg Fed Bioequivalence Study No. ACT-17202, N=23 (Male=23 and Female=O) Least-Square Geometric Means, Point EStimates and 90% Confidence Intervals 
	Vigabah·in Tablets, 500 mg Fed Bioequivalence Study No. ACT-17202, N=23 (Male=23 and Female=O) Least-Square Geometric Means, Point EStimates and 90% Confidence Intervals 
	Vigabah·in Tablets, 500 mg Fed Bioequivalence Study No. ACT-17202, N=23 (Male=23 and Female=O) Least-Square Geometric Means, Point EStimates and 90% Confidence Intervals 

	Parameter (units) 
	Parameter (units) 
	Test 
	Reference 
	Ratio 
	90% C.L 

	AUCO-t (µg·hr/mL) 
	AUCO-t (µg·hr/mL) 
	55.58 
	54.35 
	1.02 
	100.90 
	103.62 

	AUCoo (µg·hr/mL) 
	AUCoo (µg·hr/mL) 
	59.91 
	58.64 
	1.02 
	100.33 
	104.04 

	Cmax (l.tg/mL) 
	Cmax (l.tg/mL) 
	11.34 
	11.96 
	0.95 
	86.34 
	104.12 


	Per GDRP, OSIS reco~nds accepting data without on-site inspections for the clinical2 and analytical3 sites. In addition, the studies submitted in the CUITent ANDA do not indicate any conduct issues and no data integrity deficiencies were identified by the reviewer. The OSIS inspection status ofthe CUITent ANDA is complete. 
	The application is adequate. 
	GDRP: ANDA-209822-0RIG-l-AMEND-ll Clinical PK/PD Sites Site: WATSON THERAPEUTICS, INC. Decline to Inspection A209822 WatsonMira1mr Clin.pdf last updated by Nicola Fenty-Stewart on Mar 30, 2018 GDRP: -------=·i1'l1 Bioanalytical Sites Site: bff4l Decline to Inspection C !bl <~l A209822 I (6ff4~ .pdf la.st updated byNicola Fenty-Stewa1t on Mar 30, 2018 
	GDRP: ANDA-209822-0RIG-l-AMEND-ll Clinical PK/PD Sites Site: WATSON THERAPEUTICS, INC. Decline to Inspection A209822 WatsonMira1mr Clin.pdf last updated by Nicola Fenty-Stewart on Mar 30, 2018 GDRP: -------=·i1'l1 Bioanalytical Sites Site: bff4l Decline to Inspection C !bl <~l A209822 I (6ff4~ .pdf la.st updated byNicola Fenty-Stewa1t on Mar 30, 2018 
	GDRP: ANDA-209822-0RIG-l-AMEND-ll Clinical PK/PD Sites Site: WATSON THERAPEUTICS, INC. Decline to Inspection A209822 WatsonMira1mr Clin.pdf last updated by Nicola Fenty-Stewart on Mar 30, 2018 GDRP: -------=·i1'l1 Bioanalytical Sites Site: bff4l Decline to Inspection C !bl <~l A209822 I (6ff4~ .pdf la.st updated byNicola Fenty-Stewa1t on Mar 30, 2018 
	2 
	3 
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	3 REVIEW OF SUBMISSION 
	The applicant's responses to the deficiency coIDIIlents provided in the Co~lete Response Letter issued Oct 12, 2017 are located in the cover letter to the Mar 12, 2018 submission. The applicant provided infonnation for deficiencies related to the BCS waiver request in Module 1.11.3. Clinical Infonnation Amendment. Because the applicant submitted fustmg and fed ill vivo BE studies and is seeking approval to mru.ket Teva Phannaceuticals USA's Vigabatrin Tablets, USP, 500 mg based on the results of these BE st
	4 SUBMISSION SUMMARY 
	4.1 Drug Product Infonnation 
	Test Drug Product and Strength(s) 
	Test Drug Product and Strength(s) 
	Test Drug Product and Strength(s) 
	Vigabatrin Tablets, USP, 500 mg 

	Reference Standard (RS) and Strength(s) 
	Reference Standard (RS) and Strength(s) 
	SABRIL® (vigabatrin) Tablets, 500 I~ 

	RS Holder; NDA/ANDA Number; .Awr·oval Date4 
	RS Holder; NDA/ANDA Number; .Awr·oval Date4 
	Lundbeck Phanrnceuticals ILC; N020427; Aug 21, 2009 

	Reference Listed Drug (RLD) and Strength(s) 
	Reference Listed Drug (RLD) and Strength(s) 
	SABRIL® (vigabatrin) Tablets, 500 I~ 

	RLD Holder; NDA/ANDA Number; .Awr·oval Date4 
	RLD Holder; NDA/ANDA Number; .Awr·oval Date4 
	Lundbeck Phanm.ceuticals ILC; N020427; Aug 21, 2009 


	4.2 PK/PD Infonnation 
	5 

	Most recent RLD label Please check ifan NG'G'J tube study is needed. 
	Most recent RLD label Please check ifan NG'G'J tube study is needed. 
	Most recent RLD label Please check ifan NG'G'J tube study is needed. 
	E\llllo. }-Sabril Label 27Apr2017.pdf 

	Imlcation 
	Imlcation 
	SABRIL is indicated for the treatn~nt of: • Refractory Con~lex Partial Seizures as adjunctive therapy in patients ~10 years ofage who have responded inadequately to several altemative treatn:~nts ; SABRIL is not indicated as a fast line agent • fufantile Spasms -m:motherapy in infants 1 llX>nth to 2 years ofage for whom the potential benefits outweigh the potential risk ofvision loss 

	Boxed warning 
	Boxed warning 
	WARNJNG: PERMANENT VISION LOSS • SABRIL can causepenrnnent bilateral concentric visual field constriction, including tunnelvision that can result in disability. In so~ 


	Electronic Orange Book, updatedthroughMar2018, las t accessedMay2, 2018 Thugs@FDA, NDA 020427 1.abeL updated Apr 27, 2017, last assessed May 2, 2018 
	4 
	5 
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	cases, SABRIL also can datmge the central retina and imy decrease visual acuity [see Warnings and Precautions(5.l)} . 
	• .
	• .
	• .
	The onsetofvision loss from SABRIL is unpredictable, and can occurwithin weeks of sta1ting treatment or sooner, or at any time after sta1ting treatment, even aft.er llDnths or years. 

	• .
	• .
	• .
	Syn~toms ofvision loss from SABRIL are unlikely to be recognized bypatients or caregivers before vision loss is severe. Vision 

	loss ofmilder severity, while often unrecognized by the patient or caregiver, can still adversely affect fonction. 

	• .
	• .
	The risk ofvision loss increases with increasing dose and cunulative exposure, but there is no dose or exposure knovm to be free ofrisk of vision loss. 

	• .
	• .
	• .
	Vision assessn~ntis re.commmded atbas eline (no later than 4 weeks after starting SABRIL), at least eve1y 3 m:mths dming therapy, and about 3 

	to 6 m:mths after the discontinuation oftherapy. 

	• .
	• .
	• .
	Once detected, vision loss due to SABRIL is not 

	revers ible. Itis expected that, evenwith frequent m:mitoring, son~ patients v.ill develop severe vision los s . 

	• .
	• .
	Consider dmg discontinuation, balancing benefit and11sk, ifvision loss is documente.d. 

	• .
	• .
	Risk ofnew or worsening vision loss continues as long as SABRIL is used. It is possible that vision loss can worsen despite discontinuation ofSABRIL. 

	• .
	• .
	Because ofthe risk ofvision loss, SABRIL should be withdrawn from patients with refracto1y co~lex pa1tial seizures who fail to showsubstantialclinical benefit within 3 m:mths ofinitiation and within 2-4 weeks ofinitiation for patients with infantile spasms,or sooner if treatment failure becomes obvious. Patient response to and continued need for SABRIL should be periodically reassessed. 

	• .
	• .
	• .
	SABRIL should not be used inpatients with, or 

	at high risk of, other types ofirreversible vision loss unless the benefits of treatirent clearly outweigh therisks. 

	• .
	• .
	• .
	SABRIL should not be used with other dmgs associated with serious adverse ophthahnic effects such as retinopathy or glauco1m unless 

	the benefits clearly outweigh therisks. 

	• .
	• .
	Use the lowest dosage and sho1testexposure to 


	SABRIL consistent with clinical objectives [see Dosage andAdministration (2.1)}. 
	Because ofthe risk ofpenmnentvision loss, SABRIL is available only through a restricted program under a Risk Evaluation and Mitigation 
	Page 6 of40 
	60089v04 E:ffedive29SEP2017 
	Table
	TR
	Strategy (REMS) called the Vigabatrin REl\1S Program [see Warnings andPrecautions (5.2)]. 

	Bioavailalility 
	Bioavailalility 
	Following oral adminis tration, vigabatrin is essentially con~letely absorbed. Bioequivalence has been established between the oral solution and tablet fonmlations. 

	Food m eet 
	Food m eet 
	A food effect study involving administration of vigabatrin to healthy volunteers under fas ting and fed conditions indicated that the Gnax was decreased by 33%, T1nax was increased to 2 hours,and AUC was unchanged underfed conditions. 

	Tmax 
	Tmax 
	The time to maxitmm concentration (f1nax) is approxitnately 1 hour for children (10 years -16 years) and adults, and approxitmtely 2.5 hours for infants (5 mmths 2 years). 

	~tabolism 
	~tabolism 
	Vigabatrin is not significantly iretabolized; it is eliminated primarily through renal excretion. Vigabatrin induces CYP2C9, but does not induce other hepatic cytochroire P450 enzyire systems. 

	Excretion 
	Excretion 
	Following adninistration of[141C-vigabatrin to healthy male volunteers, about 95% of total radioactivity was recovered in the urine over 72 hours with the parent dmg repres enting about SO% ofthis. 

	Half-life 
	Half-life 
	The te1minal half-life of vigabatrin is about 5.7 hours for infants (5 mmths -2 yea1'S), 9.5 hotll'S for children (10 years -16 yea1'S), and 10.5 hours for adults . 

	Maximum Daily Dose 
	Maximum Daily Dose 
	3000 mg 


	4.3 OGD Recommendations for Drug Product 
	Source of most 1·ecent recommendations JX'O\>ide the embedded document to the cmTent draft guidance Swnmary of OGD or DB History 
	Source of most 1·ecent recommendations JX'O\>ide the embedded document to the cmTent draft guidance Swnmary of OGD or DB History 
	Source of most 1·ecent recommendations JX'O\>ide the embedded document to the cmTent draft guidance Swnmary of OGD or DB History 
	or 
	Product-specific guidance for Vigabatrin Tablets , recomtrended Mar 2015 ~ Vigabatrin Tablet Guidance.pdf Control #24501 BE Giidance Review ~' Vigabatrin Tablet N20427 BE Guidance F Approved ANDAs: No Pending ANDAs: (b) (4° 

	TR
	Controls: 
	A209822 (Teva) I (bfr4~ None from current applicant 
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	Protocols: 
	Pending Citizen 
	Petitions and other legal and regulatoty issues:
	6 

	Ifyes, please comnent. 
	4.4 Pre-Study Bioanalytical Method Validation 
	None from cunent applicant 
	181 Yes ONo CP FDA-2006-P-0461 
	Infonnation Rewes ted 
	Infonnation Rewes ted 
	Infonnation Rewes ted 
	Analyte 1 

	Bioonaly1ical OEdtod Wi.dauon rep>rt loc.ation 
	Bioonaly1ical OEdtod Wi.dauon rep>rt loc.ation 
	Module 5.3.1.4, analyt-validation.pdf Method Validation Report1 (b)(4}, Page nos . 15, 7780, 82, 83 and 84 of87 AddendumI tor (bl t4l Page nos. 16-20 and 23 of 25 

	Analyte 
	Analyte 
	Vigabatrin 

	Intemal standard (JS) 
	Intemal standard (JS) 
	Vigabatrin 13CD2 

	lVJethod descrintion 
	lVJethod descrintion 
	I.CMS/MS irethod, Solid phaseextraction 

	Limit of wantitation 
	Limit of wantitation 
	0.199 

	Recover y of drng at each QC (%CV) 
	Recover y of drng at each QC (%CV) 
	AVG 64.26 (8.14) HQC: 70.19 MQC: 62.30 LOC: 60.29 

	A\tl1·a2e recover y of IS (%) 
	A\tl1·a2e recover y of IS (%) 
	64.23 

	Standard cune concentrations {1u~/mL) 
	Standard cune concentrations {1u~/mL) 
	0.199 to 50.501 

	TR
	ILOQQC: 0.203 

	TR
	LQC: 0.589 

	TR
	AQC: 2.031 

	QC concentrntions (µg/mL) 
	QC concentrntions (µg/mL) 
	MQC: 20.310 

	TR
	HQC: 38.686 

	TR
	DQC-2T: 77.930 

	TR
	DQC-4T: 155.859 

	QC Intraday precision range (%) 
	QC Intraday precision range (%) 
	0.55 to 5.57 

	QC Intraday accw·acy 1·ange (%) 
	QC Intraday accw·acy 1·ange (%) 
	88.08 to 112.37 

	QC Interday pr·ecision range (%) 
	QC Interday pr·ecision range (%) 
	4.49 to 8.30 

	QC Interday accuracy range (%) 
	QC Interday accuracy range (%) 
	93.60 to 99.39 

	Benc.h-top stalility (hrs) 
	Benc.h-top stalility (hrs) 
	6 hr 30 min in ice water bath 

	Stock stalility (days) 
	Stock stalility (days) 
	Shott term wo1king solution stability: 70.00 hr 30 min for analyte and 71.00 hr for IS at room terq:>erature Short tenn stock soh1tion stability: 71.00 hr at room te1:q>erature Long term stock sohltion stability: 28 days in cooling cabinet at 2°C to 8°C 

	Processed stalility (hrs) 
	Processed stalility (hrs) 
	Wet extract: 4.00 hr at room te1:q>erature Thy extract: 31.00 hrin cooling cabinet at 2°C to 8°C 50 hr 55 min in autosaIWler at 5°C 

	Freeze-thaw stalility (cycles) 
	Freeze-thaw stalility (cycles) 
	4 cycles at -70°C (-6<J'C to -85°C) on ice water bath 


	Please check DIBS policy updates in the link htq?J/sharepoint fda.gov/orgs/CDEROGD/OGDP/DLRS/SitePages/Ho1re.aspx 
	6 
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	Long-term storage stalility (days) Dilution intee:rity Selecti,itv 
	Long-term storage stalility (days) Dilution intee:rity Selecti,itv 
	Long-term storage stalility (days) Dilution intee:rity Selecti,itv 
	27 days at about -700C (-60°C to -80°C) and below 20"C (-20"C to -35°C\ Concentration diluted 2 fold and 4 fold No inte1fering peaks noted in blank olasrm sannles 


	SOP for lioanalytical method validation s ulmitted? 
	SOP for lioanalytical method validation s ulmitted? 
	SOP for lioanalytical method validation s ulmitted? 
	181 Yes 
	ONo 

	Is the same anticoagulant used in the pt·e-method validation study and BE saJDtie analysis? If not, was cr·oss validation study conwcted? 
	Is the same anticoagulant used in the pt·e-method validation study and BE saJDtie analysis? If not, was cr·oss validation study conwcted? 
	181 Yes K2EDTA 
	ONo 

	Does the duration of the each of the LTSS stalility parameters suniort the saJDtie pt·eparation/ass ay duration and clinical study saJDtie storage tempenture? 
	Does the duration of the each of the LTSS stalility parameters suniort the saJDtie pt·eparation/ass ay duration and clinical study saJDtie storage tempenture? 
	181 Yes 
	ONo 

	Was the o/o recowry consistent across QC concentntions ? 
	Was the o/o recowry consistent across QC concentntions ? 
	181 Yes 
	ONo 

	Was the pre-study \ruidation of the lioanalytical method used for the pmtal lioe<Jiivalence stu«ies acceptable? 
	Was the pre-study \ruidation of the lioanalytical method used for the pmtal lioe<Jiivalence stu«ies acceptable? 
	181 Yes 
	ONo 


	Comments on the Pre-Study Method Validation: Adequate 
	Per the :rrethod validation repo1t samples were thawed in an ice water bath, and the entire sample processing was canied out under yellow monochromatic light. 
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	4.5 In Vivo Studies Summary ofall in vivo Bioequivalence Studies 
	Study 
	Treatments 
	Treatments 
	Treatments 
	Treatments 
	Subjects (No. 

	Mean Parameters (+/-SD) 

	Report 

	(M'F) Type 
	Study 
	Study 
	Study 
	Study 
	Study 
	Study 

	Study 

	(Dose, Dosage 

	Location 

	Ref. No. 
	Objectiw 
	Design 
	Design 
	Design 
	Form, Route) 

	Age: mean 

	Cmu 
	*Tma:i: 
	AUCo-t 
	AUCo-t 
	AUCo-inf 

	T y,
	[Product ID) 
	[Product ID) 
	[Product ID) 
	(Range) 

	(µg/mL) 

	(hr) .(µg.hr/mL) .
	(µg hr/mL) 
	(hr) The primary objective ofthe study 
	Vigabatrin 
	Vigabatrin 
	Vigabatrin 
	was to assess the 

	24 subjects 

	bioequivalence of 
	bioequivalence of 
	participated in this 

	i--~~~~~~~~~~~~~~~~~~~~~~~
	Vigabatrin Tablets, This was an 
	study and all of24 500 mg conyared to open labei 
	Test Product (I): 
	Test Product (I): 
	Test Product (I): 
	Test Product (I): 
	Test Product (I): 
	Test Product (I): 
	participated 

	Test Product (I)

	that of Sabril® randomized, 

	Vigabatrin Tablets, 

	subjects con'1>leted 

	(vigabatrin) Tablets, single dose, 
	500 mg 
	both the periods of 
	both the periods of 
	Module 

	~~--~~~--~~~--~~~~--~~--~~~~ 
	......

	500 rq; 
	500 rq; 
	500 rq; 
	follov..U1g 
	a 
	two 
	Batch No.: 
	the study and were 
	5.3.1.2 

	single oral dose (1 
	single oral dose (1 
	x 
	treahrent, 
	1115900127 
	analyzed for 
	16.08 ± 
	0.750 
	55.90 ± 
	59.82 ± 
	7.577 ± 
	0.0929 ± 
	Page nos 

	ACT17201 
	ACT17201 
	500 mg tablet) m healthy human, adult male subjects when 
	two period, two sequence, 
	Per oral Refer ence Pt"Oduct 
	measurement of concentrations Vigabatrin (N=24) 
	4.06 (25.25) 
	(0.500 -2.000) 
	8.00 (14.31) 
	9.11 (15.23) 
	1.028 (13.56) 
	0.0111 (11.92) 
	26, 27,37, 58, 59, & 

	TR
	administered 
	under 
	crossover 
	(R): 
	were considered 
	61 of 

	TR
	fasting conditions 
	bioequivale 
	Sabril® (Vigabatrin) 
	for 
	Refe1·ence Product (R) 
	report

	TR
	The 
	se.condaiy 
	nee study 
	Tablets 500 mg 
	Phannacokinetic 
	body.pdf 

	TR
	objective ofthe study 
	under 
	Lot No.: 3150748 
	and statistical 
	i--~~--~~~--~~~--~~~~--~~--~~~~ 

	TR
	was 
	to 
	assess 
	the 
	fasting 
	Per oral 
	analysis 

	TR
	safety and tolerability 
	conditions . 
	Mean age: 37.5 
	15.49 ± 
	1.000 
	55.11 ± 
	58.82 ± 
	7.322 ± 
	0.0966 ± 

	TR
	ofthe testproduct and 
	(Range: 22 53 
	2.76 
	(0.750 
	-
	6.84 
	7.81 
	1.025 
	0.0145 

	TR
	reference 
	product in 
	years) 
	(17.83) 
	1.750) 
	(12.42) 
	(13.28) 
	(13.99) 
	(14.99) 

	TR
	healthy human, adult 

	TR
	male subjects 


	1lllX for which rredian (min-rm i9 values are reported. 
	Note: *For all parameters rrean ± SD (%CV) values are reported except T 
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	Table
	TR
	Study 

	TR
	Treatments 
	S objects (No. 
	Mean Parameters (+/-SD) 
	Report. 

	Study 
	Study 
	Study 
	Study 
	(Dose, Dosage 
	(MIF) Type 
	Location 

	Ref. No. 
	Ref. No. 
	Objec.tiw 
	Design 
	Form, Route) [Promct ID) 
	Age: mean (Range) 
	Cmu (µg/mL) 
	*Tmu (hr) 
	AUCo-t (Jlg hr/mL) 
	AUCo-iot (µg hr/mL) 
	T ¥z (hr) 
	Ke! (lu·-1) 

	TR
	TI1eprima1y objective 

	TR
	of the study is to assess the 
	24 male subjects 
	Vigabatrin 

	TR
	bioequivalence oJ 
	pa1ticipated in this 
	Module 5.3.1.2 Page nos . 26, 27, 37, 58, 59 & 61 ofrepo1tbody.pdf 

	TR
	Vigabatrin Tablets, 500 mg conyared to that of Sabril® (vigabatrin) Tablets , 
	This was an openlabeL randomized , single 
	Test Product (1): Vigabatrin Tablets, 500 mg 
	study and outof 24 pa1ticipated subjects, 23 subjects conyleted 
	Test Product (1) 

	ACT17202 
	ACT17202 
	500 1~ following a single oral dose (1 i< 500 mg tablet) in healthy human, adult male subjects when administered undei fed conditions . The secondaiy objective of the study is to assess the safu1y and tolerability ofthe 
	dose, two treatment, two period, two se.quence, crossover bioequivale nee study underfed conditions. 
	Batch No.: 1115900127 Per oral Reference Promct (R): Sabril® (Vigabatrin) Tablets 500 1~ Lot No.: 3150748 Per oral 
	the study and were analyzed for measurement of concentrations Vigabatrin (N=23) were considered for Phamncokinetic and statistical analysis Mean age: 36.7 
	11.58 ± 2.55 (22.02) 
	1.667 55.73 ± 60.15 ± 7.471 ± (1.000 -9.56 10.84 1.135 5.000) (17. 16) (18.02) (15.19) 
	0.0948 ± 0.0145 (15.24) 

	TR
	Reference Promct (R) 

	12.30 ± 
	12.30 ± 
	1.667 
	54.52 ± 
	59.03 ± 
	7.492 ± 
	0.0952 ± 

	TR
	test product and 
	(Range: 25 -48 
	3.12 
	(1.000 -
	9.85 
	12.02 
	1.487 
	0.0149 

	TR
	reference product in 
	years) 
	(25.39) 
	5.000) 
	(18.07) 
	(20.36) 
	(19.85) 
	(15.67) 

	TR
	healthy human, adult 

	TR
	male subjects 


	~*For all parameters n~an ± SD (%CV) values are rep01ted except T nDX for which median (min-max) values are reported. 
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	5 APPENDIX 
	5.1 Individual Study Reviews 
	5.1.1 Single-dose Fasting Bioequivalence Study 
	5.1.1.1 Study Design 
	5.1.1.1.1 Study Information 
	Study Number 
	Study Number 
	Study Number 
	StudyNo. ACT-17201 

	Study Title 
	Study Title 
	An open labei randomized, single dose, two way crossover bioequivalence study ofVigabattin Tablets, 500 mg in healthy hmmn, adult male subjects underfasting conditions. 

	O inical Site (Name & Address) 
	O inical Site (Name & Address) 
	WatsonTherapeutics hie. 3400 Enteiprise Way Mira1mr, FL 33025, USA Phone: 954-266-1000 Ext. 1441100 Fax: 954-266-1012 

	Pl"incipal Oioical Inwstigator 
	Pl"incipal Oioical Inwstigator 
	Dr. Maria J. Gitierrez., MD. Maria.Gitien-ez@actavis .com 

	Dosing Dates 
	Dosing Dates 
	Period 1: Dec 16, 2017 Period 2: Dec 21, 2017 

	Analytical Site (Name & Address) 
	Analytical Site (Name & Address) 
	(b)(4 

	Analysis Dates 
	Analysis Dates 
	Jan 3-8, 2018 

	Pl"incipal Analytical Inuistigator· 
	Pl"incipal Analytical Inuistigator· 
	(b)(4 

	Sampe Stor age: (a) Dw·ation (no. of days fr om the fir·st day of sampe c.ollection to the last day ofsampe analysis) (b) Temperatw·e Range (e.g., -20°C to -80°C) 
	Sampe Stor age: (a) Dw·ation (no. of days fr om the fir·st day of sampe c.ollection to the last day ofsampe analysis) (b) Temperatw·e Range (e.g., -20°C to -80°C) 
	(a) 24 days (b) -70°C (-60°C to -80°C) in deep freezer 

	Long-Term Storage Stability (LTSS) Cowrage (no. days @ temp oq 
	Long-Term Storage Stability (LTSS) Cowrage (no. days @ temp oq 
	27 days atabout-70°C (-60°C to -800C) and below -20"C (20"C to 35°C) 
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	ANDA 209822 Single-Dose Fasting Bioequivalence Study Review 
	5.1.1.1.2 Product (Bio-batch) Infonnation 
	P1·oduct Treatment ID P1·oduct Name Manufacturer Batch/Lot No. Manufacture Date Eqiration Date Strength Dosage Form Bio-Batch Size P1·oduction Batch Size Potency (Assay) Content Uniformity (expressed as mean, % CVor per IBP) Dose Administered Route of A<kninistration Test RLD T R Vigabatrin Tablets, 500 mg Sabril® (Vigabatrin) Tablets 500 mg WatsonPhanna Pvt Ltd., Plot A-3 to A-6 Phase-I-A, Vema, Goa, h1dia 403722 Manufactured by: Patheon Cincinnat~ OH 45237, U.S.A for Lundbeck Deerfield, IL 60015, U.S.A 11
	Are the test and reference pr·oducts of study? IfYes, pease comment. expred at the time 
	Are the test and reference pr·oducts of study? IfYes, pease comment. expred at the time 
	Are the test and reference pr·oducts of study? IfYes, pease comment. expred at the time 
	1:81 Yes ONo The proposed shelf-life for Vigabatrin Tablets is 24 m:mths . The test product (batch# 1115900127) was mmufactured Oct 31, 2015, and the fasting and fed BE studies were conducted Dec 16-22, 2017. TI1e 24-month stability testing for the test product (batch# 

	TR
	1115900127) was conductedonJan 25, 2018 and confonm to all stability specifications per the Drug Product Quality review. 

	Is same lio-hlltch used in the dissolution and all BE stmies? IfNo, p ease comment. 
	Is same lio-hlltch used in the dissolution and all BE stmies? IfNo, p ease comment. 
	1:81 Yes ONo 

	Is the lio-hlltch size at least the recommended minimum of lOOK or 10% of the pr·oduction batch (l\lllchewr is greater) for· or·al solid dosage form? IfNo, p ease comment. 
	Is the lio-hlltch size at least the recommended minimum of lOOK or 10% of the pr·oduction batch (l\lllchewr is greater) for· or·al solid dosage form? IfNo, p ease comment. 
	1:81 Yes ONo TI1e bio-batch size is >ff4 ofthe production batch size, wi1ich is r-<llJf4l tablets. DBII reviewed the applicant's reasoning for imnufacturing this batch and batch size (see below) and accepts the batch size usedin BE studies. 

	Is difference of the potency wlues for the Test and RLD 'Mthin 5%? IfNo, )iease comment. 
	Is difference of the potency wlues for the Test and RLD 'Mthin 5%? IfNo, )iease comment. 
	1:81 Yes ONo 

	Page 13 of40 
	Page 13 of40 
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	Comments on bio-batch size Per the Product Development Repo1t Section 2.3.8.7. Fihn Coating Parameters (Exhibit Batche,...._ _· ----------------------------~ 
	7
	)f(

	!bH.ot • The applicant submitted 
	--~~~~~~~~~~~~~~~~~~~~~~-
	-

	suflic i en t stability data on the bio-batch, and both the BE studies and dissohrtion testing were conducted using the same batch Therefore, the bio-batch size is adequate. 
	5.1.1.1.3 Study Design, Single-Dose Fasting Bioequivalence Study 
	Number ofS objects 
	Number ofS objects 
	Number ofS objects 
	Enrolled : 24 Dosed:24 Colq)leted: 24 Salq)les Analyzed: 24 Statistically Analyzed: 24 

	No. of Se«p1ences 
	No. of Se«p1ences 
	2 (l=TR; 2=RT) 

	No. of Periods 
	No. of Periods 
	2 

	No. ofTreatments 
	No. ofTreatments 
	2 

	No. of Groups 
	No. of Groups 
	1 

	Washout Period 
	Washout Period 
	5 days 

	Randomization 
	Randomization 
	181 Yes ONo 

	Blood Samping Times 
	Blood Samping Times 
	Prior to dosing (0.000 hom) and after dosing at 0.250, 0.500, 0.750, 1.000, 1.250, 1.500, 1.750, 2.000, 2.500, 3.000, 3.500, 4.000, 5.000, 6.000, 8.000, 10.000, 12.000, 16.000, 18.000, and 24.000 hours (±2 minutes window for all postdose blood drav.rs) 

	IRB AJ¥oval 
	IRB AJ¥oval 
	181 Yes Date: Dec 4, 2017 0/ 1.0); Dec 15, 2017 0f 2.0) ONo 

	Informed Consent 
	Informed Consent 
	181 Yes Date: Dec 4, 2017 (English); Dec 5, 2017 (Spanish) D No 

	Length of Fasting 
	Length of Fasting 
	At least 10 hours before dosing and 4 hours after dosing 
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	GS Review: ANDA 209822 0000 (1) 12116/2016 ORIG-1 Module 3.2.P.2. PhanmceuticaI Develop1rent (Phanmceutical Developirent Report p.77) 
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	ANDA 209822 .Single-Dose Fasting Bioequivalence Study Review .
	Length of Confinement 
	Length of Confinement 
	Length of Confinement 
	At least 11 how'S prior to dosing until at least 24 hours after dosing in each studyperiod 

	Was the drug iroduct administel'ed pe1· labeling f01· specialized dosage fol'tm (e.g. OD1)? 
	Was the drug iroduct administel'ed pe1· labeling f01· specialized dosage fol'tm (e.g. OD1)? 
	0 Yes ONo 181 NI A 

	Safety :M>nitol'ing 
	Safety :M>nitol'ing 
	181 Yes ONo 


	Comments on Study Design: Adequate 
	The product-specific guidance for Vigabatrin Tablets recommmds a multiple-dose, twot:reatirent, two-way, steady-state crossover in vivo phannacokinetic BE study in adult refracto1y complex prutial-seizure patients. The applicant conducted a single-dose, twoway crossover study in healthy subjects under :fusting and fed conditions. fu the Clinical Sunnna1y (Module 2.7.1.) The applicant stated that: 
	Teva believes dosing Vigabatrin Tablets, 500 mg in healthy male subjects is justifiable. In addition the studyprotocols (fasting study #ACT-17201 andfed study# ACT-1 7202) were !RB reviewed and approved prior to the conduct ofthe studies to ensure the rights and welfare ofhuman subjects were protected during their participation andsafety measures were incorporated in the studies in compliance with GCP. During the conduct ofboth studies, in fasting andfed conditions, no adverse events, no serious adverse eve
	5.1.1.2 Clinical Results 
	5.1.1.2.1 Demographic Profile of Subjects 
	Categ01-y 
	Categ01-y 
	Categ01-y 
	Study No. ACT-17201 

	TR
	Tl'eatment Gt·oups 

	Test Product N=24 
	Test Product N=24 
	Referenc.e Pl'oduct N=24 

	Age (year.s) 
	Age (year.s) 
	Mean ±SD Ran2e 
	37.5 ±9.2 22 -53 
	37.5 ±9.2 22 -53 

	Age Gt·oups 
	Age Gt·oups 
	< 18 18-40 41-64 65-75 > 75 
	0 (0.00/o) 12 (50.0%) 12 (50.0%) 0 (0.00/o) 0 (0.00/o) 
	0 (0.0%) 12 (50.0%) 12 (50.0%) 0 (0.0%) 0 (0.0%) 

	Sex 
	Sex 
	Male Female 
	24 (100.0%) 0 (0.00/o) 
	24 (100.0%) 0 (0.0%) 

	Race 
	Race 
	Asian Black Caucasian Other 
	0 (0.00/o) 5 (20.8%) 19 (79.2%) 0 (0.00/o) 
	0 (0.0%) 5 (20.8%) 19 (79.2%) 0 (0.0%) 

	BMI 
	BMI 
	Mean ±SD Ran2e 
	26.73 ± 2.02 23.08 -29.81 
	26.73 ± 2.02 23.08 -29.81 
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	OI' 
	His panic 

	24 (100.00/o) 
	24 (100.00/o)
	Other 
	Latino
	Factors: 
	Factors: 
	Factors: 
	Non-Hispanic 

	Ethnicity 

	0 (0.0%) 
	0 (0.00/o)
	or Latino 
	Is the demograpucs pl'Otile of s ubjects coiq>ieting the IIoe«Jlivalence study 
	Is the demograpucs pl'Otile of s ubjects coiq>ieting the IIoe«Jlivalence study 
	Is the demograpucs pl'Otile of s ubjects coiq>ieting the IIoe«Jlivalence study 

	in agreement mth the current drug pn><uct recommendation? Ifno, please 
	in agreement mth the current drug pn><uct recommendation? Ifno, please 
	181 Yes 
	O No 

	comment. 
	comment. 


	5.1.1.2.2 Dropout Information 
	Subject No. 
	Subject No. 
	Subject No. 
	IReason I Period I 
	Replaced? 

	TR
	None ofthesubjects were withdrawn or dropped out from the study. 


	Are dr·opouts awr·o)ll·iate? Ifno, please comment. 181 Yes 0 No 
	5.1.1.2.3 Study Adverse Events 
	Reported Incidence by Treahnent Gt·oups 
	Reported Incidence by Treahnent Gt·oups 
	Reported Incidence by Treahnent Gt·oups 

	Body System I Adverse Event 
	Body System I Adverse Event 
	Fasting Bioe«11iwlence Study No. ACT-17201 Test I Reference 


	There were no adverse events repo1ted in the study. 
	TestProduct (T) = 24 subjects dosed; Reference product(R) = 24 subjects dosed. 
	We1·e subjects '\\ho experienced \Umiting included in statistical analysis? 
	We1·e subjects '\\ho experienced \Umiting included in statistical analysis? 
	We1·e subjects '\\ho experienced \Umiting included in statistical analysis? 
	0 Yes 
	ONo 181 NIA 

	Ifyes, does the time ofemesis exceed mo times the median Tmax wlue (IR Jll'oWcts) or the labeled dosing interwl (MR Jll'oducts)? Please comment. 
	Ifyes, does the time ofemesis exceed mo times the median Tmax wlue (IR Jll'oWcts) or the labeled dosing interwl (MR Jll'oducts)? Please comment. 
	0 Yes 
	ONo 181 NIA 

	Was the adw.rse ew.nt Jll'Ofile omerwd comparable fo1· the test and 1·eference Jll'odrict? 
	Was the adw.rse ew.nt Jll'Ofile omerwd comparable fo1· the test and 1·eference Jll'odrict? 
	181 Yes 
	ONo 

	Are the1·e any serious adw.rse ewnts or death? 
	Are the1·e any serious adw.rse ewnts or death? 
	0 Yes 
	181 No 

	Ifyes, then ifthe study conducted in US, ai·e they reported to the OGD Safety Committee? 
	Ifyes, then ifthe study conducted in US, ai·e they reported to the OGD Safety Committee? 
	0 Yes 
	ONo 181 NIA 

	Are there any other safety concerns based on the adwrse event Jll'Ofile? 
	Are there any other safety concerns based on the adwrse event Jll'Ofile? 
	0 Yes 
	181 No 


	5.1.1.2.4 Protocol Deviations 
	Type S ubject #s (fest) ISubject #s (Ref.) Sa~ling ti.Ire point deviations in period-I (b)(6 -Sa~ling ti.Ire point devia.tions in period-2 -De\'iation 01: 
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	Description of De\iation: Period 1 doses were not prepared under yellow m:>nochrormtic light/low intens ity light 
	If the a)1iicant used nominal time points, the 
	If the a)1iicant used nominal time points, the 
	If the a)1iicant used nominal time points, the 

	s amping time de\iations (if any) are> 5%, and 90% CI of any PK parameters are border line, pease 
	s amping time de\iations (if any) are> 5%, and 90% CI of any PK parameters are border line, pease 
	181 Actual 0 Nominal 

	reanalyze data using actual samping time. 
	reanalyze data using actual samping time. 


	Is the dr opout/'Mthdrawal/exclusion of subjects and 
	Is the dr opout/'Mthdrawal/exclusion of subjects and 
	Is the dr opout/'Mthdrawal/exclusion of subjects and 

	p1·otocol dP\iations as per the criteria mentioned in 
	p1·otocol dP\iations as per the criteria mentioned in 
	181 Yes 
	0 No 

	the IRB aDD1·owd study Jll'otocol? 
	the IRB aDD1·owd study Jll'otocol? 


	Comments on Clinical Results: Adequate 
	Per the study protocol drng accOlmtability, drng dispensing, chug ad.miillstration, archivai 
	blood sampling, sample processing, segregation, and sa~le analysis were to be done under yellow monocln·omttic light/low intensity light. The applicant repo1ted that chug doses in Period 1 were prepared under regu]ar fluorescent light by the phannacy staff This protocol deviation is unlikely to impact the outcome of the fusting BE study because the applicant dem:mstrated that <0.5% impmities are fonned when the chug product is lmder UV light for two days or visili le light for seven days. 
	8 

	5.1.1.3 Bioanalytical Results 
	5.1.1.3.1 SOPs dealing with Sample Analysis including RepeatAnalysis 
	SOP No. 
	SOP No. 
	SOP No. 
	mectiu1 Date of SOP 
	SOPTitle 

	TR
	(bJl4 
	Repeat Analysis ofSanyles 

	TR
	Mass spectrolll!tric m!thod for the determination of Vigabatrin in human plasma 

	TR
	Preparation ofca hbration curve standards and quality control san~les and defining analytical batch acceptance criteria 

	TR
	Chromatography acceptance criteria 

	TR
	Inctmed sanyle reanalysis 

	TR
	Reinjection ofsanyles during analysis 

	TR
	Bioanalytical m!thod validation 

	TR
	System Suitability Test 

	TR
	Procedure for recording, rounding off, and reporting the data 


	GS Review: ANDA 209822 0000 (1) 12116/2016 ORIG-I Module 3.2.P.5.3. Validation of Analytical Procedures lbl\<tl pp.67-76) 
	8 
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	All necessary SOPs submitted? 1 181 Yes D No 
	I

	5.1.1.3.2 Sample Analysis Calibration and Quality Control 
	Bioequiwlence Study No. ACT-17201 Vie:abatrin Paramete1· Standard Curve Sam lies A B c D E F G H Concentration (ug/mL) 0.199 0.397 2.545 5.090 12.120 24.240 40.401 50.501 Inter day Precision (C\1%) 1.41 2.68 2.97 2.49 1.92 1.64 3.34 3.01 Inter day Accuracy (%Actual) 100.35 99.27 100.17 99.85 100.13 100.33 100.19 99.70 Linearity 0.9950 to 0.9999 (range ofrvalues) Linearity Range (~ig/mL) 0.199 to 50.501 Sensitivitv/LOQ (~tg/mL) 0.199 
	Bioe«pllwlence Study No. ACT-17201 
	Vigabatrin 
	Quality Confl·ol Samples 
	Pru·ameter 
	Concentration (~Hz/mL) .Inter day Precision (C\1%) .Inter day Accuracy (%Actual) .
	LQC 
	0.589 
	4.64 
	97.72 
	97.72 
	AQC 

	2.031 
	4.68 
	98.40 
	~c 
	20.310 
	5.01 
	99.72 
	HQC 
	38.686 
	5.63 
	99.90 
	Al·e the c.oncenfl·ations of stlllldard cune and QC samples relewnt to the concenfl·ation of the s amples? 
	Al·e the c.oncenfl·ations of stlllldard cune and QC samples relewnt to the concenfl·ation of the s amples? 
	Al·e the c.oncenfl·ations of stlllldard cune and QC samples relewnt to the concenfl·ation of the s amples? 
	181 Yes O No 

	Al·e there any concerns r elated to sample analysis (including 1·ejected runs, reinjection, sample <llution, etc.)? If yes, co1D10ent below or cons ult 11ltertiru·y re\ie\\\\r for adlltional actions 
	Al·e there any concerns r elated to sample analysis (including 1·ejected runs, reinjection, sample <llution, etc.)? If yes, co1D10ent below or cons ult 11ltertiru·y re\ie\\\\r for adlltional actions 
	D Yes 181 No 

	Were 20% of chromatogrlllDS included? 
	Were 20% of chromatogrlllDS included? 
	181 Yes ONo 100% included 

	Were chromatogr ams serially or randomly selected? 
	Were chromatogr ams serially or randomly selected? 
	181 serially D randomly 

	Ally inted e1·ing peaks in chr omatogram? 
	Ally inted e1·ing peaks in chr omatogram? 
	D Yes 181 No 

	Were the chromatog1·1l1DS submitted by the awiicant acceptallle? 
	Were the chromatog1·1l1DS submitted by the awiicant acceptallle? 
	181 Yes O No 

	Were 100% raw analytical data, inclu<lng failed runs, prn"ded? 
	Were 100% raw analytical data, inclu<lng failed runs, prn"ded? 
	181 Yes ONo 
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	5.1.1.3.3 Reanalysis ofStudy Samples 
	Study No. ACT-17201 Vigabatrin Ad!itional information in :Mdde 5.3.1.4, lioanalytical-study-repo1·t.pdf, Bio-analytical renort, Palle no. 39-40 of 48 
	Study No. ACT-17201 Vigabatrin Ad!itional information in :Mdde 5.3.1.4, lioanalytical-study-repo1·t.pdf, Bio-analytical renort, Palle no. 39-40 of 48 
	Study No. ACT-17201 Vigabatrin Ad!itional information in :Mdde 5.3.1.4, lioanalytical-study-repo1·t.pdf, Bio-analytical renort, Palle no. 39-40 of 48 

	Reason l"hy assay mis repeated 
	Reason l"hy assay mis repeated 
	Number of sampes reanalyzed 
	Number of1·ecalculated values used after reanalvsis 

	Actual number 
	Actual number 
	o/o of total assays 
	Actual number 
	o/o of total assays 

	T 
	T 
	R 
	T 
	R 
	T 
	R 
	T 
	R 

	Phanmcokinetic 
	Phanmcokinetic 
	0 
	0 
	0.00 
	0.00 
	0 
	0 
	0.00 
	0.00 

	Code RB 
	Code RB 
	21 
	21 
	2.08 
	2.08 
	21 
	21 
	2.08 
	2.08 

	Total 
	Total 
	21 
	21 
	2.08 
	2.08 
	21 
	21 
	2.08 
	2.08 


	Code RB = Rejected Bioanalytical Batch T = Test Product R = Reference Product 
	Does the re,ielWr agree mth the reanalysis of study sampes: analytical and'or· PK repeat? 
	Does the re,ielWr agree mth the reanalysis of study sampes: analytical and'or· PK repeat? 
	Does the re,ielWr agree mth the reanalysis of study sampes: analytical and'or· PK repeat? 
	181 Yes ONo The entire batch for subject ~l(6J was repeated. 

	If no, is recalculation of PK parameters necessary? 
	If no, is recalculation of PK parameters necessary? 
	0 Yes ONo 181 NI A 

	Did 1·ecalculation ofPK parameters change the study outcome? 
	Did 1·ecalculation ofPK parameters change the study outcome? 
	0 Yes ONo 181 NI A 

	Are the PK pRl·ameters of reanalysis still \'\ithin the ac.ceptance limits for the 90% CI? 
	Are the PK pRl·ameters of reanalysis still \'\ithin the ac.ceptance limits for the 90% CI? 
	D Yes ONo 181 NI A 


	Comments on Bioanalytical Results: Adequate 
	The applicant noted that samples were thawed on ice water bath and entire sample processing was caITied out lll1der yellow monocln·omatic light. 
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	5.1.1.4 Phannacokinetic Results 
	5.1.1.4.1 Arithmetic Mean Phannacokinetic Parameters -Applicant Calculated 
	Table
	TR
	Fasting Bioeqtthalence 
	Study 
	No. ACT
	17201 

	Parameter (units) 
	Parameter (units) 
	Test 
	Referenc.e 
	T/R 

	Mean 
	Mean 
	%CV 
	lV.lin 
	Max 
	Mean 
	%CV 
	Mn 
	Max 

	AUCO-t (hr *µg/ml) 
	AUCO-t (hr *µg/ml) 
	55.9050 
	14.3136 
	45.3900 
	75.5700 
	55.1054 
	12.4189 
	43.3000 
	69.05000 
	1.01 

	Al.:Coo (hr *µg/ml) 
	Al.:Coo (hr *µg/ml) 
	59.8167 
	15.2333 
	48.0400 
	84.6700 
	58.8171 
	13.2766 
	45.2700 
	76.6500 
	1.02 

	Cmax (J.lg/ml) 
	Cmax (J.lg/ml) 
	16.0783 
	25.2493 
	10.5800 
	23.7900 
	15.4929 
	17.8331 
	11.7700 
	21.5900 
	1.04 

	Tmax* (hr) 
	Tmax* (hr) 
	0.75 
	-
	0.50 
	2.00 
	1.00 
	-
	0.75 
	1.75 
	0.75 

	Kel (ht·-1) 
	Kel (ht·-1) 
	0.0929 
	11.9080 
	0.0686 
	0.1081 
	0.0966 
	14.9854 
	0.0758 
	0.1355 
	0.96 

	Tl/2 (hr) 
	Tl/2 (hr) 
	7.5765 
	13.5614 
	6.4110 
	10.1030 
	7.3225 
	13.9911 
	5.1150 
	9.1450 
	1.03 


	*Trnax values are presented as rredian, range 
	5.1.1.4.2 Arithmetic Mean Phannacokinetic Parameters -Reviewer Calculated 
	Fasting Bioequhalence Study No. ACT-17201 
	Parameter (units) 
	Parameter (units) 
	Parameter (units) 
	Test 
	Reference 
	T/R 

	Mean 
	Mean 
	%CV 
	lV.lin 
	Max 
	Mean 
	%CV 
	M n 
	Max 

	AUCO-t (hr *µg/ml) 
	AUCO-t (hr *µg/ml) 
	56.214 
	14.29 
	45.65 
	75.89 
	55.422 
	12.45 
	43.54 
	69.48 
	1.01 

	Al.:Coo (hr *µg/ml) 
	Al.:Coo (hr *µg/ml) 
	60.125 
	15.20 
	48.30 
	84.99 
	59.134 
	13.30 
	45.51 
	77.09 
	1.02 

	Cmax (J.lg/ml) 
	Cmax (J.lg/ml) 
	16.078 
	25.25 
	10.58 
	23.79 
	15.492 
	17.83 
	11.77 
	21.59 
	1.04 

	Tmax* (ht·) 
	Tmax* (ht·) 
	0.750 
	0.50 
	2.00 
	1.000 
	0.75 
	1.75 
	0.75 

	Kel (ht·-1) 
	Kel (ht·-1) 
	0.093 
	11.92 
	0.07 
	0.11 
	0.097 
	14.99 
	0.08 
	0.14 
	0.96 

	Tl/2 (ht·) 
	Tl/2 (ht·) 
	7.577 
	13.56 
	6.41 
	10.10 
	7.322 
	13.99 
	5.12 
	9.15 
	1.03 


	*Trnax values are presented as rredian, range 
	5.1.1.4.3 Geometric Means and 90% Confidence Intervals -Applicant Calculated 
	Vigabatrin Taliets, 500 mg (No. of subjects com(ieted = 24) Dose (1 x 500 mg) Least S qttares Geometric Means, Ratio of Means, and 90% Confidence Intenals Fasted Bioeqtthalence Study (Study No.: ACT-17201) 
	Vigabatrin Taliets, 500 mg (No. of subjects com(ieted = 24) Dose (1 x 500 mg) Least S qttares Geometric Means, Ratio of Means, and 90% Confidence Intenals Fasted Bioeqtthalence Study (Study No.: ACT-17201) 
	Vigabatrin Taliets, 500 mg (No. of subjects com(ieted = 24) Dose (1 x 500 mg) Least S qttares Geometric Means, Ratio of Means, and 90% Confidence Intenals Fasted Bioeqtthalence Study (Study No.: ACT-17201) 

	Paramete1· (units) 
	Paramete1· (units) 
	Test 
	N 
	RLD 
	N 
	Ratio 
	90% C.l 

	AUCO-t (ht· * µg/ml) 
	AUCO-t (ht· * µg/ml) 
	55.38 
	24 
	54.70 
	24 
	101.24 
	98.96 
	103.56 

	AUCoo (ht· * µg/ml) 
	AUCoo (ht· * µg/ml) 
	59.19 
	24 
	58.34 
	24 
	101.47 
	99.36 
	103.63 

	Cmax (J.lg/ml) 
	Cmax (J.lg/ml) 
	15.61 
	24 
	15.27 
	24 
	102.18 
	94.32 
	110.69 
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	5.1.1.4.4 Geometric Means and 90% Confidence Intervals -Reviewer Calculated 
	Vigabatrin Tablets, 500 mg (No. of subjects com(ieted = 24) Dose (1 x 500 mg) Least Squares Geomeh·ic Means, Ratio ofMeans, and 90% Confidence Intenals Fasted Bioec11hruence Srudy (Study No.: ACT-17201) 
	Vigabatrin Tablets, 500 mg (No. of subjects com(ieted = 24) Dose (1 x 500 mg) Least Squares Geomeh·ic Means, Ratio ofMeans, and 90% Confidence Intenals Fasted Bioec11hruence Srudy (Study No.: ACT-17201) 
	Vigabatrin Tablets, 500 mg (No. of subjects com(ieted = 24) Dose (1 x 500 mg) Least Squares Geomeh·ic Means, Ratio ofMeans, and 90% Confidence Intenals Fasted Bioec11hruence Srudy (Study No.: ACT-17201) 

	Paramete1· (units) 
	Paramete1· (units) 
	Test 
	N 
	RLD 
	N 
	Ratio 
	90% C.l 

	AUCO-t (hr *pg/ml) 
	AUCO-t (hr *pg/ml) 
	55.69 
	24 
	55.02 
	24 
	1.01 
	98.96 
	103.53 

	AUCoo (hr * µg/ml) 
	AUCoo (hr * µg/ml) 
	59.50 
	24 
	58.65 
	24 
	1.01 
	99.35 
	103.60 

	Cmax (J.lg/ml) 
	Cmax (J.lg/ml) 
	15.61 
	24 
	15.27 
	24 
	1.02 
	94.32 
	110.70 


	5.1.1.4.5 Additional Infonnation for the Study 
	Root Mean SCf1are ElT01· 
	Root Mean SCf1are ElT01· 
	Root Mean SCf1are ElT01· 
	AUQ: 0.0456 AUCi: 0.0422 Gmx: 0.1615 

	Is there a Tmax clfTerence berneen Test and Reference? Ifyes, pease pro'Wde lll'ief expanation (or detailed expanation, inducing Tmax analysis, for subs tantial difference). 
	Is there a Tmax clfTerence berneen Test and Reference? Ifyes, pease pro'Wde lll'ief expanation (or detailed expanation, inducing Tmax analysis, for subs tantial difference). 
	181 Yes ONo Test=0.75 (0.50-2.00) h (irean=0.95 h) Ref=l.00 (0.75-1.75) h (irean=l.00 h) The T/Rratio for theiredian T1mx is 0.75; however, the1rean T1mx ofthe test and reference products are similar (T/R=0.95). 

	Were the subjects dosed in groups? Ifyes, '\WS the statistical analysis proper? Is reanalysis by 1·e"ie'\Wr nece.ssary? 
	Were the subjects dosed in groups? Ifyes, '\WS the statistical analysis proper? Is reanalysis by 1·e"ie'\Wr nece.ssary? 
	0 Yes 181 No 

	Are there measurable dr ug concenh·ations at 0 hr? Ifyes, pease comment (and take necessary action, ifneeded). 
	Are there measurable dr ug concenh·ations at 0 hr? Ifyes, pease comment (and take necessary action, ifneeded). 
	0 Yes 181 No 

	Are there first measurable drug concenh·ations as Cmax? Ifyes, pease comment. 
	Are there first measurable drug concenh·ations as Cmax? Ifyes, pease comment. 
	0 Yes 181 No 

	Are there Cmax at the th·st time point? Ifyes, is the study (sam(ie) design adeCf1ate? 
	Are there Cmax at the th·st time point? Ifyes, is the study (sam(ie) design adeCf1ate? 
	0 Yes 181 No 


	Ratio of AUCO-t/ AUCoo9 
	Ratio of AUCO-t/ AUCoo9 
	Ratio of AUCO-t/ AUCoo9 

	Treatment 
	Treatment 
	n 
	Mean 
	Minimum 
	Maximum 

	Test 
	Test 
	24 
	0.94 
	0.88 
	0.95 

	Reference 
	Reference 
	24 
	0.94 
	0.90 
	0.97 

	Ifthe minimum ratios less than 0.8, '\W1·e they due to inadequate sam(iing schedule? Pro\>ide additional comments below. 
	Ifthe minimum ratios less than 0.8, '\W1·e they due to inadequate sam(iing schedule? Pro\>ide additional comments below. 
	NI A 


	See individual testto reference ratios ofPK Paratreters in SAS Output 
	9 
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	Comments on PK results: Adequate 
	The 90% confidence inte1vals ofthe hl-transfonned AUCO-t, AUCO-oo, and Cmax geon);ltric mean test/reference ratios are within the acceptable limits of 80-125%. 
	5.1.1.5 Overall Comment 
	Was the fasting bioequivalence study acceptable? Acceptable Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study 
	Table
	TR
	Vigahlltrin 

	Time (hr) 
	Time (hr) 
	Test (n=24) 
	Reference (n=24) 
	T/R Ratio

	Mean (µg/mL) 
	Mean (µg/mL) 
	%CV 
	Mean (µg/mL) 
	%CV 

	0.00 
	0.00 
	0.00 
	0.00 

	0.25 
	0.25 
	2.17 
	170.72 
	1.08 
	115.73 
	2.01 

	0.50 
	0.50 
	10.64 
	67.83 
	6.43 
	63.99 
	1.66 

	0.75 
	0.75 
	13.14 
	46.86 
	12.24 
	41.66 
	1.07 

	1.00 
	1.00 
	12.53 
	34.22 
	13.70 
	24.16 
	0.91 

	1.25 
	1.25 
	11.42 
	20.66 
	12.85 
	15.79 
	0.89 

	1.50 
	1.50 
	10.39 
	16.40 
	11.41 
	15.55 
	0.91 

	1.75 
	1.75 
	9.63 
	16.12 
	10.12 
	16.92 
	0.95 

	2.00 
	2.00 
	8.68 
	18.04 
	8.96 
	16.04 
	0.97 

	2.50 
	2.50 
	7.01 
	20.34 
	7.06 
	13.92 
	0.99 

	3.00 
	3.00 
	5.90 
	18.66 
	5.90 
	13.70 
	1.00 

	3.50 
	3.50 
	5.02 
	19.80 
	5.00 
	12.94 
	1.00 

	4.00 
	4.00 
	4.41 
	20.00 
	4.41 
	14.10 
	1.00 

	5.00 
	5.00 
	3.33 
	18.36 
	3.29 
	14.05 
	1.01 

	6.00 
	6.00 
	2.77 
	19.45 
	2.69 
	14.58 
	1.03 

	8.00 
	8.00 
	1.95 
	20.30 
	1.94 
	15.07 
	1.00 

	10.00 
	10.00 
	1.45 
	21.05 
	1.43 
	18.18 
	1.01 

	12.00 
	12.00 
	1.10 
	21.50 
	1.07 
	17.34 
	1.03 

	16.00 
	16.00 
	0.73 
	26.05 
	0.72 
	21.48 
	1.01 

	18.00 
	18.00 
	0.60 
	25.43 
	0.59 
	23.97 
	1.03 

	24.00 
	24.00 
	0.35 
	30.55 
	0.35 
	27.28 
	1.02 
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	MeanPlasma Concentrations, Single-DoseFasting Bioequivalence Study 
	Figure
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	ANDA 209822 Single-Dose Fed Bioequivalence Study Review 
	5.1.2 Single-Dose Fed Bioequivalence Study 
	5.1.2.1 Study Design 
	5.1.2.1.1 Study Infonnation 
	Study Number 
	Study Number 
	Study Number 
	StudyNo. ACT-17202 

	Study Title 
	Study Title 
	An open labei randomized, single dose, two way crossover bioequivalence study ofVigabattin Tablets, 500 mg in healthy human, adult male subjects underfed conditions. 

	O inical Site (Name & Address) 
	O inical Site (Name & Address) 
	WatsonTherapeutics hie. 3400 Enterprise Way Miramar, FL 33025, USA Phone: 954-266-1 000 Ext. 1441100 Fax: 954-266-1012 

	Principal Oioical Jnwstigator 
	Principal Oioical Jnwstigator 
	Maria J. Gitierrez, M.D. Email: Maria.Gitien-ez@actavis.com 

	Dosing Dates 
	Dosing Dates 
	Period 1: Dec 16, 2017 Period 2: Dec 21, 2017 

	Analytical Site (Name & Address) 
	Analytical Site (Name & Address) 
	(b)(4 

	Analysis Dates 
	Analysis Dates 
	Jan 3-9, 2018 

	Pl"incipal Analytical Jnuistigator· 
	Pl"incipal Analytical Jnuistigator· 
	(b)(4 

	S ampe Stor age: (a) Dw·ation (no. of days fr om the fir·st day of sampe c.ollection to the last day ofsampe analysis) (b) Temperntw·e Range (e.g., -20°C to -80°q 
	S ampe Stor age: (a) Dw·ation (no. of days fr om the fir·st day of sampe c.ollection to the last day ofsampe analysis) (b) Temperntw·e Range (e.g., -20°C to -80°q 
	24 days -70°C (-60°C to -80°C) in deep fi-eezer 

	Long-Term Storage Stability (LTSS) Cowrage (no. days @ temp oq 
	Long-Term Storage Stability (LTSS) Cowrage (no. days @ temp oq 
	27 days at -20"C (-20"C to -35°C) and at about -70°C (-600C to -80°C) 


	5.1.2.1.2 Product Infonnation See Section 0. 
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	5.1.2.1.3 Study Design, Single-Dose Fed Bioequivalence Study 
	Number of Subjects No. of Se<11ences No. of Periods No. of Treatments No. of Groups Washout Pe.-iod Randomization Blood Sampling Times IRB AAroval Informed Cons ent Length of Fasting Length of Confinement Was the drng p ·oduct administea·ed pe1· labeling (for spec.ialized dosage fonns e.g. OD1)? S afety :M>nitoring 
	Number of Subjects No. of Se<11ences No. of Periods No. of Treatments No. of Groups Washout Pe.-iod Randomization Blood Sampling Times IRB AAroval Informed Cons ent Length of Fasting Length of Confinement Was the drng p ·oduct administea·ed pe1· labeling (for spec.ialized dosage fonns e.g. OD1)? S afety :M>nitoring 
	Number of Subjects No. of Se<11ences No. of Periods No. of Treatments No. of Groups Washout Pe.-iod Randomization Blood Sampling Times IRB AAroval Informed Cons ent Length of Fasting Length of Confinement Was the drng p ·oduct administea·ed pe1· labeling (for spec.ialized dosage fonns e.g. OD1)? S afety :M>nitoring 
	Enrolled: 24 Dosed: Period 1: 24; Period 2: 23 Cotq)leted: 23 Satq)les Analyzed : 24 Statistically Analyzed: 23 2 (l=TR; 2=RT) 2 2 1 5 days l8l Yes ONo Prior to dosing (0.000 hour) and after dosing at 0.333, 0.667, 1.000, 1.333, 1.667, 2.000, 2.333, 2.667, 3.000, 3.333, 3.667, 4.000, 4.500, 5.000, 6.000, 8.000, 10.000, 12.000, 16.000, 18.000, and 24.000 houIS (±2 minutes for postdose blood dra\¥S) l8l Yes Date: Dec 4, 2017 0f 1.0); Dec 15, 2017 0f 2.0) ONo l8l Yes Dat e: Dec 4, 2017 (English); Dec 5, 2017 (


	Standard FDA Meal Used? l8l Yes 0 No 
	I

	Per the study protocol: .The contents of standardized high calorie, high fat breakfast may be as follows: .
	• 
	• 
	• 
	two fried eggs, 

	• 
	• 
	two strips ofbacon, 

	• 
	• 
	two slices of toast with butter, 

	• 
	• 
	four ollllCes of hash brown potatoes, and 

	• 
	• 
	eight Ollllces of whole milk (Substitutions in this test meal can be made as long as the meal provides a similar ammmt of calories from protein, carbohydrate, and fut and has comparable xreal vohnre and viscosity.) The study repo1t states, "subjects were se1ved standard test xreal (standardized high calorie, high fat breakfast) 30 minutes prior to scheduled administration of the investigational product." 
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	Comments on Study Design: Adequate 
	The product-specific guidance for Vigabatrin Tablets recommends a multiple-dose, twot:reatmmt, two-way, steady-state crossover in vivo phannacokinetic BE study in adult refracto1y complex prutial-seizure patients. The applicant conducted a single-dose, twoway crossover study in healthy subjects. See connnents in Section 5.1.1.1. 
	5.1.2.2 Clinical R esults 
	5.1.2.2.1 Demographic Profile of Subjects 
	Categor'Y 
	Categor'Y 
	Categor'Y 
	S tudv No. ACT-17202 

	TR
	T1·eatment GrouPS 

	TestPl'omct N = 23 
	TestPl'omct N = 23 
	Refel'ence Pl'Oduct N = 23 

	Age (year s) 
	Age (year s) 
	Mean ± SD Range 
	36.7 ±6.9 25 -48 
	36.7 ±6.9 25 -48 

	Age Gl'Oups 
	Age Gl'Oups 
	< 18 18-40 41-64 65-75 >75 
	0 (0.00/o) 14 (60.9%) 9 (39.1%) 0 (0.00/o) 0 (0.00/o) 
	0 (0.00/o) 14 (60.9%) 9 (39.1%) 0 (0.00/o) 0 (0.00/o) 

	Sex 
	Sex 
	Male Female 
	23 (100.00/o) 0 (0.00/o) 
	23 (100.00/o) 0 (0.00/o) 

	Race 
	Race 
	Asian Black Caucasian Other 
	0 (0.00/o) 2 (8.7%) 21 (91.3%) 0 (0.00/o) 
	0 (0.00/o) 2 (8.7%) 21 (91.3%) 0 (0.00/o) 

	BMI 
	BMI 
	Mean ± SD Raru!e 
	26.45 ± 2.38 22.14 -29.93 
	26.45 ± 2.38 22.14 -29.93 

	Othel' Factol's: Ethnicity 
	Othel' Factol's: Ethnicity 
	Hispanic Ol' Latino Non-Hispanic 0 1' Latino 
	23 (100.00/o) 0 (0.00/o) 
	23 (100.00/o) 0 (0.00/o) 


	Is the demog1·aphics p ·ofile of s ubjects coIJ1>1eting the lioe<Jlivalence study in agl'eement '\\ith the cul'l'ent dl'ug p ·omct l'ecoll1Jllendation? 
	Is the demog1·aphics p ·ofile of s ubjects coIJ1>1eting the lioe<Jlivalence study in agl'eement '\\ith the cul'l'ent dl'ug p ·omct l'ecoll1Jllendation? 
	Is the demog1·aphics p ·ofile of s ubjects coIJ1>1eting the lioe<Jlivalence study in agl'eement '\\ith the cul'l'ent dl'ug p ·omct l'ecoll1Jllendation? 
	181 Yes 
	0 No 


	5.1.2.2.2 Dropout Information 
	Subject No. 
	Subject No. 
	Subject No. 
	Reason 
	Pel'iod 
	Re paced? 

	(tj)16! 
	(tj)16! 
	Subject withdravm on 1 (bl (6j due to unable to consu~require.cl breakfast. last trea.tn~nt received by the subject "test". 
	2 
	No 


	Al'e dl'opouts anx·op ·iate? Ifno, Jiease COlOlllent. 181 Yes 0 No 
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	5.1.2.2.3 Study Adverse Events 
	Body System I ~l'Se Event 
	Body System I ~l'Se Event 
	Body System I ~l'Se Event 
	Reported Incidence by Treatment Gl'Oups 

	Fed Bioe<Jiiwlenc.e Study No. 
	Fed Bioe<Jiiwlenc.e Study No. 

	Test I Reference 
	Test I Reference 

	TR
	There were no adverse events reported in the study. 


	Test Product (T) = 24 subjects dosed; Reference product(R) = 23 subjects dosed. 
	Were subjects llho experienced 'umiting included in statistical analysis? 
	Were subjects llho experienced 'umiting included in statistical analysis? 
	Were subjects llho experienced 'umiting included in statistical analysis? 
	D Yes 
	ONo 181 NIA 

	Ifyes, does the time of emesis exceed mo times the median Tmax wlue (immediate release pr·oducts) or the labeled dosing interwl (mo«ified release Jll'oducts )? Please comment. 
	Ifyes, does the time of emesis exceed mo times the median Tmax wlue (immediate release pr·oducts) or the labeled dosing interwl (mo«ified release Jll'oducts )? Please comment. 
	D Yes 
	ONo 181 NI A 

	Was the adwrse event pr·ofile observed comparaHe for· the test and reference pr·oduct? 
	Was the adwrse event pr·ofile observed comparaHe for· the test and reference pr·oduct? 
	181 Yes 
	ONo 

	Are there any serious adwrse ewnts or death? 
	Are there any serious adwrse ewnts or death? 
	D Yes 
	181 No 

	Ifyes, then ifthe study conducted in US, are they reported to the OGD Safety Committee? 
	Ifyes, then ifthe study conducted in US, are they reported to the OGD Safety Committee? 
	D Yes 
	ONo 181 NIA 

	Are the1·e any other safety concems based on the adwl'Se event pr·ofile? 
	Are the1·e any other safety concems based on the adwl'Se event pr·ofile? 
	D Yes 
	181 No 


	5.1.2.2.4 Protocol Deviations 
	Type Safi1)ling time point deviations in period-I 
	Type Safi1)ling time point deviations in period-I 
	Type Safi1)ling time point deviations in period-I 
	Subject #s (Test) 
	I Subject #s (Ref.) (b)(6} -

	Safi1)ling time point deviations in period-2 Missing Safi1)les in period 1 
	Safi1)ling time point deviations in period-2 Missing Safi1)les in period 1 
	:-:-

	Missing safi1)les in period 2 
	Missing safi1)les in period 2 


	If the a)1iicant used nominal time points, the 
	If the a)1iicant used nominal time points, the 
	If the a)1iicant used nominal time points, the 

	samping time de'iations (if any) are > 5%, and 90% CI of any PK (llll'ametel'S are border line, pease 
	samping time de'iations (if any) are > 5%, and 90% CI of any PK (llll'ametel'S are border line, pease 
	181 Actual D Nominal 

	reanalyze data usingactual samping time. 
	reanalyze data usingactual samping time. 


	Is the dropout/llithdrawallexclusion of subjects and 
	Is the dropout/llithdrawallexclusion of subjects and 
	Is the dropout/llithdrawallexclusion of subjects and 

	pr·otocol de'\iations as per the crite1·ia mentioned in 
	pr·otocol de'\iations as per the crite1·ia mentioned in 
	181 Yes 
	D No 

	the IRB aOOI·oved study Jll'otocol? 
	the IRB aOOI·oved study Jll'otocol? 


	Comments on Clinical Results: Adequate 
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	5.1.2.3 Bioanalytical Results 
	5.1.2.3.1 SOPs dealing with Sample Analysis including RepeatAnalysis See Section 5 .1.1.3.1. 
	5.1.2.3.2 Sample Analysis Calibration and Quality Control 
	Bioe<p1h'lllence Study No. ACT-17202 
	Vh~abatrin 
	Parameter 
	Concentration (i1g/mL) .Inter day Precision (CV%) .Inter dav Accuracy (%Actual) .Lnearitv .
	Lnearitv Range. (µ2/mL) 
	Sensitivitv/LOO (u2/mL) 
	Sensitivitv/LOO (u2/mL) 
	A 

	0.199 
	1.31 
	100.30 
	100.30 
	B 

	0.397 
	2.64 
	99.47 
	c 
	2.545 
	2.98 
	99.23 
	99.23 
	Standat·d 

	D 
	5.090 
	1.87 
	100.49 
	0.9986 to 0.9999 (range. ofrvalues) 
	0.199 to 50.501 
	0.199 
	Cm-w Sam oles 
	Cm-w Sam oles 
	Cm-w Sam oles 

	E 
	E 
	F 
	G 
	H 

	12.120 
	12.120 
	24.240 
	40.401 
	50.501 

	1.40 
	1.40 
	1.83 
	2.27 
	1.77 

	99.51 
	99.51 
	100.25 
	100.62 
	100.11 


	Bioequh'lllence Study No. ACT-17202 Vigabatrin Parameter Quality Control S amples LQC AQC MQC Concentration (~1g/mL) 0.589 2.031 20.310 Inter day Precision (C\1%) 5.32 3.80 6.17 Inter day Accuracy (%Actual) 97.83 98.76 99.84 
	Bioequh'lllence Study No. ACT-17202 Vigabatrin Parameter Quality Control S amples LQC AQC MQC Concentration (~1g/mL) 0.589 2.031 20.310 Inter day Precision (C\1%) 5.32 3.80 6.17 Inter day Accuracy (%Actual) 97.83 98.76 99.84 
	Bioequh'lllence Study No. ACT-17202 Vigabatrin Parameter Quality Control S amples LQC AQC MQC Concentration (~1g/mL) 0.589 2.031 20.310 Inter day Precision (C\1%) 5.32 3.80 6.17 Inter day Accuracy (%Actual) 97.83 98.76 99.84 
	HQC 38.686 3.89 98.76 


	AI·e the concenh·ations ofs tandat·d Clll'\e and QC samples r elewnt to the concentration of the samples? 
	AI·e the concenh·ations ofs tandat·d Clll'\e and QC samples r elewnt to the concentration of the samples? 
	AI·e the concenh·ations ofs tandat·d Clll'\e and QC samples r elewnt to the concentration of the samples? 
	181 Yes O No 

	AI·e there any concem s r elated to sample analysis (inducing r ejec.ted mns, r einjection, sample cilution, etc.)? Ifyes, comment below or cons ult 1lltertiary re\ie\\er for adcitional actions. 
	AI·e there any concem s r elated to sample analysis (inducing r ejec.ted mns, r einjection, sample cilution, etc.)? Ifyes, comment below or cons ult 1lltertiary re\ie\\er for adcitional actions. 
	0 Yes 181 No 

	Wer e 20% of chromatograms included? 
	Wer e 20% of chromatograms included? 
	181 Yes ONo 100% inch1ded 

	Wer e c.hromatogr ams serially or randomly selected? 
	Wer e c.hromatogr ams serially or randomly selected? 
	181 serially 0 randomly 

	Ally inted e1·ing peaks in chl·omatogram? 
	Ally inted e1·ing peaks in chl·omatogram? 
	0 Yes 181 No 

	Were the chl·omatogrnms submitted by the awlicant acceptalie? 
	Were the chl·omatogrnms submitted by the awlicant acceptalie? 
	181 Yes ONo 

	Were 100% r aw analytical data, inducing failed runs, pl'Ovided? 
	Were 100% r aw analytical data, inducing failed runs, pl'Ovided? 
	181 Yes O No 
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	5.1.2.3.3 Reanalysis of Study Samples 
	Study No. ACT-17202 Vigabatrin Adcitional infonnation in lioanalytical-study-report.pdf, Bio-analytical renort, Palle no. 39-41 of 49 
	Study No. ACT-17202 Vigabatrin Adcitional infonnation in lioanalytical-study-report.pdf, Bio-analytical renort, Palle no. 39-41 of 49 
	Study No. ACT-17202 Vigabatrin Adcitional infonnation in lioanalytical-study-report.pdf, Bio-analytical renort, Palle no. 39-41 of 49 

	Reason l"hy assay mis repeated 
	Reason l"hy assay mis repeated 
	Number of s ampes reanalyzed 
	Number of 1·ecalculated values used after reanalvsis 

	Actual number 
	Actual number 
	o/o of total assays 
	Actual number 
	o/o of total assays 

	T 
	T 
	R 
	T 
	R 
	T 
	R 
	T 
	R 

	Phannacokinetic 
	Phannacokinetic 
	0 
	0 
	0.00 
	0.00 
	0 
	0 
	0.00 
	0.00 

	Code PE 
	Code PE 
	2 
	0 
	0.19 
	0.00 
	2 
	0 
	0.19 
	0.00 

	Code RB 
	Code RB 
	22 
	22 
	2.13 
	2.13 
	22 
	22 
	2.13 
	2.13 

	Total 
	Total 
	24 
	22 
	2.32 
	2.13 
	24 
	22 
	2.32 
	2.13 


	Code PE = Processing ell'or Code RB = Rejected Bioanalytical Batch, T = Tes t Product R = Reference Product Note: Number of sampes reanalyzed contains san~les reanalyzed for the fu'St time (Repeat I) 
	Does the re"ielWr agree mth the reanalysis of study sampes: analytical and'm· PK repeat? If no, is 1·ecalculation of PK parameters necessary? Did recalculation of PK parameters change the study outcome? Are the PK parameters of reanalysis still llithin the acceptance limits for the 90% CI? 
	Does the re"ielWr agree mth the reanalysis of study sampes: analytical and'm· PK repeat? If no, is 1·ecalculation of PK parameters necessary? Did recalculation of PK parameters change the study outcome? Are the PK parameters of reanalysis still llithin the acceptance limits for the 90% CI? 
	Does the re"ielWr agree mth the reanalysis of study sampes: analytical and'm· PK repeat? If no, is 1·ecalculation of PK parameters necessary? Did recalculation of PK parameters change the study outcome? Are the PK parameters of reanalysis still llithin the acceptance limits for the 90% CI? 
	181 Yes ONo The entire batch for subject n&l was repeated. Two sa~les for subjectj(bl16! were repeated because no analyte or intemal standard were in the original s~les. 0 Yes ONo 181 NIA 0 Yes ONo 181 NIA 0 Yes ONo 181 NIA 


	Comments on Bioanalytical Results: Adequate The applicant noted that samples were thawed on ice water bath and entire sru.nple processing was cani.ed out llllder yellow monocln·omatic light. 
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	5.1.2.4 Phannacokinetic Results 
	5.1.2.4.1 Arithmetic Mean Phannacokinetic Parameters -Applicant Calculated 
	Fed Bioequhalence Study No. ACT-17202 
	Parameter (units) 
	Parameter (units) 
	Parameter (units) 
	Test 
	Reference 
	T/R 

	Mean 
	Mean 
	%CV 
	Min 
	Max 
	Mean 
	%CV 
	Mn 
	Max 

	AUCO-t (hr *µg/mL) 
	AUCO-t (hr *µg/mL) 
	55.7252 
	17.1574 
	41.3600 
	83.5900 
	54.5243 
	18.0737 
	40.8200 
	83.5000 
	1.02 

	Al.:Coo (hr * µg/mL) 
	Al.:Coo (hr * µg/mL) 
	60.1496 
	18.0160 
	44.1400 
	89.4600 
	59.0309 
	20.3585 
	42.9300 
	90.7600 
	1.02 

	Cmax (J.lg/mL) 
	Cmax (J.lg/mL) 
	11.5848 
	22.0123 
	7.6400 
	17.5400 
	12.2991 
	25.3911 
	7.6500 
	19.8500 
	0.94 

	Tmax* (hr) 
	Tmax* (hr) 
	1.667 
	-
	1.00 
	5.00 
	1.667 
	-
	1.00 
	5.00 
	1.00 

	Kel (ht·-1) 
	Kel (ht·-1) 
	0.0948 
	15.2274 
	0.0708 
	0.1312 
	0.0952 
	15.6731 
	0.0544 
	0.1236 
	1.00 

	Tl/2 (hr) 
	Tl/2 (hr) 
	7.4706 
	15.1887 
	5.2820 
	9.7890 
	7.4924 
	19.8502 
	5.6060 
	12.7450 
	1.00 


	*Trnax values 
	5.1.2.4.2 Arithmetic Mean Phannacokinetic Parameters -Reviewer Calculated 
	5.1.2.4.2 Arithmetic Mean Phannacokinetic Parameters -Reviewer Calculated 
	are presented as median, range 

	Fed Bioequhalence Study No. ACT-17202 
	Parameter (units) 
	Parameter (units) 
	Parameter (units) 
	Test 
	Reference 
	T/R 

	Mean 
	Mean 
	%CV 
	Min 
	Max 
	Mean 
	%CV 
	Mn 
	Max 

	AUCO-t (hr *µg/mL) 
	AUCO-t (hr *µg/mL) 
	56.083 
	17.15 
	41.57 
	84.04 
	54.896 
	18.07 
	4 1.05 
	83.96 
	1.02 

	Al.:Coo (hr *µg/mL) 
	Al.:Coo (hr *µg/mL) 
	60.507 
	18.00 
	44.35 
	89.91 
	59.404 
	20.34 
	43.16 
	91.22 
	1.02 

	Cmax (J.lg/mL) 
	Cmax (J.lg/mL) 
	11.584 
	22.02 
	7.64 
	17.54 
	12.297 
	25.39 
	7.65 
	19.85 
	0.94 

	Tmax* (ht·) 
	Tmax* (ht·) 
	1.667 
	1.00 
	5.00 
	1.667 
	1.00 
	5.00 
	1.00 

	Kel (ht·-1) 
	Kel (ht·-1) 
	0.095 
	15.24 
	0.07 
	0.13 
	0.095 
	15.67 
	0.05 
	0.12 
	1.00 

	Tl/2 (ht•) 
	Tl/2 (ht•) 
	7.471 
	15.19 
	5.28 
	9.79 
	7.492 
	19.85 
	5.61 
	12.74 
	1.00 


	*Trnax values are presented as median, range 
	5.1.2.4.3 Geometric Means and 90% Confidence Intervals -Applicant Calculated 
	Vigabatrin Taliets, 500 mg (No. of subjects com(ieted = 23) Dose (1 x 500 mg) Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intenals Fed Bioequiwlence Study (Study No.: ACT-17202) 
	Vigabatrin Taliets, 500 mg (No. of subjects com(ieted = 23) Dose (1 x 500 mg) Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intenals Fed Bioequiwlence Study (Study No.: ACT-17202) 
	Vigabatrin Taliets, 500 mg (No. of subjects com(ieted = 23) Dose (1 x 500 mg) Least Squares Geometric Means, Ratio of Means, and 90% Confidence Intenals Fed Bioequiwlence Study (Study No.: ACT-17202) 

	Paramete1· (units) 
	Paramete1· (units) 
	Test 
	N 
	RLD 
	N 
	Ratio 
	90% C.l 

	AUCO-t (ht· *µg/mL) 
	AUCO-t (ht· *µg/mL) 
	55.22 
	23 
	53.99 
	23 
	102.29 
	100.94 
	103.65 

	AUCoo (ht· * µg/mL) 
	AUCoo (ht· * µg/mL) 
	59.56 
	23 
	58.27 
	23 
	102.21 
	100.36 
	104.09 

	Cmax (J.lg/mL) 
	Cmax (J.lg/mL) 
	11.34 
	23 
	11.96 
	23 
	94.80 
	86.33 
	104.11 


	Page 30 of40 
	ANDA 209822 .Single-Dose Fed Bioequivalence Study Review .
	5.1.2.4.4 Geometric Means and 90% Confidence Intervals -Reviewer Calculated 
	Vigabatrin Tablets, 500 mg (No. of subjects com(ieted = 23) Dose (1 x 500 mg) Least Squares Geomeh·ic Means, Ratio ofMeans, and 90% Confidence Intenrus Fed Bioe<pllwlence Study (Study No.: ACT-17202) 
	Vigabatrin Tablets, 500 mg (No. of subjects com(ieted = 23) Dose (1 x 500 mg) Least Squares Geomeh·ic Means, Ratio ofMeans, and 90% Confidence Intenrus Fed Bioe<pllwlence Study (Study No.: ACT-17202) 
	Vigabatrin Tablets, 500 mg (No. of subjects com(ieted = 23) Dose (1 x 500 mg) Least Squares Geomeh·ic Means, Ratio ofMeans, and 90% Confidence Intenrus Fed Bioe<pllwlence Study (Study No.: ACT-17202) 

	Paramete1· (units) 
	Paramete1· (units) 
	Test 
	N 
	RLD 
	N 
	Ratio 
	90% C.l 

	AUCO-t (hr *µg/mL) 
	AUCO-t (hr *µg/mL) 
	55.58 
	23 
	54.35 
	23 
	1.02 
	100.90 
	103.62 

	AUCoo (ht· *µg/mL) 
	AUCoo (ht· *µg/mL) 
	59.91 
	23 
	58.64 
	23 
	1.02 
	100.33 
	104.04 

	Cmax (µg/mL) 
	Cmax (µg/mL) 
	11.34 
	23 
	11.96 
	23 
	0.95 
	86.34 
	104.12 


	5.1.2.4.5 Additional Infonnation for the Study 
	Root Mean S<Jiare ElTor 
	Root Mean S<Jiare ElTor 
	Root Mean S<Jiare ElTor 
	AUQ: 0.0262 AUCi: 0.0358 Gmx: 0.1844 

	Is there a Tmax dfl'erence be~en Test and Reference? Ifyes, please pro"ide IJl'ief explanation (or detailed explanation, includng Tmax analysis, for s ubstantial dfference) 
	Is there a Tmax dfl'erence be~en Test and Reference? Ifyes, please pro"ide IJl'ief explanation (or detailed explanation, includng Tmax analysis, for s ubstantial dfference) 
	D Yes 181 No 

	We1·e the subjects dosed in groups? If yes, lWS the statistical analysis p.-oper? Is reanalysis by rel<iel'Wr necessary? 
	We1·e the subjects dosed in groups? If yes, lWS the statistical analysis p.-oper? Is reanalysis by rel<iel'Wr necessary? 
	D Yes 181 No 

	Are the1·e measw·able m·ug concenh·ations at 0 hr? Ifyes, please comment (and take necessary action, ifneeded). 
	Are the1·e measw·able m·ug concenh·ations at 0 hr? Ifyes, please comment (and take necessary action, ifneeded). 
	OYes 181 No 

	Are there first meas urable dmg concentrations as Cmax? Ifyes, please c.omment. 
	Are there first meas urable dmg concentrations as Cmax? Ifyes, please c.omment. 
	D Yes 181 No 

	Are the1·e Cmax at the first time point? Ifyes, is the study (sam(ie) design ade<Jiafe? 
	Are the1·e Cmax at the first time point? Ifyes, is the study (sam(ie) design ade<Jiafe? 
	D Yes 181 No 


	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Ratio of AUCO-t/AUCoolO 
	T1·eatment 
	n 
	Mean 
	Minimum 
	:Maximum 
	Figure
	Test 
	23 
	0.93 
	0.88 
	0.96 
	Reference 
	23 
	0.93 
	0.80 
	0.96 
	1
	If the minimum ratios less than 0.8, l'\l\re they due 
	Subject ::had a ratio of0.8 for the reference 
	to inadequate sam(iing schedule? Pro,ide 
	product and 0.91 for the testproduct. The 
	additional comments belolv. 
	san~ling schedulewas adequate. 
	to See individual testto reference ratios ofPK Para1reters in SAS Output. 
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	Comments on PK results: Adequate 
	The 90% confidence inte1vals ofthe 1n-1ransfonned AUCO-t, AUCO-co, and Cmax geon~tric mean test/reference ratios are within the acceptable limits of 80-125%. 
	5.1.2.5 Overall Comment 
	Was the Fed bioequivalence study acceptable? Acceptable Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study 
	Table
	TR
	Vi2ahlltrin 

	Tame (hr) 
	Tame (hr) 
	Test (n=23) 
	Reference (n=23) 
	T/R Ratio

	Mean (112 /mL) 
	Mean (112 /mL) 
	% CV 
	Mean fllll/ mL) 
	%CV 

	0.00 
	0.00 
	0.00 
	0.00 

	0.33 
	0.33 
	0.39 
	389.55 
	0.30 
	167.93 
	1.28 

	0.67 
	0.67 
	2.81 
	109.24 
	2.63 
	116.87 
	1.07 

	1.00 
	1.00 
	6.38 
	86.75 
	6.36 
	99.72 
	1.00 

	1.33 
	1.33 
	7.93 
	61.49 
	7.83 
	70.93 
	1.01 

	1.67 
	1.67 
	8.50 
	47.83 
	8.22 
	53.87 
	1.03 

	2.00 
	2.00 
	8.28 
	34.34 
	8.08 
	43.63 
	1.02 

	2.33 
	2.33 
	8.22 
	25.73 
	8.04 
	35.29 
	1.02 

	2.67 
	2.67 
	7.82 
	23.06 
	7.75 
	30.64 
	1.01 

	3.00 
	3.00 
	7.80 
	23.86 
	7.39 
	25.73 
	1.05 

	3.33 
	3.33 
	7.25 
	28.18 
	6.81 
	26.13 
	1.06 

	3.67 
	3.67 
	6.71 
	28.24 
	6.42 
	27.22 
	1.05 

	4.00 
	4.00 
	6.04 
	28.78 
	5.93 
	29.70 
	1.02 

	4.50 
	4.50 
	5.28 
	30.39 
	5.31 
	36.22 
	1.00 

	5.00 
	5.00 
	4.60 
	35.15 
	4.67 
	41.66 
	0.99 

	6.00 
	6.00 
	3.49 
	33.58 
	3.48 
	31.80 
	1.00 

	8.00 
	8.00 
	2.32 
	26.54 
	2.26 
	28.48 
	1.03 

	10.00 
	10.00 
	1.66 
	26.59 
	1.62 
	25.82 
	1.02 

	12.00 
	12.00 
	1.29 
	25.94 
	1.25 
	26.20 
	1.03 

	16.00 
	16.00 
	0.82 
	25.67 
	0.80 
	27.61 
	1.03 

	18.00 
	18.00 
	0.68 
	24.72 
	0.67 
	32.02 
	1.01 

	24.00 
	24.00 
	0.40 
	28.63 
	0.39 
	38.22 
	1.02 
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	MeanPlasma Concentrations, Single-DoseFedBioequivalenceStudy 
	Figure
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	5.2 Formulation Data 
	5.2.1 Test Formulation 
	Ingre<ient !Amount (mg) I Tablet !Amount (%)/ Tablet 
	Cores 
	Cores 
	Cores 

	Vigabatrin, USP Povidone, USP 1 
	Vigabatrin, USP Povidone, USP 1 
	10) f4! 
	500 
	I 
	r<t>>T4l (bf(.if)-

	101141 
	101141 
	-

	(tiff4l 
	(tiff4l 
	-

	Microcrvstalline cellulose 1 
	Microcrvstalline cellulose 1 
	1off4l 
	NF 
	-

	Sodium starch g}yc.olate 
	Sodium starch g}yc.olate 
	-

	MagnesiumStearate, NF1 
	MagnesiumStearate, NF1 
	(lijf4 

	TR
	(b) (it 

	TR
	:-

	Total 
	Total 
	708 
	I 
	NA 


	(ll)l.if . 
	(bf(.if 
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	5.2.2 Inactive Ingredients (IIG Table) 

	Components 
	Components 
	Components 
	mg/unit Maximum amount (mg)/MDD IIG limit (mg/day) (b)(4

	Povidone Cbll41 
	Povidone Cbll41 

	Microc1ystalline Cellulose 
	Microc1ystalline Cellulose 

	(6f(4 
	(6f(4 

	Sodium Starch Glycolate 
	Sodium Starch Glycolate 

	MagnesiumStearate 
	MagnesiumStearate 

	Titanium dio,ade 
	Titanium dio,ade 

	HPMC 2910/ 
	HPMC 2910/ 

	(6114~ 
	(6114~ 

	(b)(4 
	(b)(4 

	Polysorbate 80 
	Polysorbate 80 


	Are all strengths of the test p·<dlct p ·oportionally similar per· the BA/BE guidance criteria? Are the amounts of all inactiw ingre<ients, based on Maximum Daily Dose (MDD), "ithin IIG (per unit) limits? If no, are they all mthin IIG (per day) limits? If no, are adcitional data or Pharm'Tox consult necessary? Are all color· adcitiws and elemental iron mthin limits specified by CFR (if applicalie) or less than 0 .1% ofthe total unit 'wight (w~? Are all strengths of the test formulation acceptalie? 
	Are all strengths of the test p·<dlct p ·oportionally similar per· the BA/BE guidance criteria? Are the amounts of all inactiw ingre<ients, based on Maximum Daily Dose (MDD), "ithin IIG (per unit) limits? If no, are they all mthin IIG (per day) limits? If no, are adcitional data or Pharm'Tox consult necessary? Are all color· adcitiws and elemental iron mthin limits specified by CFR (if applicalie) or less than 0 .1% ofthe total unit 'wight (w~? Are all strengths of the test formulation acceptalie? 
	Are all strengths of the test p·<dlct p ·oportionally similar per· the BA/BE guidance criteria? Are the amounts of all inactiw ingre<ients, based on Maximum Daily Dose (MDD), "ithin IIG (per unit) limits? If no, are they all mthin IIG (per day) limits? If no, are adcitional data or Pharm'Tox consult necessary? Are all color· adcitiws and elemental iron mthin limits specified by CFR (if applicalie) or less than 0 .1% ofthe total unit 'wight (w~? Are all strengths of the test formulation acceptalie? 
	0 Yes 0 Yes 181 Yes 0 Yes 0 Yes 181 Yes 
	O No 181 NI A 181 No O No ON/A O No 181 NI A O No 181 NI A O No 


	Comments on Formulation: The maximum daily intake of inactive ingredients was calculated based on a maximum daily dose of 3000 mg (6 x 500 mg tablets) for Vigabatrin Tablets. All inactive ingredients are within the IIG limits. 1be test and reference products are qualitatively and quantitatively the same except for the tablet coating. 
	The formulation is acceptable. 
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	5.3 Dissolution Testing 
	5.3.1 Dissolution Data 
	Dissolution Comitions ARJaratus: USP Apparatus II (Paddle) Sinker: NIA Speed of 50 lpffi Rotation: Me<ium: Water Volume: 900 mL TeIDDerature: 37°C ± 0.5°C Annlicant's Pronosed Snecitications NLTI ~b(0 ) ofthelabeled am:mnt ofVigabatrin is dissolvedin 15 minutes . Dissolution Testing Site Teva Pha1mceuticais USA, hie. (Name, Address) 200 Ehmra A venue Elizabeth, NJ 07207 Study Testing PrO<lict ID \ Batch No. Dosage No. of Collection limes Study RefNo. Date (fest -Manufacture Date) Strength Dosage 5min lOmin 
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	5.3.2 Dissolution Profiles 

	Comparative Dissolution Profiles .FDA-Recommended Method .[USP Apparatus 2 (Paddle), 50 rpm, Water, 900 ml] .
	120 100 "'O 80
	Q) 
	> 
	0 
	0 
	60

	"' 
	"' 
	0 
	40
	*' 
	20 
	..,._Test ..,._Reference
	0 
	Figure
	Figure
	0 5 10 15 20 25 30 35 
	Time (min) 
	5.3.3 F2 Metric 
	F2 metric calculated? 
	F2 metric calculated? 
	F2 metric calculated? 
	0 Yes 
	i:g] No 

	If no, r eason l\hy F2 not calculated 
	If no, r eason l\hy F2 not calculated 
	The test and reference products are 

	TR
	rapidly dissolving (>85% in 30 min) 


	Please c.omment on llhether <issolution data are 
	Please c.omment on llhether <issolution data are 
	Please c.omment on llhether <issolution data are 

	ade«11ate to SUWo•·t re«11ests submitted unde1· 21 CFR 
	ade«11ate to SUWo•·t re«11ests submitted unde1· 21 CFR 
	NIA 

	320.22(d)(2) or 320.24(b)(6). 
	320.22(d)(2) or 320.24(b)(6). 


	The quality control dissohrtion method and specification were reviewed by OPQ and detennined to be inadequate pending acceptance of a tighter specification. In the cmTent amendment, the applicant has accepted the recornrnended specification of 
	=or~~ . .
	Ql..JYo lll 15 llllll 
	The applicant used the USP method for quality control and product release dissoh.It:ion testing. 
	USP Apparatus 
	USP Apparatus 
	USP Apparatus 
	II (Paddle) 

	Rotational Speed (1pm) 
	Rotational Speed (1pm) 
	50 

	TellIDeratm·e 
	TellIDeratm·e 
	(°C) 
	37 ± 0.5 

	Medimn 
	Medimn 
	Water 

	Voh.nne 
	Voh.nne 
	(mL) 
	900 


	Specification 
	NLT I )~%(Q) in 15 min 
	-
	Overall Comments: Adequate 
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	5.4 Attachments 
	5.4.1 SAS Output 
	Study 
	Study 
	Study 
	SAS Data 
	SAS Code 
	SAS Stat 
	SAS Output/Table 

	Fasting 
	Fasting 

	Fed 
	Fed 
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	BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
	ANDA: 209822 
	APPLICANT: Teva Pharmaceuticals USA, Inc. 
	DRUG PRODUCT: Vigabatrin Tablets, USP, 500 mg 
	The Division of Bioequivalence II (DBII) has completed its review and has no further questions at this time. 
	The bioequivalence comments provided in this communication are comprehensive as of issuance. However, these comments are subject to revision if chemistry, manufacturing and controls, microbiology, labeling, or other scientific, regulatory or inspectional issues or concerns arise in the future. Please be advised that these concerns may result in the need for additional bioequivalence information and/or studies, or may result in a conclusion that the proposed formulation is not approvable. 
	Sincerely yours, 
	Ethan M. Stier, Ph.D., R. Ph. Director, Division of Bioequivalence II Office of Bioequivalence Office of Generic Drugs Center for Drug Evaluation and Research 
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	5.5 Outcome Page 
	ANDA: 209822 
	Reviewer: 
	Reviewer: 
	Reviewer: 
	Avaritt, Brittany 
	Date Completed: 

	Verifier: 
	Verifier: 
	, 
	Date Verified: 

	Division: 
	Division: 
	Division of Bioequivalence 


	Description: Vigabatrin Tablets, 500 mg 
	Items: 
	ID 
	ID 
	ID 
	Letter Date 
	Productivity Category 
	Sub Category 
	Score 
	Subtotal 

	35579 
	35579 
	3/12/2018 
	BIO 
	ANDA Amendment [1] 
	1 
	1 
	Edit 
	Delete 

	35579 
	35579 
	3/12/2018 
	Parallel 
	Fasting Study (Full template) [1] 
	1 
	1 
	Edit 
	Delete 

	35579 
	35579 
	3/12/2018 
	Parallel 
	Fed Study (Full Template) [1] 
	1 
	1 
	Edit 
	Delete 

	35579 
	35579 
	3/12/2018 
	Parallel 
	Pre-Screening [0.25] 
	0.25 
	0.25 
	Edit 
	Delete 

	TR
	Total: 
	3.25 
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	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT 
	OPQ/ONDP/Division of Biopharmaceutics 
	Figure
	Table
	TR
	BIOPHARMACEUTICS REVIEW 

	Application No.: 
	Application No.: 
	ANDA-209822-0 RIG-1 

	Applicant/Sponsor: 
	Applicant/Sponsor: 
	Teva Phannaceuticals USA 

	Product Name: 
	Product Name: 
	Vigabatrin Tablets 

	Dosage Form/Strength 
	Dosage Form/Strength 
	Tablets/500 mg 

	Route ofAdministration: 
	Route ofAdministration: 
	Oral 

	Intended Use: 
	Intended Use: 
	Treatment of Refracto1y Complex Pati ial Seizm es as adjunctive therapy in patients greater than or equal to 10 years of age who have responded inadequately to several alternative treatments 

	Reference listed drug: 
	Reference listed drug: 
	NDA-020427 [Sabril® (Vigabatrin) Tablets, 500 mg] 

	Submission Date: 
	Submission Date: 
	December 16, 201 6 

	Review Date: 
	Review Date: 
	June 30, 2017 

	Primary Reviewer: 
	Primary Reviewer: 
	Yang Zhao, Ph.D. 

	Secondary Reviewer: 
	Secondary Reviewer: 
	Elsbeth Chikhale Ph.D. for Ta-Chen Wu, Ph.D. 

	Recommendation: 
	Recommendation: 
	PENDING (Inadequate) 


	1. EXECUTIVE SUMMARY: 
	Submission: Teva Phannaceuticals USA submitted ANDA-209822 seeking approval for the proposed Vigabatrin Tablets 500 mg under section of 505 G) of the Federal Food, Drng, and Cosmetic Act. 
	Review: The focus of the Biophaim aceutics Review is the evaluation of data suppotiing the adequacy of the proposed dissolution method and acceptance criterion for the dissolution test for the proposed drng products. 
	Reviewer's Assessment: The dissolution testing was conducted with the FDA database dissolution method (USP Apparatus 2 at 50 rpm; 900 mL of water at 37 °C). The proposed dissolution method is acceptable; however, the proposed acceptance criterion is pe1missive and NOT acceptable. The Applicant will be requested to revise the dissolution acceptance criterion. 
	Recommendation: From a Biopha1maceutics perspective, the recommendation on the approvability of ANDA 209822 for Vigabatrin Tablets 500 mg is PENDING due to outstanding Info1mation Request Comments. The comments described under the List of Biophaimaceutics Info1mation Request Comments Section 5, should be sent to the Applicant. 
	1 
	1 

	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT 
	OPQ/ONDP/Division of Biopharmaceutics 
	Figure
	2. 
	2. 
	2. 
	SUBMISSION CONTENT CHECKLIST: .

	3. 
	3. 
	REVIEW SUMMARY: a) List ofSubmissions being reviewed: Original submission dated December 16, 2016. b) Highlight ofKey Outstanding Issues from Last Cycle: None. c) Concise Description of Outstanding Issues: 


	Table
	TR
	INFORMATION 
	YES 
	NO 
	NIA 

	1 
	1 
	Is there a USP dissolution method? 
	D 
	~ 
	D 

	2 
	2 
	Did the Applicant use the USP dissolution method? 
	D 
	D 
	~ 

	3 
	3 
	Is there an FDA database dissolution method? 
	~ 
	D 
	D 

	4 
	4 
	Did the Applicant use the FDA database dissolution method? 
	~ 
	D 
	D 

	5 
	5 
	Did the Applicant conduct dissolution testing with an in-house method? 
	D 
	~ 
	D 

	6 
	6 
	Did the Applicant use 12 units ofthe test drug products in the dissolution testing? 
	~ 
	D 
	D 

	7 
	7 
	Did the Applicant provide complete dissolution data (all raw data, range, mean,% CV, dates of dissolution testing)? 
	~ 
	D 
	D 

	8 
	8 
	Was the dissolution method SOP effective at the time of testing? 
	~ 
	D 
	D 

	9 
	9 
	Is the validation ofthe analytical method used for dissolution testing acceptable? 
	~ 
	D 
	D 

	10 
	10 
	Was the dissolution/release testing conducted using an unexpired product? 
	~ 
	D 
	D 

	11 
	11 
	Do any ofthe proposed product strengths have functional scoring? 
	~ 
	D 
	D 

	12 
	12 
	Was the dissolution/release testing conducted using split tablets? 
	~ 
	D 
	D 


	The proposed acceptance criterion for the dissolution test is NOT acceptable. The Applicant will be requested to revise the dissolution acceptance criterion. 
	2 
	2 

	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT 
	OPQ/ONDP/Division of Biopharmaceutics 
	Figure
	d) Proposed dissolution method and acceptance criterion: 
	USP Apparatus 
	USP Apparatus 
	USP Apparatus 
	Speed (rpm) 
	Medium 
	Volume (mL) 
	Acceptance criterion 

	II (paddle) 
	II (paddle) 
	50 
	water@37 ± 0.5 °C 
	900 
	Q=75% dissolved in 30 minutes 


	The Applicant reported that vigabatrin is a ve1y highly soluble molecule (Table I). .Table 1. Solubility ofvigabatrin in various different pH media measured at 25 °C .
	Solvent lVIedia 
	Solvent lVIedia 
	Solvent lVIedia 
	Solubility (m g/ ml) 

	p H 1.2 S o lution 
	p H 1.2 S o lution 
	300 m g/ I mL 

	pH 3 .0 Solu tio n 
	pH 3 .0 Solu tio n 
	3 00 mg/ l mL 

	p H 4.5 S o lution 
	p H 4.5 S o lution 
	300 m g/ l mL 

	p H 6.8 S o lution 
	p H 6.8 S o lution 
	300 m g/ I mL 

	p H 7 .2 S o lution 
	p H 7 .2 S o lution 
	300 m g/I m L 

	p H 8 .0 S o lution 
	p H 8 .0 S o lution 
	300 m g/I mL 


	Reviewer's Assessment: The proposed dissolution method, an FDA database dissolution method for Vigabatrin Tablets, is acceptable for the proposed diug products. 
	(bff4 
	3 
	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT 
	OPQ/ONDP/Division of Biopharmaceutics 
	Figure
	The proposed Vigabatrin Tablets 500 mg are functionally-scored on one side and debossed with A3 14 on the other side. The similarity factor (h) between the whole and the split Vigabatrin Tablets is not calculated because all dissolution profiles showed <1>>1 % dissolved in ~~ minutes. 
	4 

	Reviewer's Assessment: The originally proposed dissolution acceptance criterion of "Q=75% dissolved in 30 minutes" is pemiissive and NOT acceptable. Based on the dissolution profile data, the Agency recommends the following dissolution acceptance criterion for the proposed 
	drn~roducts: 
	(bl . .
	Q <4Yo m 15 mmutes. 
	The similarity in dissolution profiles between the whole and the split tablets support the tablet scoring on the proposed Vigabatrin Tablets, 500 mg. 
	g) What was the age of the test product at the time of dissolution testing? 
	The tested whole Vigabatrin Tablets were less than 4 months old at the time of the dissolution testing. 
	h) Is there significant change in the dissolution of stability samples? 
	The Applicant provided dissolution data at 30 minutes for the stability samples. There are no apparent changes in the Applicant's provided dissolution data of the stability samples in various storage conditions. 
	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT 
	OPQ/ONDP/Division of Biopharmaceutics 
	Figure
	i) .Analytical procedures and validation 
	The amount of drng dissolved was detennined using an HPLC method (see validation repo1t in Module 3.2.P.5.2). The analytical method was validated for system suitability, specificity, precision, accuracy, linearity, solution stability, filter compatibility. 
	4. .REVIEWER'S OVERALL ASSESSMENT: 
	• .
	• .
	• .
	Dissolution Method: The dissolution testing for the proposed drng products was conducted with the FDA database dissolution method (USP Apparatus 2 at 50 rpm; 900 ml ofwater at 37 °C). The proposed dissolution method is acceptable for QC purposes. 

	• .
	• .
	Dissolution Acceptance Criterion: The proposed dissolution acceptance criterion of"Q=75% 


	dissolved in 30 minutes" is NOT acceptable. The Applicant will be requested to revise the ac~:ance criterion for the proposed products as follow: 
	(bJI .. .
	<4~/o m 15 mmutes. 
	Q 

	5. .BIOPHARMACEUTICS INFORMATION REQUESTS: 
	The following Biophannaceutics Infonnation Request comments should be conveyed to the Applicant: 
	1. .
	1. .
	1. .
	The proposed acceptance criterion of "Q=75% dissolved in 30 minutes" is pennissive and NOT acceptable. Based on the provided dissolution data, we recommend a dissolution acceptance criterion of "Q={Jj% in 15 minutes" for your proposed drng products. Note that sometimes dissolution Stage 2 testing, and occasionally Stage 3 testing may be needed, which is acceptable. 

	2. .
	2. .
	Submit a copy of the updated diug product specification table with the revised acceptance criterion for the dissolution test and update other section of your subinission as appropriate. 


	6. .RECOMMENDATION: 
	6. .RECOMMENDATION: 

	From the Biophaimaceutics perspective, the recommendation on the approvability of ANDA 209822 for the proposed Vigabatrin Tablets 500 mg is PENDING due to Applicant's outstanding response to the above Biophaimaceutics Info1mation Requests. 
	5 
	5 

	Figure
	QUALITY-BIOPHARMACEUTICS ASSESSMENT 
	OPQ/ONDP/Division of Biopharmaceutics 
	Figure
	7. SIGNATURE BLOCK 
	Primary Biopharmaceutics Reviewer Name and Date: .Yang Zhao, Ph.D., 6/28/2017 .Division ofBiophaimaceutics .Office ofNew Drng Products/OPQ .
	Secondary Biopharmaceutics Reviewer Name and Date: .I concm with Dr. Yang Zhao's assessment and Biophaimaceutics Info1mation Requests. .
	Elsbeth Chikhale, Ph.D. for Ta-Chen Wu, Ph.D., 6/30/2017 .Acting Biopham1aceutics Lead .Division ofBiopha1maceutics, ONDP/OPQ .
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	DIVISION OF BIOEQUIVALENCE REVIEW OF AN OSIS INSPECTION 
	REPORT 
	REPORT 
	REPORT 

	ANDA No. 
	ANDA No. 
	209822 

	Drug Product Name 
	Drug Product Name 
	Vigabatrin Tablets, USP 

	Strength(s) 
	Strength(s) 
	500 mg 

	Applicant Name 
	Applicant Name 
	Teva Pharmaceuticals USA 

	TR
	200 Elmora Avenue 

	Applicant Address 
	Applicant Address 
	Attention: Regulatory Affairs Department 

	TR
	Elizabeth, NJ 07207 

	TR
	Janak Jadeja, R.Ph 

	U.S. Agent’s Point of Contact 
	U.S. Agent’s Point of Contact 
	Director, Regulatory Affairs 

	TR
	RegulatoryAffairsUS@actavis.com 

	U.S. Agent’s Telephone Number 
	U.S. Agent’s Telephone Number 
	908-659-2595 

	U.S. Agent’s Fax Number 
	U.S. Agent’s Fax Number 
	908-659-2250 

	Original Submission Date(s) 
	Original Submission Date(s) 
	Dec 16, 2016 

	Submission Date(s) of OSIS 
	Submission Date(s) of OSIS 

	Inspection Report 
	Inspection Report 

	OSIS Inspection Dates 
	OSIS Inspection Dates 

	First Generic 
	First Generic 
	Yes 

	Reviewer 
	Reviewer 
	Brittany Avaritt, Ph.D. 

	Study Number (s) 
	Study Number (s) 
	TR15-209A 
	TR15-215 

	Study Type (s) 
	Study Type (s) 
	Solubility 
	Dissolution 

	Strength (s) 
	Strength (s) 
	API 
	500 mg 

	TR
	Biopharmaceutical Sciences 

	In Vitro Site #1/OSIS Status 
	In Vitro Site #1/OSIS Status 
	Laboratory, Actavis Elizabeth 
	Complete (Declined to Inspect) 

	TR
	LLC 

	In Vitro Site #1 Address 
	In Vitro Site #1 Address 
	200 Elmora Ave. Elizabeth, NJ 07202 

	Study Number (s) 
	Study Number (s) 
	15ACTAP6R1GLPS305 

	Study Type (s) 
	Study Type (s) 
	In Situ Permeability 

	Strength (s) 
	Strength (s) 
	API 

	Analytical Site #1/OSIS Status 
	Analytical Site #1/OSIS Status 
	Complete (VAI) 

	Analytical Site #1 Address 
	Analytical Site #1 Address 

	Site(s) Inspected (e.g. analytical, clinical) 
	Site(s) Inspected (e.g. analytical, clinical) 
	Analytical 

	Reason for OSIS Inspection 
	Reason for OSIS Inspection 

	Request (e.g. New Sites, Three 
	Request (e.g. New Sites, Three 
	Routine 

	Years Routine, For Cause) 
	Years Routine, For Cause) 

	Current ANDA 
	Current ANDA 
	Parent ANDA 

	OSIS Report Review Outcome (Current ANDA) 
	OSIS Report Review Outcome (Current ANDA) 
	ADEQUATE (see deficiencies in original review) 

	Nature of OSIS Findings 
	Nature of OSIS Findings 
	SYSTEMIC 


	Review of an OSIS Inspection Report 
	Review of an OSIS Inspection Report 

	EXECUTIVE SUMMARY 
	This is a review of the Office of Study Integrity and Surveillance (OSIS) inspection report for .1 
	The inspection report references the in situ permeability study 15ACTAP6R1GLPS305 that was submitted in the original application dated Dec 16, 2016, comparing the test product, Teva Pharmaceuticals USA’s Vigabatrin Tablets, USP, 500 mg to the reference listed drug (RLD), Lundbeck Pharmaceuticals LLC’s SABRIL® (vigabatrin) Tablets, 500 mg.
	2 

	OSIS conducted an inspection of the analytical site at 
	on Jun 5-9, 2017 and Form FDA 483 was issued for the analytical portion of the in situ permeability study. The inspection included a thorough examination of study records, facilities, laboratory equipment, method validations, sample analysis, and interviews with the firm’s management and staff. In addition, relevant SOPs, training records, and in-house data management systems were also reviewed. 
	Figure

	The firm's response to Form FDA 483 was received on Jun 30, 2017. 
	The OSIS outcome was voluntary action indicated (VAI) for the analytical portion of the in situ permeability study. 
	In the Electronic Inspection Report dated Jul 20, 2017, OSIS provided the Division of Bioequivalence II (DBII) with its findings. Based on the inspection and the firm’s response, OSIS provided the following conclusion: 
	After reviewing the inspectional findings and the firm’s response to Form FDA 483, the objectionable findings do not likely impact the reliability of data from the audited studies. We recommend accepting the analytical data for further Agency review. However, this conclusion will be re-assessed upon receipt and evaluation of expected additional data from the firm. If the assessment of these studies changes, we will update this review accordingly. 
	Due to significant documentation issues, and concerns regarding the handling of precision and accuracy data in the audited method validations, the overall performance of the site was not adequate. The impact on other studies that were not reviewed during this inspection is unknown. We were able to assess likelihood of study impact from these observations on the current studies due to access to source study data and the firm’s responses. 
	 GDRP: ANDA-209822-ORIG-1  submitted by Brittany Avaritt on Jul 6, 2017 
	 GDRP: ANDA-209822-ORIG-1  submitted by Brittany Avaritt on Jul 6, 2017 
	2
	Bioequivalence Review


	Figure
	Thus, studies using similar methods conducted prior to 2016 should be carefully evaluated during Agency review, and future inspections will be required to verify that proposed changes were implemented and that current observations do not affect other studies. 
	DBII reviewed the inspection report and concurs with OSIS’s evaluation. The in situ permeability study submitted in ANDA 209822 was previously found to be inadequate with multiple deficiencies.
	2 

	DBII’s recommendations for the OSIS report review are adequate for the current ANDA, but the issues identified in OSIS’s report are systemic and may affect other studies conducted at 
	Figure

	 due to documentation issues and data reporting. The PM will assign all related ANDAs for review to determine the acceptability of other studies conducted at the same analytical laboratory. 
	The in situ permeability study in ANDA 209822 is inadequate. Therefore, the application is inadequate. 
	The deficiencies listed in the original bioequivalence (BE) review completed on Jul 6, 2017 should be communicated to the firm.
	2 

	TABLE OF CONTENTS 
	REVIEW OF OSIS INSPECTION REPORT 
	3.1 Analytical Site Inspectional Observations 
	Form FDA 483 was issued to 
	on Jun 9, 2017 with the following 
	Figure

	observations: 
	Figure
	Figure
	 Isolated
	 Systemic 
	Figure

	3.1.4 OSIS Overall Comments and Conclusions 
	Objectionable findings were observed during this inspection and Form FDA 483 was issued. The final inspection classification is Voluntary Action Indicated (VAI). 
	After reviewing the inspectional findings and the firm’s response to Form FDA 483, the objectionable findings do not likely impact the reliability of data from the audited studies. We recommend accepting the analytical data for further Agency review. However, this conclusion will be re-assessed upon receipt and evaluation of expected additional data from the firm. If the assessment of these studies changes, we will update this review accordingly. 
	Due to significant documentation issues, and concerns regarding the handling of precision and accuracy data in the audited method validations, the overall performance of the site was not adequate. The impact on other studies that were not reviewed during this inspection is unknown. We were able to assess likelihood of study impact from these observations on the current studies due to access to source study data and the firm’s responses. 
	Thus, studies using similar methods conducted prior to 2016 should be carefully evaluated during Agency review (see Attachment 1 below), and future inspections will be required to verify that proposed changes were implemented and that current observations do not affect other studies. 
	3.1.5 DB Reviewer Overall Comments and Conclusions 
	The reviewer agrees with the OSIS statement that the inspection observations reflect a general weakness in documentation and data reporting. However, the OSIS observations 
	209822. Therefore, the OSIS inspection report review for the analytical site for the current ANDA is adequate. 
	Study 15ACTAP6R1GLPS305 was already determined to be inadequate in the BE review due to many deficiencies identified in the study conduct and analysis.
	2 

	The OSIS findings are considered systemic. Reviewers of related ANDAs should evaluate the impact of these findings on his/her own respective ANDA.
	are not likely to impact the outcome of the in situ permeability study submitted in ANDA 
	Isolated Systemic 
	DEFICIENCY COMMENTS 
	None 
	5 RECOMMENDATIONS 
	Based on DBII’s evaluation of the OSIS inspection report, the inspected site  is adequate for ANDA 209822. 
	Figure

	6 RECOMMENDATIONS FOR RELATED ANDAS 
	Figure
	Should the OSIS report be reviewed separately for the impact on the related ANDAs? Yes 
	APPENDIX 
	7.1 Attachment I: OSIS Inspection Report for Analytical Site— 
	Figure
	NOTE TO REGULATORY PROJECT MANAGER (RPM): The firm should receive the deficiencies listed in the original BE review archived in Panorama on 
	Jul 6, 2017.Error! Bookmark not defined. 
	BIOEQUIVALENCE DEFICIENCIES TO BE PROVIDED TO THE APPLICANT ANDA: 209822 APPLICANT: Teva Pharmaceuticals USA 
	DRUG PRODUCT: Vigabatrin Tablets, USP, 500 mg 
	SEE PANORAMA: ANDA-209822-ORIG-1 archived by Eva Chan on Jul 6, 2017 
	Bioequivalence Discipline Review 

	OUTCOME PAGE 
	ANDA: 209822 .
	Reviewer: 
	Reviewer: 
	Reviewer: 
	Avaritt, Brittany 
	Date Completed: 

	Verifier: 
	Verifier: 
	Date Verified: 

	Division: 
	Division: 
	Division of Bioequivalence 


	Description: Vigabatrin Tablets, USP, 500 mg 
	Items: 
	ID 
	ID 
	ID 
	Letter Date 
	Productivity Category 
	Sub Category 
	Score 
	Subtotal 

	32264 
	32264 
	7/21/2017 
	BIO 
	OSIS Inspection Repo1t Review fll 
	1 
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	fulli 
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	32264 
	32264 
	7/21/2017 
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	OSIS Inspection Repo1t: Review ofParent (Per application) [1] 
	1 
	1 
	Edit 
	Delete 

	TR
	Total: 
	2 


	BCS Template Version 1 Approval Date: August 28, 2012 
	th

	DIVISION OF BIOEQUIVALENCE REVIEW. BCS Waiver. 
	ANDA No. 209822 Drug Product Name Vigabatrin Tablets, USP Strength(s) 500 mg Applicant Name Teva Pharmaceuticals USA Applicant Address 200 Elmora Avenue Attention: Regulatory Affairs Department Elizabeth, NJ 07207 US Agent Name Janak Jadeja, R.Ph Director, Regulatory Affairs RegulatoryAffairsUS@actavis.com US Agent’s Telephone Number 908-659-2595 US Agent’s Fax Number 908-659-2250 Original Submission Date(s) Dec 16, 2016 Submission Date(s) of Amendment(s) Under Review N/A First Generic (Yes or No) Yes Revie
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	Table
	TR
	☐ Pending ☐ Complete ☐ N/A (Waiver) 
	☒ Pending ☐ For Cause Inspection ☐ Complete 

	Waiver 
	Waiver 
	☐ Granted ☐ Tentatively granted   ☒ Not granted   ☐ N/A 

	QC Dissolution 
	QC Dissolution 
	☐ Pending ☐ Adequate ☒ Inadequate 

	Formulation 
	Formulation 
	☒ Adequate ☐ Inadequate 

	Will Response to CR Result in A Reformulation? 
	Will Response to CR Result in A Reformulation? 
	☒ Possibly ☐ No ☐ N/A 

	Overall Review Result 
	Overall Review Result 
	☐ Adequate ☒ Inadequate 

	Revised/New Draft Guidance Generated as Part of Current Review 
	Revised/New Draft Guidance Generated as Part of Current Review 
	☐ Yes ☒ No 

	Deficiency Classification 
	Deficiency Classification 
	☒ Major ☐ Minor IR Eligible? ☐ Yes ☐ No ☐ Not Applicable 

	Bioequivalence Study Tracking/ Supporting Document # 
	Bioequivalence Study Tracking/ Supporting Document # 
	Study/Test Type 
	Strength 
	Review Result 

	1, 3 
	1, 3 
	Solubility 
	API 
	☐ Adequate ☒ Inadequate 

	1, 3 
	1, 3 
	Permeability 
	API 
	☐ Adequate ☒ Inadequate 

	1, 3 
	1, 3 
	Dissolution (Multi-pH media) 
	500 mg 
	☐ Adequate ☒ Inadequate 

	1, 3 
	1, 3 
	BCS Waiver 
	500 mg 
	☐ Adequate ☒ Inadequate 
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	EXECUTIVE SUMMARY 
	This is a review of a waiver request of in vivo bioequivalence study requirements for Teva Pharmaceuticals USA’s test product Vigabatrin Tablets, USP, 500 mg, based on the Biopharmaceutics Classification System (BCS)for highly soluble and highly permeable drug substances (Class I) in immediate release solid oral dosage forms that exhibit rapid in vitro dissolution. The corresponding reference product is Lundbeck Pharmaceuticals LLC’s SABRIL® (vigabatrin) Tablets, 500 mg (NDA 020427) approved on Aug 21, 2009
	1 

	The firm’s submission contains the results of solubility testing, in situ rat intestinal perfusion studies, and multimedia dissolution testing. 
	The solubility testing is inadequate due to analytical method validation deficiencies. 
	The in situ rat intestinal perfusion studies are inadequate due to method suitability and sample exclusion deficiencies. 
	The multimedia dissolution testing demonstrates that the test product meets the BCS guidance definition of rapidly dissolving (≥85% in 30 minutes) in 0.1 N HCl, pH 4.5 acetate buffer, and pH 6.8 phosphate buffer; however, the reference product does not. Additionally, the dissolution profiles for the test and reference products are not similar (f2<50). The firm’s dissolution testing with the USP method for quality control was reviewed by the Office of Pharmaceutical Quality (OPQ) and determined to be inadequ
	The Division of Bioequivalence II does not grant Teva Pharmaceuticals USA’s BCS waiver request due to multiple deficiencies. 
	The application is inadequate. 
	; issued May 5, 2015 
	1 
	Waiver of In Vivo Bioavailability and Bioequivalence Studies for Immediate-Release Solid Oral Dosage Forms Based on a Biopharmaceutics Classification System Guidance for Industry
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	4 
	4 

	3 SUBMISSION SUMMARY 
	3 SUBMISSION SUMMARY 
	3.1 Drug Product Information 
	Test Product 
	Test Product 
	Test Product 
	Vigabatrin Tablets, USP, 500 mg 

	Reference Product2 
	Reference Product2 
	SABRIL® (vigabatrin) Tablets, 500 mg 

	RLD Manufacturer 
	RLD Manufacturer 
	Lundbeck Pharmaceuticals LLC 

	NDA No. 
	NDA No. 
	N020427 

	RLD Approval Date 
	RLD Approval Date 
	Aug 21, 2009 

	Indication3 
	Indication3 
	SABRIL is indicated for the treatment of:  Refractory Complex Partial Seizures as adjunctive therapy in patients ≥10 years of age who have responded inadequately to several alternative treatments; SABRIL is not indicated as a first line agent  Infantile Spasms -monotherapy in infants 1 month to 2 years of age for whom the potential benefits outweigh the potential risk of vision loss 


	3.2 PK/PD Information 
	3 

	Has this drug been classified as a BCS Class I Drug? 
	Has this drug been classified as a BCS Class I Drug? 
	Has this drug been classified as a BCS Class I Drug? 
	No 

	If Yes, Basis of Classification? 
	If Yes, Basis of Classification? 
	N/A 

	Bioavailability 
	Bioavailability 
	Following oral administration, vigabatrin is essentially completely absorbed. Bioequivalence has been established between the oral solution and tablet formulations. 

	Intestinal Perfusion Studies 
	Intestinal Perfusion Studies 
	Did the firm or innovator conduct Intestinal Perfusion Studies? Yes; current firm 

	Food Effect 
	Food Effect 
	A food effect study involving administration of vigabatrin to healthy volunteers under fasting and fed conditions indicated that the Cmax was decreased by 33%, Tmax was increased to 2 hours, and AUC was unchanged under fed conditions. 

	Tmax 
	Tmax 
	The time to maximum concentration (Tmax) is approximately 1 hour for children (10 years – 16 years) and adults, and approximately 2.5 hours for infants (5 months – 2 years). 

	Metabolism 
	Metabolism 
	Vigabatrin is not significantly metabolized; it is eliminated primarily through renal excretion. Vigabatrin induces CYP2C9, but does not induce other hepatic cytochrome P450 enzyme systems. 

	Excretion 
	Excretion 
	Did the firm or innovator conduct any Mass Balance studies? Yes; Innovator: the firm conducted a mass balance study using 1.5 g of 14C-Vigabatrin administered as a single oral dose in six healthy male subjects. (See Appendix 4.3) Following administration of [14]C-vigabatrin to healthy male volunteers, about 95% of total radioactivity was recovered in the urine over 72 hours with the parent drug representing about 80% of this. 


	, current through Mar 2017, last accessed Apr 27, 2017  Drugs@FDA , updated Jun 21, 2016 
	2 
	Electronic Orange Book
	3
	NDA 020427 Label
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	Half-life 
	Half-life 
	Half-life 
	The terminal half-life of vigabatrin is about 5.7 hours for infants (5 months – 2 years), 9.5 hours for children (10 years – 16 years), and 10.5 hours for adults. 

	Maximum Daily Dose 
	Maximum Daily Dose 
	Adults (17 years of age or older): 3000 mg (1500 mg twice daily) Pediatric (10 to 16 years of age): 2000 mg (1000 mg twice daily) Infants 1 month to 2 years of age: 150 mg/kg Dose adjustment recommended for renal impairment 

	Drug Specific Issues (if any) 
	Drug Specific Issues (if any) 
	WARNING: PERMANENT VISION LOSS  SABRIL can cause permanent bilateral concentric visual field constriction, including tunnel vision that can result in disability. In some cases, SABRIL may also decrease visual acuity.  Risk increases with increasing dose and cumulative exposure, but there is no dose or exposure to SABRIL known to be free of risk of vision loss.  Risk of new and worsening vision loss continues as long as SABRIL is used, and possibly after discontinuing SABRIL.  Baseline and periodic visio

	Is this a Prodrug? (Refer to Page 9 in Guidance) 
	Is this a Prodrug? (Refer to Page 9 in Guidance) 
	No 

	If Yes, does Prodrug drug conversion take place before or after intestinal membrane permeation? 
	If Yes, does Prodrug drug conversion take place before or after intestinal membrane permeation? 
	N/A 

	Is this a narrow therapeutic range drug? (Page 9 in Guidance) 
	Is this a narrow therapeutic range drug? (Page 9 in Guidance) 
	No 

	Is this dosage form intended to be absorbed in the oral cavity (i.e. sublingual or buccal tablets)? (Page 9 in Guidance) 
	Is this dosage form intended to be absorbed in the oral cavity (i.e. sublingual or buccal tablets)? (Page 9 in Guidance) 
	No 


	3.3 OGD Recommendations for Drug Product 
	3.3.1 In Vivo Bioequivalence Studies 
	Number of studies recommended: 1 
	1. 
	1. 
	1. 
	Type of study: 
	A multiple-dose, two-treatment, two-way, steady-state pharmacokinetic bioequivalence (BE) study 

	Design: 
	Design: 
	Two-way crossover in vivo 

	Strength: 
	Strength: 
	500 mg 

	Subjects: 
	Subjects: 
	Adult refractory complex partial-seizure adult patients who are already on established vigabatrin adjunctive therapy 

	Additional Comments: 
	Additional Comments: 
	1. The study drug should not be given with other drugs associated with serious adverse ophthalmic effects, such as retinopathy. 2. Females should not be pregnant or lactating, and, if applicable, should practice abstention or contraception during the study. 3. The study design (e.g., inclusion/exclusion criteria) and procedures (e.g., safety monitoring) should address all of the elements related to patient safety specified in the reference listed drug (RLD) label. Vigabatrin was approved with a risk evaluat
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	Table
	TR
	use. All pertinent elements of the REMS must be incorporated into the protocol and informed consent. 4. Patients who are receiving a stable dosage of vigabatrin twice daily would be eligible to participate in the study by continuing their established maintenance dose. FDA recommends that studies not be conducted using healthy subjects. 5. According to the randomization schedule, an equal number of patients should receive either the generic formulation (Treatment A) or the reference formulation (Treatment B)


	3.3.2 In Vitro Bioequivalence Studies 
	Number of studies recommended: 
	Number of studies recommended: 
	Number of studies recommended: 
	Note: There are currently no in vitro bioequivalence studies recommended. The firm is requesting a waiver of in vivo bioequivalence requirements based on the BCS Class I classification of Vigabatrin. The recommendations below are from FDA’s Waiver of In Vivo Bioavailability and Bioequivalence Studies for Immediate-Release Solid Oral Dosage Forms Based on a Biopharmaceutics Classification System Guidance for Industry (May 2015)1 3; Solubility, Permeability, and Dissolution 


	1. 
	1. 
	1. 
	Type of study: 
	Solubility 

	Design: 
	Design: 
	The pH-solubility profile of the test drug substance should be determined at 37 ± 1°C in aqueous media with a pH in the range of 16.8. A sufficient number of pH conditions should be evaluated to accurately define the pH-solubility profile within the pH range of 16.8. 

	Strength: 
	Strength: 
	N/A 

	Additional Comments: 
	Additional Comments: 
	A drug substance should be classified as highly soluble when the highest strength is soluble in < 250 mL of aqueous media over the pH range of 1-6.8. 


	2. 
	2. 
	2. 
	Type of study: 
	Permeability 

	Design: 
	Design: 
	1. Pharmacokinetic Studies in Humans a. Mass balance studies b. Absolute bioavailability studies 
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	Table
	TR
	2. Intestinal Permeability Methods a. In vivo intestinal perfusion studies in humans b. In vivo or in situ intestinal perfusion studies using suitable animal models c. In vitro permeation studies using excised human or animal intestinal tissues d. In vitro permeation studies across a monolayer of cultured epithelial cells 3. Instability in the Gastrointestinal Tract 

	Strength: 
	Strength: 
	N/A 

	Additional Comments: 
	Additional Comments: 
	In many cases, a single method may be sufficient: (i) when the absolute BA is 85 percent or more, or (ii) when 85 percent or more of the administered drug is excreted unchanged in urine, or (iii) when 85 percent or more of the administered drug is recovered in urine as parent and metabolites with evidence indicating stability in the GI tract. When a single method fails to conclusively demonstrate a permeability classification, two different methods may be advisable. In case of conflicting information from d


	3. 
	3. 
	3. 
	Type of study: 
	Dissolution 

	Design: 
	Design: 
	USP Apparatus I at 100 rpm or Apparatus II at 50 rpm (or at 75 rpm when appropriately justified) using 500 mL of the following dissolution media:  (1) 0.1 N HCl or Simulated Gastric Fluid USP without enzymes; (2) a pH 4.5 buffer; and (3) a pH 6.8 buffer or Simulated Intestinal Fluid USP without enzymes. 

	Strength: 
	Strength: 
	All strengths 

	Additional Comments: 
	Additional Comments: 
	An IR drug product is considered rapidly dissolving when 85 percent or more of the labeled amount of the drug substance dissolves within 30 minutes using the method above. 


	Analytes to measure (in plasma/serum/blood): 
	Analytes to measure (in plasma/serum/blood): 
	Analytes to measure (in plasma/serum/blood): 
	Vigabatrin in plasma 

	Bioequivalence based on: 
	Bioequivalence based on: 
	90% CI of Vigabatrin 

	Waiver request of in-vivo testing: 
	Waiver request of in-vivo testing: 
	N/A 

	Source of most recent recommendations: 
	Source of most recent recommendations: 
	Draft Guidance on Vigabatrin Tablets Recommended Mar 2015 Vigabatrin Tablet Guidance.pdf Control #24501 BE Guidance Review Vigabatrin Tablet N20427 BE Guidance R 
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	Summary of OGD or DBE History: 
	Summary of OGD or DBE History: 
	Summary of OGD or DBE History: 
	There are currently pending ANDAs for Vigabatrin Tablets: ANDA 209822 (Teva Pharmaceuticals USA) All  applicants are requesting a BCS waiver. Actavis Elizabeth LLC (a wholly owned subsidiary of Teva Pharmaceuticals USA) previously submitted controlled correspondences 48651 (received Feb 6, 2015) and 1349925 (received Sep 1, 2015) to request a letter from FDA stating that their bioequivalence study protocols contain safety protections comparable to applicable REMS for the RLD. 


	3.4 Contents of Submission 
	Study Types 
	Study Types 
	Study Types 
	Yes/No? 
	How many? 

	BE Studies 
	BE Studies 
	No 
	-

	Solubility 
	Solubility 
	Yes 
	1 (pH 1.0, 2.0, 3.0, 4.0, 5.0 and 6.8) 

	Permeability 
	Permeability 
	Yes 
	1 pivotal 2 pilot 

	In vitro dissolution 
	In vitro dissolution 
	Yes 
	1 (Water, pH 1.2, pH 4.5, and pH 6.8) 

	Waiver requests 
	Waiver requests 
	No 
	-

	BCS Waivers 
	BCS Waivers 
	Yes 
	1 

	Failed Studies 
	Failed Studies 
	No 
	-

	Amendments 
	Amendments 
	No 
	-


	Data Supporting Classification of Vigabatrin Tablets, USP as a BCS Class I Drug 
	Table 1. Product Information 
	Product 
	Product 
	Product 
	Test 
	RLD 

	Treatment ID 
	Treatment ID 
	N/A 
	N/A 

	Product Name 
	Product Name 
	Vigabatrin Tablets, USP 
	Sabril® (vigabatrin) Tablets 

	Manufacturer 
	Manufacturer 
	Watson Pharma Pvt. Ltd. 
	Patheon 

	Batch/Lot No. 
	Batch/Lot No. 
	1115900057 (used for multi-media dissolution) 1115900058 1115900060 1115900127 
	3132857 

	Manufacture Date 
	Manufacture Date 
	1115900057-06/2015 1115900058-06/2015 1115900060-06/2015 
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	Table
	TR
	1115900127-10/2015 

	Expiration Date 
	Expiration Date 
	05/2018 

	Strength 
	Strength 
	500 mg 
	500 mg 

	Dosage Form 
	Dosage Form 
	Tablet 
	Tablet 

	Bio-Batch Size 
	Bio-Batch Size 
	tablets ablets ablets ablets 

	Production Batch Size
	Production Batch Size
	 tablets 

	Potency (Assay) 
	Potency (Assay) 
	1115900057-97.3% 1115900058-99.6% 1115900060-98.6% 1115900127-98.8% 
	98.9% 

	Content Uniformity (per USP <905>) 
	Content Uniformity (per USP <905>) 
	1115900057-AV=2.7 1115900058-AV=1.0 1115900060-AV=1.2 1115900127-AV=1.2 

	Dose Administered 
	Dose Administered 
	N/A 
	N/A 

	Route of Administration 
	Route of Administration 
	Oral 
	Oral 


	3.5.1 Solubility Testing Study 
	A drug substance is considered highly soluble when the highest dose strength is soluble in 250 mL or less of aqueous media over the pH ranges of 1-6.8.
	1 

	The highest marketed dose strength of Vigabatrin Tablets, USP is 500 mg. Therefore, the minimum concentration which will satisfy these BCS criteria for Vigabatrin Tablets, USP is 500 mg/250 mL or 2 mg/mL. 
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	Table 2. Method Validation for Solubility Testing 
	Information Requested 
	Analyte 1 Bioanal)1ical method 
	Analytical method: I 
	(6flifj, in 

	house method adapted from USP. 
	validation report location 
	!llH4j 
	Study Report NumbM 
	Vigabatrin 
	Analyte .Internal standud (IS) (if aoolicable) .
	NIA 
	(b)lif 
	Method description 
	(b)(4 
	Page 11 of 58 
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	Were the standard operating procedures (SOP) submitted? (Y/N) Solubility studies: No Analytical method: Yes Did the firm include the details of the Buffer Preparation? Y/N Yes Were the specific experimental testing conditions included? Y/N Yes 
	Page 13 of 58. 
	BCS Template Version l Approval Date: August 28th, 2012 
	Table 4. Solubility Data for Vigabatrin in Different Buffered Media at pH 1.0-6.8 
	Sr. No. 1 2 3 4 5 6 
	Sr. No. 1 2 3 4 5 6 
	Sr. No. 1 2 3 4 5 6 
	Buffer pH 1.0 pH2.0 pH3.0 pH4.0 pH5.0 pH6.8 
	Volume 15mL 15mL 15mL 15mL 15mL 15mL 
	Mean Drug solubility >4mg/mL >4mg/mL >4mg/mL >4mg/mL >4mg/mL >4mg/mL 
	Initial Drug Number Concentration pH after of used for Solubilization Replicates solubility (n=) 5 mg/mL pH 1.1 3 5 mg/mL pH2.0 3 5 mg/mL pH 3. 1 3 5 mg/mL pH4.0 3 5 mg/mL pH5.0 3 5 mg/mL pH6.8 3 
	SD 0.9 1.4 1.7 1.2 1.5 2.1 
	o/oRSD 0.9 1.4 1.7 1.2 1.5 2.0 


	Note: Due to extremely high solubility of this drug, saturation was not reached therefore the concentration of5 mg/mL was selected as the target concentration for this study, which is higher than twice the concentration reached when dissolving the dose of 500 mg in 250 mL aqueous media (2 mg/mL). The SD and % RSD values coffespond to the % recove1y values. 
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	Figure
	Reviewer’s Comments on Solubility Testing:  The firm conducted solubility testing for the drug substance, Vigabatrin, at 37°C in six different media with pH ranging from 1.0 to 6.8. Per FDA recommendation, the number of pH conditions should include pH=pKa, pH=pKa+1, pH=pKa-1, pH=1, and pH=6.8. The pKa of Vigabatrin is 4; therefore, the firm’s use of pH 1.0 solution, pH 2.0 solution, pH 3.0 solution, pH 4.0 biphthalate buffer, pH 5.0 biphthalate buffer, and pH 6.8 phosphate buffer is acceptable. 
	. The pH of all solutions and buffers was checked and adjusted after addition of the drug substance. The pH was also checked after 2 and 24 hours of incubation, and adjustment was not needed. 
	. Samples were prepared in triplicate for all solutions and buffers. 
	 however, solubility was not 
	. The certificate of analysis for the API lot used (Lot# VB0020315) is located in the analytical method validation report for the permeability study (Study# 15ACTAP6R1GLPS306) under Module 4.2.2.1. 
	determined at equilibrium. The firm noted that due to the extremely high solubility of the drug substance saturation was not reached. The firm selected a concentration of 5 mg/mL to conduct solubility testing, which is 2.5 times higher than the concentration needed (2 mg/mL) for the drug substance to be classified as highly soluble. According to the firm’s Overall Quality Summary in Module 2.3, Vigabatrin has a solubility of 300 mg/mL over the range of pH 1.2 to 8.0. Because of the high solubility of the A
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	• .
	• .
	• .
	The fnm referenced but did not provide experimental protocol E15-47 ."Evaluation ofpH Solubility Profile and Stability Studies in Simulated Gastric .Fluid (SGF) and Simulated Intestinal fluid (SIF) of Vigabatrin According to .FD A's Biophaimaceutics Classification System (BCS) Guidance." The finn will .be asked to provide this document. .

	• .
	• .
	The fnm referenced the assay method lbff · however the 


	4
	' ' 
	fnm provided analytical method ."Vigabatrin Tablets: 
	Assay, Content Unifo1mity, and Blend Umfo1mity for Release and Stability." The 
	fnm will be asked to identify the changes between the document version 
	referenced and the version submitted. 
	• .The analytical method used by the firm is stability-indicating; however, the firm's provided method validation is inadeg_u_at_e_.-----------------.
	16) (4 
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	(11)(4 
	Is the Solubility Testing Acceptable (YIN): No 
	3.5.2 Permeability Study Validation 
	3.5.2.1 Model Compound Validation Study Table 5. Study Information 
	Study No. .Method (i.e. in vivo mass .balance/absolute BA/intestinal .permeability) .
	Rationale for method selection .
	Study Title .
	Study Objective .
	Permeability Site & Address 
	Analytical Site & Address 
	Study Dates 
	Study Dates 
	15ACTAP6RlGLPS305 In situ rat intestinal perfusion 

	Figure
	(01mation/guidances/ucm070246.pdf), a non-clinical in situ pe1meability method is an adequate system to support the high penneability classification ofthis dmg substance. 
	http://www.fda.gov/ downloads/ chugs/ guidancecomplianceregulato1yinf 

	In Situ Rat Intestinal Perfusion Study ofVigabatrin According to the Biopha1maceutics Classification System (BCS) Guidelines Issued by the United States Food and Drng Administration 
	To assess the in situ pe1meability ofvigabatrin using single-pass rat intestinal perfusion. The study was conducted according to the BCS guidelines issued by the United States Food and Dmg Adtninistration. 
	(b)T4 
	December 11 , 2015 to December 21 , 2015 
	Table 6. Materials and Methods for Validation of Permeability Study 
	~---------..--1---------------------------.16)1.of 
	Reagents & Mat.e1ials 
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	Figure
	Table 8. Standard Operating Procedures 
	SOP No. Effective Date of SOP SOP Title Evaluation of pH solubility profile and stability in simulated gastric fluid (SGF) and simulated intestinal fluid (SIF) of vigabatrin according to FDA’s Biopharmaceutics Classification System guidance (BCS) Validation of analytical methods for transport media Sample analysis and acceptance of analytical data obtained by HPLC or LC-MS/MS for GLP studies Validation of stock preparation, stock solution stability, and internal standard stability 
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	Figure
	Did the firm conduct its validation using 20 or more model compounds? Y/N 
	Did the firm conduct its validation using 20 or more model compounds? Y/N 
	Did the firm conduct its validation using 20 or more model compounds? Y/N 
	Yes 

	Did the model compounds demonstrate permeability over a range of low (< 50%), moderate (50-89%) and high (≥ 90%)? Y/N 
	Did the model compounds demonstrate permeability over a range of low (< 50%), moderate (50-89%) and high (≥ 90%)? Y/N 
	Yes 

	Was the sampling time schedule the same for all model compounds? Y/N 
	Was the sampling time schedule the same for all model compounds? Y/N 
	Yes 

	Is the method reliable to differentiate between drug substances of low and high permeability? Y/N 
	Is the method reliable to differentiate between drug substances of low and high permeability? Y/N 
	Yes 


	Page 20 of 58 
	BCS Template Version 1 Approval Date: August 28, 2012 
	th

	Reviewer’s Comments: 
	. The BCS Guidance recommends that 20 model drugs representing a range of low 
	(e.g. <50%), moderate (e.g. 50-84%) and high (≥85%) absorption be tested to demonstrate method suitability.
	1 

	. The firm provided summary tables for the testing of 20 model drugs representing a range of absorption. 
	Figure
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	(bl(~l 
	3.5.2.2 Study Ruggedness 
	• The film did not provide rnggedness data. 
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	3.5.3 In vitro Permeability Study (Pivotal) Table 10. Analytical Method Validation 
	Study No. 15ACTAP6R1GLPS305 Study Title In Situ Rat Intestinal Perfusion Study of Vigabatrin According to the Biopharmaceutics Classification System (BCS) Guidelines Issued by the United States Food and Drug Administration Study Objective To assess the in situ permeability of vigabatrin using single-pass rat intestinal perfusion. The study was conducted according to the BCS guidelines issued by the United States Food and Drug Administration. Analytical Site Analytical Site Address (permeability lab) Analyti
	Page 23 of 58 
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	Figure
	Figure
	Figure
	BCS Template Version l Approval Date: August 28th, 2012 
	• .In the pivotal in situ rat intestinal perfusion study repo1t, ~he fnm referenced pe1meability chromatograms in file I >1'1! chromatograms, but they provided file lb><chromatograms which are representative chromatograms from the analytical method validation nm name 20151114_val_a. The fnm should provide the chromatograms from the pivotal pe1meability study and 100% of the numerical raw data (e.g. peak height, peak area, response count of IS and analyte) in nm sequence order (i.e. run log) in the 
	4 

	instnunent printout fo1mat. 
	3.5.3.1 Study Design 
	Table 11. Permeability Study Design 
	Study Number 
	l 5ACTAP6Rl GLPS305 In Situ Rat Intestinal Perfusion Study ofVigabatrin According to the Study Title 
	Biophannaceutics Classification System (BCS) Guidelines Issued by the United States Food and Dmg Administration 
	lDn4 
	Testin2 Site Study Monitor Analytical Site Study Director Study/Analysis Dates 
	December 11, 2015 to December 21, 2015 Storage Period (no. of days from the 
	Samples were analyzed on the day ofcollection or within the appropriate 
	Samples were analyzed on the day ofcollection or within the appropriate 
	first day ofsample collection to the 

	validated stability interval at 4°C 
	last dav ofsamnle analvsis) Testim? Conditions 
	(b)(4 
	SOP 
	SOP 
	SOP 
	All procedures are described in the study-specific Master Study Protocol, and the statistical rationale for acceptance criteria for test compmmd data is documented inl (bff4~ Repo1t No. iui '"i Acceptance Criteria. 

	Sample Analysis 
	Sample Analysis 
	LC-MS/MS 

	Internal Control Compounds 
	Internal Control Compounds 
	(b)(4) 
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	Is this a passively transported drug, and is there information to support this? Per the BCS guidance, an apparent passive transpo1i mechanism can be assumed when one ofthe following conditions is satisfied:
	1 

	1. .
	1. .
	1. .
	A linear (phannacokinetic) relationship between the dose (e.g., relevant clinical dose range) and measures ofbioavailability (area under the concentration-time cmve) or a dmg is demonstrated in humans. 

	2. .
	2. .
	Lack of dependence ofthe measured in vivo or in situ pe1meability is demonstrated in an animal model on initial dmg concentration (e.g., 0.01, 0.1, and 1 times the highest strength dissolved in 250 mL) in the perfusion fluid. 

	3. .
	3. .
	Lack ofdependence ofthe measured in vitro pe1meability on initial dmg concentration (e.g., 0.01, 0.1, and 1 times the highest strength dissolved in 250 mL) is demonstrated, or on transpo1t direction (e.g., no statistically significant difference in the rate of transp01t between the apical-to-basolateral and basolateral-to-apical direction for the dmg concentrations selected) using a suitable in vitro cell culture method that has been shown to express known efflux transpo1ters (e.g., P-gp). 


	Figure
	. Therefore, the first two conditions are sati.Sfiec(md1cating tliat a passive transport mechanism can be assumed. 
	Figure
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	3.5.4 Non-Specific Binding Permeability Study 
	Study Report 
	Study Report 
	Study Report 
	15ACTAP6R1_NSB 

	Chemical Stability 
	Chemical Stability 
	The chemical stability of Vigabatrin (API) was evaluated in simulated gastric fluid (without enzyme) and simulated intestinal fluid (without enzyme). 

	Non-Specific Binding Method 
	Non-Specific Binding Method 
	TD
	Figure


	Non-Specific Binding Assessment 
	Non-Specific Binding Assessment 
	The firm compared the inlet concentration to the outlet concentration. 

	Permeability 
	Permeability 
	N/A 

	Tolerability 
	Tolerability 
	N/A 

	Is Non-Specific Binding to the Device Minimal? Y/N 
	Is Non-Specific Binding to the Device Minimal? Y/N 
	Yes 

	Is the Rate of Diffusion of the test compound in the Cell Free System high? Y/N 
	Is the Rate of Diffusion of the test compound in the Cell Free System high? Y/N 
	N/A 
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	Reviewer’s Comment: 
	 The firm determined non-specific binding of Vigabatrin, . using ex vivo rat jejunal sections (5 cm each from two rats).. 
	Figure
	Figure

	. The firm measured non-specific binding at 0-10, 10-20, and 20-30 minutes. These time intervals are different from the time intervals used for the perfusion studies of 0-15, 15-30, 30-45, 45-60, 60-75, and 75-90 minutes. The firm should explain why the time intervals are different between the non-specific binding study and the pivotal in situ rat intestinal perfusion study. 
	3.5.5 Instability in the Gastrointestinal Tract 
	Figure
	Reviewer’s Comments: 
	. The firm referenced but did not submit protocol E15-47. The firm will be asked to provide this document. 
	. The firm used the same analytical method to measure Vigabatrin in the GI stability and solubility studies; therefore, the same deficiencies apply to both the GI stability and the solubility studies. 
	. Per the BCS Guidance, simulated fluids such as Gastric and Intestinal Fluids, USP are acceptable to use for GI stability studies. The firm used Simulated Gastric Fluid (SGF) and Simulated Intestinal Fluid (SIF), but they did not include enzymes in these fluids. Per USP, SGF should contain pepsin, and SIF should contain pancreatin. The firm’s SGF and SIF do not meet USP requirements; therefore, the GI stability results are not adequate. The firm will be asked to repeat their GI stability experiments using
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	3.6 Formulation 
	Location in appendix 
	Location in appendix 
	Location in appendix 
	Section 4.1, Page 37 

	Ifa tablet, is the RLD scored? 
	Ifa tablet, is the RLD scored? 
	Yes 

	Ifa tablet, is the test product biobatch sco1·ed 
	Ifa tablet, is the test product biobatch sco1·ed 
	Yes 

	Is the formulation acceptable? 
	Is the formulation acceptable? 
	FORMULATION ACCEPTABLE 

	Ifnot accept.able, why? 
	Ifnot accept.able, why? 
	--


	3.7 In Vitro Dissolution 
	3.7.1 Recommended Dissolution Method 
	Location ofDissolution Review 
	Location ofDissolution Review 
	Location ofDissolution Review 
	http:llQanorama fda.govltask/view?ID=58 

	TR
	5 8bc9f004b607b8cdb8 l bbb l 4c78a8 

	Som·ce ofMethod (USP, FDA 01· Fil'm) 
	Som·ce ofMethod (USP, FDA 01· Fil'm) 
	USP 

	Medium 
	Medium 
	Water 

	Volume (mL) 
	Volume (mL) 
	900 

	USP Apparatus type 
	USP Apparatus type 
	2 (Paddle) 

	Rotation (rpm) 
	Rotation (rpm) 
	50 

	USP specifications 
	USP specifications 
	NLT 75% (Q) in 30 min 

	Ifa modified-release tablet, was testing done on Yz tablets? 
	Ifa modified-release tablet, was testing done on Yz tablets? 
	NIA 

	F2 metric calculated? 
	F2 metric calculated? 
	Yes 

	Ifno, reason why F2 not calculated 
	Ifno, reason why F2 not calculated 
	NIA 

	Is method acceptable? 
	Is method acceptable? 
	Inadequate 

	Ifnot then why? 
	Ifnot then why? 
	Specification needs to be revised 


	3.7.2 Multimedia Dissolution Testing 
	Lot No. ofTest Product & Manufacture Date 
	Lot No. ofTest Product & Manufacture Date 
	Lot No. ofTest Product & Manufacture Date 
	1115900057-Jun 2015 

	Lot No. ofReference Product & Expiration Date 
	Lot No. ofReference Product & Expiration Date 
	3132857-May 2018 

	Medium 1 
	Medium 1 
	0.1 NHCl 

	Medium 2 
	Medium 2 
	pH 4.5 Acetate Buffer 

	Medium3 
	Medium3 
	pH 6.8 Phosphate Buffer 

	Volume (mL) 
	Volume (mL) 
	500 

	USP Apparatus type 
	USP Apparatus type 
	II (Paddle) 

	Rotation (rpm) 
	Rotation (rpm) 
	75 

	Are both T & R rapidly dissolving? 
	Are both T & R rapidly dissolving? 
	~ ~? Profiles are not similar. 


	Dissolution Method # 
	Dissolution Method # 
	Dissolution Method # 

	Deaeration/degassing of the medium (Yes/No) 
	Deaeration/degassing of the medium (Yes/No) 
	Yes 
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	Filter Description (if used in dissolution testing) 
	Filter Description (if used in dissolution testing) 
	Filter Description (if used in dissolution testing) 
	N/A

	Sinker Description (if used in dissolution testing) 
	Sinker Description (if used in dissolution testing) 

	Mesh Size Description (if basket used in dissolution testing) 
	Mesh Size Description (if basket used in dissolution testing) 
	N/A 

	Sampling (manual/Auto/fiber optics) 
	Sampling (manual/Auto/fiber optics) 
	TD
	Figure


	CoA of Test Product (location in the submission) 
	CoA of Test Product (location in the submission) 
	Module 3.2.P.5.4 

	CoA of Reference Product (location in the submission) 
	CoA of Reference Product (location in the submission) 
	Module 2.7 


	3.8 Waiver Request(s) 
	Strengths for which waivers are requested 
	Strengths for which waivers are requested 
	Strengths for which waivers are requested 
	500 mg 

	Is dissolution acceptable? 
	Is dissolution acceptable? 
	Yes 

	Waivers granted? 
	Waivers granted? 
	No 

	If not then why? 
	If not then why? 
	See deficiency comments in Section 3.9 
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	3.9 Deficiency Comments 
	Please see Bioequivalence Deficiencies to be Provided to the Applicant for list of deficiencies. 
	Figure
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	4 APPENDIX 
	4.1 Formulation Data 
	4.1.1 Test Formulation 
	Ingredient Amount (mg) I Tablet I Amount (%) I Tablet Cores Vigabati·in, USP 500 I lll>lT4l Povidone, USPI (b)l4~ (ti)(4 (b)(4~ Microcrvstalline cellulose I (bf<4~ NF Sodium starch glvcolate Magnesium Stearate NFI 16) (4! (b)(4 >------>------>------Total 708 I NA I (blf41 
	(bf(4l 
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	Is there an overage of the active pharmaceutical ingredient (API)? 
	Is there an overage of the active pharmaceutical ingredient (API)? 
	Is there an overage of the active pharmaceutical ingredient (API)? 
	No 

	If the answer is yes, has the appropriate chemistry division been notified? 
	If the answer is yes, has the appropriate chemistry division been notified? 
	N/A 

	If it is necessary to reformulate to reduce the overage, will bioequivalence be impacted? 
	If it is necessary to reformulate to reduce the overage, will bioequivalence be impacted? 
	N/A 

	Comments on the drug product formulation: 
	Comments on the drug product formulation: 
	The formulation is acceptable. 


	Reviewer’s Comments 
	The maximum daily intake of inactive ingredients was calculated based on a maximum daily dose of 3000 mg (6 x 500 mg tablets) for Vigabatrin Tablets. All inactive ingredients are within the IIG limits. The test and reference products are qualitatively and quantitatively the same except for the tablet coating. 
	The formulation is acceptable. 
	Page 39 of 58 
	Figure
	Reviewer's Comments 
	• .
	• .
	• .
	The quality control dissolution method and specification were reviewed by OPQ and determined to be inadequate pending acceptance ofa tighter specification. 

	• .
	• .
	The fnm used the USP method for quality control and product release dissolution testing. 

	• .
	• .
	To suppo1t the BCS waiver request, the fnm submitted multimedia dissolution data. The fnm used 0.1 N HCl, pH 4.5 acetate buffer, and pH 6.8 phosphate buffer. The test product meets the BCS criteria for ra idly dissolving_(~ 85% in 30 minutes in all three media; lblf
	4 


	• 
	• 
	1 mis recommended, but 75 rpm can be used when a ~priately justified. !bl 
	Per the BCS guidance, USP Apparatus II at 50 
	14 



	USP Apparatus 
	USP Apparatus 
	USP Apparatus 
	II (Paddle) 

	Rotational Speed (rpm) 
	Rotational Speed (rpm) 
	50 

	Temperature (°C) 
	Temperature (°C) 
	37 ± 0.5 

	Medium 
	Medium 
	Water 

	Volume (mL) 
	Volume (mL) 
	900 

	Specification 
	Specification 
	NLT 75% (Q) in 30 min 


	The firm used 50 1pm for the QC method. 
	--~~~~~~~~~-
	-

	51 .
	. Both the test and the reference products are scored tablets. The firm submitted dissolution data using the USP method for the split tablets using both manual and mechanical splitting. The dissolution results for the split tablets of the test product are similar to the dissolution of the whole tablets. 
	. Per the BCS guidance, f2 should be used to compare the dissolution profiles of the test and reference products. The f2 values comparing the test and reference products are provided below: 
	Medium 
	Medium 
	Medium 
	F2 Metric for Test vs RLD 

	Water (Batch#1115900057) 
	Water (Batch#1115900057) 
	13.88 

	Water (Batch#1115900058) 
	Water (Batch#1115900058) 
	11.78 

	Water (Batch#1115900060) 
	Water (Batch#1115900060) 
	12.74 

	0.1N HCl 
	0.1N HCl 
	13.44 

	pH 4.5 Acetate Buffer 
	pH 4.5 Acetate Buffer 
	14.04 

	pH 6.8 Phosphate Buffer 
	pH 6.8 Phosphate Buffer 
	14.98 


	 
	 
	 
	Per the BCS guidance the RLD must meet the criteria for BCS class 1, and the 

	TR
	test product should exhibit a similar dissolution profile to the reference product. 

	TR
	The RLD dissolution does not demonstrate that the product is rapidly dissolving 

	TR
	because not all units dissolve >85% in 30 minutes. The f2 values comparing the 

	TR
	test and reference product dissolution are <15; therefore, the test and reference 

	TR
	product dissolution profiles are not similar and do not meet the BCS guidance 

	TR
	recommendations for classification as BCS class 1. 

	 
	 
	The dissolution testing is inadequate with respect to supporting the BCS waiver 

	TR
	request. 


	52. 
	4.3 NDA 020427 Mass Balance Study 
	In NDA 020427 the furn conducted a mass balance study using 1.5 g of C-Vigabatrin administered as a single oral dose in six healthy male subjects. The furn noted that two of the six subjects were outliers. Both the study summaiy and report from the NDA and the resultant publication are attached. 
	14

	~ ~ 
	NOA 020427 Mass PK and metabolism of .Balance Study.pdf Vigabatrin following a .
	Pharmacolcinetic Parameters of "C and Parent Drug Following A 1.5 Oram Single .Oral Dose of ''C-Vigabatrin in 6 Male Volunteers .
	(tif(6 
	53 .
	NOTE TO THE RPM: The applicant's response to the Complete Response (CR) letter below may result in a reformulated P.roduct. 
	BIO EQUIV ALENCE DEFICIENCIES TO BE PROVIDED TO THE APPLICANT 
	ANDA: 
	ANDA: 
	ANDA: 
	209822 

	APPLICANT: 
	APPLICANT: 
	Teva Phaimaceuticals USA 

	DRUG PRODUCT: 
	DRUG PRODUCT: 
	Vigabatrin Tablets, USP, 500 mg 


	The Division of Bioequivalence II has completed its review and has identified the following deficiencies: 
	Dissolution Tes ting 
	1. .Per the CDER Guidance for Industiy, Waiver ofln Vivo Bioavailability and Bioequivalence Studies for Immediate-Release Solid Oral Dosage Fo1ms Based on a Biophaimaceutics Classification System (BCS), May 2015, the reference listed dtug (RLD) must meet the criteria for BCS class 1, and the test product should exhibit a similar dissolution profile to the reference product. The RLD dissolution does not demonstrate that the product is rapidly dissolving because not all units dissolve >85% in 30 minutes in wa
	Medium 
	Medium 
	Medium 
	F2 Metric for Test vs RLD 

	Water (Batch# l 115900057) 
	Water (Batch# l 115900057) 
	13.88 

	Water (Batch#l 115900058) 
	Water (Batch#l 115900058) 
	11.78 

	Water (Batch#l 115900060) 
	Water (Batch#l 115900060) 
	12.74 

	0.lN HCl 
	0.lN HCl 
	13.44 

	pH 4.5 Acetate Buffer 
	pH 4.5 Acetate Buffer 
	14.04 

	pH 6.8 Phosphate Buffer 
	pH 6.8 Phosphate Buffer 
	14.98 


	Solubility and Gastrointestinal Tract Stability Testing 
	2. .
	2. .
	2. .
	2. .
	You referenced but did not provide experimental protocol El 5-47 "Evaluation of pH Solubility Profile and Stability Studies in Simulated Gasti·ic Fluid (SGF) and Simulated Intestinal fluid (SIF) of Vigabati·in According to BCS Guidance." Please provide this document. 


	3. .
	3. .
	3. .
	You referenced thj assay method Cbl\ilJ; however, you provided analytical method <b><"Vigabati·in Tablets: Assay, Content Unifo1mity, and Blend Unifo1mity for Release and Stability." Please identify the changes between the document version referenced and the version submitted. 
	4 



	4. .
	4. .
	4. .
	Per the BCS Guidance, simulated fluids such as Gasti·ic and Intestinal Fluids, USP are acceptable to use for GI stability studies. You used Simulated Gasfric Fluid (SGF) and Simulated Intestinal Fluid (SIF) but did not include enzymes in these fluids. Per USP, SGF should contain pepsin, and SIF should contain pancreatin. Y om SGF and SIF do not 



	meet USP requirements; therefore, the GI stability results are not adequate. Please repeat your GI stability experiments using SGF and SIF that conform to USP requirements (including enzymes). 
	Analytical Method for Solubility and Gastrointestinal Tract Stability Testing 
	In Situ Rat Intestinal Perfusion Studies 
	In Situ Rat Intestinal Perfusion Studies 
	Analytical Method for In Situ Rat Intestinal Permeability Studies 

	Figure
	Page 55 of 58 
	Page 55 of 58 


	Figure
	Figure
	Page 56 of 58. 
	Page 56 of 58. 


	Figure
	Sincerely yours, 
	{See appended electronic signature page} 
	Ethan M. Stier, Ph.D., R. Ph. Director, Division of Bioequivalence II Office of Bioequivalence Office of Generic Drugs Center for Drug Evaluation and Research 
	Page 57 of 58 
	4.4 Outcome Page 
	4.4 Outcome Page 
	4.4 Outcome Page 

	ANDA: 209822 Reviewer: A varitt, Brittany Verifier: Division: Division of Bioequivalence 
	ANDA: 209822 Reviewer: A varitt, Brittany Verifier: Division: Division of Bioequivalence 
	Date Completed: Date Verified: 


	Description: Vigabatrin Tablets, USP, 500 mg 
	Items: 
	ID 
	ID 
	ID 
	Letter Date 
	Productivity Category 
	S ub Category 
	Score 
	Subtotal 

	31502 
	31502 
	12/16/2016 
	BIO 
	ANDA Original [1] 
	1 
	1 
	Edit 
	nelete 

	31502 
	31502 
	12/16/2016 
	Parallel 
	BCS Dissolution (IlTespective of the number ofstrenghs) [0.25] 
	0.25 
	0.25 
	fulli 
	nelete 

	31502 
	31502 
	12/16/2016 
	Parallel 
	BCS Pe1meability Study (Stability Data Solubility Study Not Classified by BCS Committee) (For each study) [1] 
	2 
	2 
	fulli 
	nelete 

	TR
	Total: 
	3.25 


	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 209822. 
	OTHER REVIEWS. 
	OTHER REVIEWS. 

	MEMORANDUM .DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	PUBLIC HEAL TH SERVICE .FOOD AND DRUG ADMINISTRATION .CENTER FOR DRUG EVALUATION AND RESEARCH .
	DATE: .July 20, 2017 
	TO : .Dale Conner, Pharm. D. Di rector (Acting) Office of Bioequivalence Of f i ce o f Generic Drugs 
	FROM: Kara A. Scheibner, Ph . D. Di v i sion of Generic Drug Bioequi valence Eval uation (DGDBE) Of fice of Study Integrity and Surveillance (OSI S) 
	Maki ni Cobourne-Duval , Ph . D. Di v i sion of Generic Drug Bioequi valence Eval uation (DGDBE) Offi ce of Study Integrity and Surveillance (OSI S) 
	THROUGH: .Sam H. Haidar, Ph.D. , R. Ph. Deput y Direct or Divisi on of Generic Drug Bioequivalence Evaluation 
	(DGDBE) Of fice of Study Integrity and Surveillance (OSIS) 
	SUBJECT: .Surveil lance inspect ion of 
	j}T~ .--~~~~~~~~~~-
	-

	Inspection Sununary 
	The Office of Study Integrity and Surveill ance (OSIS) conducted an inspecti on of ~1 
	(b)(4 
	Figure

	, conducted at 
	~~~~~~~~~--
	-

	Form FDA 483 was issued at the inspection cl ose-out. The final inspection classification is Vol untary Action Indicated (VAI). 
	Objecti onabl e condit ions were observed t hat likel y do not i mpact the outcome of the audited studies. However, we expect to r eceive additional data in response to t he observati ons that may or may not alter the assessment of study outcome . Thus, we r ecommend that dat a be accepted for Agency revi ew, pending evaluation of the additional data. Data from other st udies using 
	Page 2 – 
	similar methods should be reviewed carefully (see Attachment 1)and the observations described herein should be considered in evaluating other studies. 
	Figure
	Page 9 – 
	ADDITIONAL DISCUSSION ITEMS: 
	Documentation practices: In addition to the items cited in Observation 2, other documentation practices could be strengthened by the firm. Examples include: documentation ofdetails of run failures during method validation; documentationof instrument errors (e.g. retention time drift, system leak,etc.); documentation of why runs were not used despite meetingacceptance criteria; documentation of why a chromatogram wasmanually integrated. 
	Investigations: We noted multiple instances when laboratoryinvestigations were apparently conducted; however, these were not documented. 
	Reporting Errors: We found numerous instances of incorrect values reported, incorrect table numbers referenced in the text, and missing runs in method validation and study reports. Weidentified these errors to the firm throughout the inspection. 
	: 
	Conclusion

	Objectionable findings were observed during this inspection andForm FDA 483 was issued. The final inspection classification isVoluntary Action Indicated (VAI). 
	Page 10 – 
	After reviewing the inspectional findings and the firm’s response to Form FDA 483, the objectionable findings do not likely impact the reliability of data from the audited studies. We recommend accepting the analytical data for further Agencyreview. However, this conclusion will be re-assessed uponreceipt and evaluation of expected additional data from the firm. If the assessment of these studies changes, we will updatethis review accordingly. 
	Due to significant documentation issues, and concerns regardingthe handling of precision and accuracy data in the auditedmethod validations, the overall performance of the site was notadequate. The impact on other studies that were not reviewed during this inspection is unknown. We were able to assesslikelihood of study impact from these observations on thecurrent studies due to access to source study data and thefirm’s responses. 
	Thus, studies using similar methods conducted prior to 2016should be carefully evaluated during Agency review (see Attachment 1 below), and future inspections will be required toverify that proposed changes were implemented and that current observations do not affect other studies. 
	Kara A. Scheibner, Ph.D.Pharmacologist 
	Makini Cobourne-Duval, Ph.D.Pharmacologist 
	Final Classification: 
	VAI cc: 
	OTS/OSIS/Kassim/Choe/Kadavil/Turner-Rinehardt/Fenty-Stewart/NkahOTS/OSIS/DNDBE/Bonapace/Dasgupta/Ayala/BiswasOTS/OSIS/DGDBE/Cho/Haidar/Choi/Skelly/Au/Scheibner/Cobourne-Duval 
	Draft: KAS 07/18/2017Edit: MFS 07/19/2017;SHH 07/20/2017 
	Figure
	Page 11 – 
	Digitally signed by Kara A. Scheibner -S
	DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, ou=People, 0, cn=Kara A. Scheibner -S 

	Kara A. 
	0.9.2342.19200300.100.1.1=200153482
	Scheibner -S 
	Date:  15:10:25 -04'00' 
	2017.07.20

	Name 
	Digitally signed by Makini Cobourne-duval -S 
	Figure

	DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, ou=People, 0.9.2342.19200300.100.1.1=2001996263, cn=Makini Cobourne-duval -S 
	Makini Cobourne
	duval -S Date:  00:18:27 -04'00' 
	2017.07.21

	Name 
	Digitally signed by Sam H. Haidar -S 
	Figure

	DN: c=US, o=U.S. Government, ou=HHS, .ou=FDA, ou=People, cn=Sam H. Haidar -S, .0.9.2342.19200300.100.1.1=1300123664 .
	S. 

	Sam H. Haidar 
	Date:  21:13:08 -04'00' 
	2017.07.20

	Name 
	Figure
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 



	ANDA 209822. 
	ANDA 209822. 
	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 
	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 

	Food and Drug Administration CDER I Office of Generic Drugs 
	Food and Drug Administration CDER I Office of Generic Drugs 
	Food and Drug Administration CDER I Office of Generic Drugs 
	I Document No.: 60225 
	I Version: 03 

	Title: 
	Title: 
	Document Status: Effective Approval Routing Summary Form 
	IAuthor: Kevin Denny 


	Appl'Oval Type: 181 FULL APPROVAL 0 TENTATIVE APPROVAL 0 SUPPLEMENTAL APPROVAL (NEW STRENGTH) 
	RPM: Kimberly McCullough Team Leader: Bic Nguyen 
	181 PI D PII D Pill D PIV (eligible for 180 day e.."<clusivity D Yes D No) OMOU 181 RX or D OTC 
	ANDA #: 209822 Applicant: Established Product Name: Vigabatrin Tablets USP, 500 mg 
	Teva Pharmaceuticals USA~ Inc. 

	Basis of Submission (RLD): Basis OfSubmission Discontinued? Yes 0 No 181 Ifyes, has FR published indicating the Agency detennined the product was not withdrawn for reasons ofsafety or effectiveness? 
	NDA-020427 Sabril tablets~ 500 mg bl'. Lundbeck 

	Yes 0 FR Notice dated __; Document Citation __; FR. (Example: 78 FR 67365) 
	No 0 Consult completed but not yet published in FR (Is ANDA based on an approved Suitability PetUion? 0 Yes 181 No, ifyes, use SP language in template) Does the ANDA contain REMS? 181 Yes D No REMS Dmft Letter Sent to Chuck 1211212018 
	Refl.ulatoQ?. Pro£ect n: Date: 
	Manafl.er Evaluatio

	181 Date (Received) Acceptable for Filing --Date 12/16/2016 .181 Date last Complete Response (CR) letter was issued --Date 9/10/2018 .D Previously reviewed and tentatively approved (if applicable) ---Date NI A .YES .
	NO All submissions have been reviewed and relevant disciplines are adequate and finalized in the platform (Date or NIA) 
	0 
	Date ofAcceptable Bioequivaience 6/27/2018 
	• 
	• 
	• 
	Date ofBE Guidance (ifany) ~ Date ofAcceptable Labeling 12/12/2018 

	• 
	• 
	Date oflast RLD labeling update 8/2112018 Date ofAcceptable Quality 12/2712018 

	• 
	• 
	DMF No(s). l (bll'll Date(s) Acceptable 9/24/2018 

	• 
	• 
	No outstanding DMF review amendments 181 

	• 
	• 
	Date ofAcceptable Overall Manufacturing Inspection 12/12/2018 MMA: 


	Ifapplicable: .Date ofAcceptable Microbiology~ .Date of Acceptable Clinical Review~ .Date ofAcceptable Dissolution 8/7/2018 .Date of Acceptable REMS 8/2/2018 .
	All amendments submitted to the Agency on or after December 5, 2016 contain (1) a patent certification or section viii .statement, (2) a recertification, or (3) a verification statement per 21 CFR 314.96(d). .
	MMA Summary 209822 .Date Amend# MMA? TJ'.:Qe? IfNo?? .
	3/29/2017 
	3/29/2017 
	3/29/2017 
	3 
	YES 
	REMS amendment 

	4/04/2017 
	4/04/2017 
	4 
	YES 
	Labeling ECD Response 

	181 
	181 
	0 
	4/26/2017 
	5 
	YES 
	REMS amendment 

	TR
	4/27/2017 
	6 
	YES 
	Patent Amendment 

	TR
	5/24/2017 
	7 
	YES 
	REMS amendment 

	TR
	6/22/2017 
	8 
	YES 
	REMS amendment 

	TR
	8/23/2017 
	9 
	YES 
	REMS amendment 

	TR
	9/26/2017 
	10 
	YES 
	Withdraw REMS 

	TR
	9/ 12/2018 
	11 
	YES 
	Response to CR Letter 

	TR
	4/06/2018 
	12 
	YES 
	REMS amendment 

	TR
	10/ 19/2018 
	13 
	YES 
	Response to CR Letter 

	0 
	0 
	181 
	Are consults pending for any discipline? 


	Originating Office: ORO Effective Date: 24Jan2018 Page 1 of8 
	Please ensure you are using the most current version of this Form. It is available at: OGD Approved Controlled Documents SharePoint 
	http://ogd.fda.gov/QDoc/Library/lndex 

	Food and Drug Administration CDER I Office of Generic Drugs I Document No.: 60225 I Version: 03 
	Document Status: Effective 
	Title: Approval Routing Summary Form .IAuthor: Kevin Denny 
	181 D OSIS Clinical Endpoint and Bioequivalence Site Inspections are acceptable Adequate per review done 9/12/2017 181 D Is there a pending legal or regulatory issue (refer to Policy Alert Tracker)? Andrea Bautista added memo and confumed AP IfYES ~OGD Policy Lead confumed ANDA may proceed 181 ; Memo uploaded (ifapplicable) 181 1/03/2019 D 181 Has there been an amendment providing for a major change in fo1mulation or new strength since filing? IfYES~Verify a second filing review was completed (ifapplicable)
	ANDA APPROVAL ROUTING SUMMARY ENDORSEMENTS AND FINAL DECISION 
	1. .Division ofLegal and Regulatory Support Endorsement Date: 113/2019 Name: IM for MHS 
	Patent/Exclusivity Ce11ification: 
	Patent/Exclusivity Ce11ification: 
	Patent/Exclusivity Ce11ification: 

	181 PI D PH D Piii D PIV D section viii 
	181 PI D PH D Piii D PIV D section viii 
	RLD = Sabril NDA# 20427 181 RX 0 1· 0 OTC 

	IfParagraph IV Certification-did applicant: 
	IfParagraph IV Certification-did applicant: 
	Date Checked in Orange Book#: 1/3/2019 

	Notify patent holder/ND A holder: Yes D 
	Notify patent holder/ND A holder: Yes D 
	No D 

	Was applicant sued w/in 45 days: Yes D 
	Was applicant sued w/in 45 days: Yes D 
	No D 
	Type of Letter: 

	Has case been settled: Yes D 
	Has case been settled: Yes D 
	No D 
	181 APPROVAL 

	Applicant addressed all listed exclusivities Yes D 
	Applicant addressed all listed exclusivities Yes D 
	No D 
	0 TENTATIVE APPROVAL 0 SUPPLEMENTAL APPROVAL (NEW STRENGTH) 

	Do the patent and exclusivity certifications align? Yes D 
	Do the patent and exclusivity certifications align? Yes D 
	No D 

	Have there been any revisions to the use code Yes D 
	Have there been any revisions to the use code Yes D 
	No D 

	since the original submission? 
	since the original submission? 
	LETTER RECOMMENDED FOR DRUGS@FDA Yes 181 No 0 

	Forfeiture Information 
	Forfeiture Information 
	180 Day Exclusivity IIIfo1·mation 

	Is a forfeiture memo needed for the first applicant: Yes D 
	Is a forfeiture memo needed for the first applicant: Yes D 
	No D 
	Is applicant eligible for 180 day exclusivity Yes 0 No 181 

	Ifyes, the date forfeiture memo was completed 
	Ifyes, the date forfeiture memo was completed 
	D Sole 

	Date ANDA# 
	Date ANDA# 
	D Shared ANDA Exclusivity for each strength: Yes D No D Which strength(s) eligible 

	Comments: 
	Comments: 


	Originating Office: ORO Effective Date: 24Jan2018 .Page 2 of 8 
	Please ensure you are using the most current version of this Form. It is available at: OGD Approved Controlled Documents SharePoint 
	http://ogd.fda.gov/QDoc/Library/lndex 

	Food and Drug Administration CDER I Office of Generic Drugs I Document No.: 60225 I Version: 03 
	Document Status: Effective Title: Approval Routing Summary Form IAuthor: Kevin Denny 
	BOS = Sabril Tablets (NDA 20427) Application submission 12/16/2016 with a PI ce1t ification. Aclmowledgment letter signed 1/9/2017. There remains no unexpired patents or exclusivities listed in the OB to the NDA. There are two pending CPs involving AED products, 2006-P-0461 and 2006-P-0405, that the Agency has determined does not prevent an action on this ANDA 9see memo in ANDA program. Teva's ANDA is eligible for Full Approval, and will be the first ANDA approved for the drng product. 
	BOS = Sabril Tablets (NDA 20427) Application submission 12/16/2016 with a PI ce1t ification. Aclmowledgment letter signed 1/9/2017. There remains no unexpired patents or exclusivities listed in the OB to the NDA. There are two pending CPs involving AED products, 2006-P-0461 and 2006-P-0405, that the Agency has determined does not prevent an action on this ANDA 9see memo in ANDA program. Teva's ANDA is eligible for Full Approval, and will be the first ANDA approved for the drng product. 
	BOS = Sabril Tablets (NDA 20427) Application submission 12/16/2016 with a PI ce1t ification. Aclmowledgment letter signed 1/9/2017. There remains no unexpired patents or exclusivities listed in the OB to the NDA. There are two pending CPs involving AED products, 2006-P-0461 and 2006-P-0405, that the Agency has determined does not prevent an action on this ANDA 9see memo in ANDA program. Teva's ANDA is eligible for Full Approval, and will be the first ANDA approved for the drng product. 

	180 Day Exclusivity Status/Landscape: NIA (not a CGT ANDA) Citizen Petitions Impact: does not prevent an action on this ANDA First Legally Approvable Date: upon the completion ofthe full technical review IfTentative Approval, anticipated full approval date: NIA 
	180 Day Exclusivity Status/Landscape: NIA (not a CGT ANDA) Citizen Petitions Impact: does not prevent an action on this ANDA First Legally Approvable Date: upon the completion ofthe full technical review IfTentative Approval, anticipated full approval date: NIA 


	Originating Office: ORO Effective Date: 24Jan2018 Page 3 of 8 
	Please ensure you are using the most current version of this Form. It is available at: OGD Approved Controlled Documents SharePoint 
	http://ogd.fda.gov/QDoc/Library/lndex 

	Food and Drug Administration CDERI Office of Generic Drugs I Document No.: 60225 IVersion: 03 
	Document Status: Effective 
	Title: Approval Routing Summary Form .IAuthor: Kevin Denny 
	2. .Fi11al Decisio11 Date: 1114/2019 
	Name: sgk ANDA received on 12/16/2016 for the 500 mg strength RTR'd? Yes D No 12:1 Ifyes, RTR'd on Enter date Piiority Status? Yes 12:1 No D Ifyes, prioritization factor is First Generic Basis of Submission (RLD) 
	Drug Name Sabril Tablets .NDA # 020427 .Applicant Name Lundbeck Pharmaceuticals, LLC .
	~Veiified the following: 
	1. .Completion ofthe following endorsement tasks, if applicable: 
	a. .
	a. .
	a. .
	Division ofLegal and Regulato1y Suppo1t Endorsement 

	b. .
	b. .
	Paragraph IV Evaluation 

	c. .
	c. .
	REMS Endorsement 

	d. .
	d. .
	Quality Endorsement 

	e. .
	e. .
	Bioequivalence Endorsement 

	f. .
	f. .
	Clinical-Bioequivalence Endorsement 

	g. .
	g. .
	Labeling Endorsement 

	h. .
	h. .
	RPM Team Leader Endorsement 


	2. .
	2. .
	2. .
	All applicable endorsement tasks are completed in the platfonn within 30 days ofpotential approval. 

	3. .
	3. .
	No updates to patents and/or exclusivities in Orange Book since the Division ofLegal and Regulato1y Support Endorsement 

	4. .
	4. .
	No Reference Listed Drug updates at Drugs@FDA since the Labeling Endorsement 

	5. .
	5. .
	No issues listed on the cun ent version of the Policy ale1t list since the RPM Team Leader Endorsement 

	6. .
	6. .
	No new ale1ts in the Submission Facility Status View since the Quality Endorsement 

	7. .
	7. .
	Overall Inspection Recommendation ofApprove ofthe cunent project (see screenshot below) 

	8. .
	8. .
	No new DMF amendments since Quality Endorsement 

	9. .
	9. .
	No amendments received since the RPM Team Leader Endorsement 


	This ANDA is ready for FULL APPROVAL. 
	***INCLUDE SNIP OF SUBMISSION FACILITY STATUS VIEW ATTHE TIME OFAPPROVAL*** 
	Originating Office: ORO Effective Date: 24Jan2018 .Page 4 of 8 
	Please ensure you are using the most current version of this Form. It is available at: .OGD Approved Controlled Documents SharePoint .htt : o d.fda. ov QDoc Libra Index .
	Following tliis page, 2 Pages Withheld in Full as (15)(4) 
	Food and Drug Administration CDER I Office of Generic Drugs I Document No.: 60225 IVersion: 03 
	Document Status: Effective Title: Approval Routing Summary Form IAuthor: Kevin Denny 
	Figure
	Product 001 VIGABATRIN (SABRIL) TABLET 500MG 
	Patent Data 
	Figure
	There are no unexpired patents for this product in the Orange Book database. 
	Exclusivity Data 
	Figure
	Figure
	There is no unexpired exclusivity for this product in the Orange 
	Originating Office: ORO Effective Date: 24Jan2018 Page 7 of 8 
	Please ensure you are using the most current version of this Form. It is available at: OGD Approved Controlled Documents SharePoint 
	http://ogd.fda.gov/QDoc/Library/lndex 

	Food and Drug Administration CDER I Office of Generic Drugs I Document No.: 60225 I Version: 03 
	Document Status: Effective 
	Title: Approval Routing Summary Form IAuthor: Kevin Denny 
	REFERENCES/ ASSOCIATED DOCUMENTS 4000-LPS-041 Processing Approval and Tentative Approval of an Original ANDA 
	REVISION HISTORY 
	Version Effective date 01 10/1/2014 02 10/03/2017 03 1/24/18 
	Version Effective date 01 10/1/2014 02 10/03/2017 03 1/24/18 
	Version Effective date 01 10/1/2014 02 10/03/2017 03 1/24/18 
	Name Heather Strandberg Kevin Denny Kevin Denny 
	Role Author Reviser Reviser 
	Summary of changes New Form • Update form to reflect revisions to SOP 4000-LPS-041 Processing Approval and Tentative Approval of an Original ANDA, Version 04 • Remove content adequately captured in the platform • Update information captured in the Division of Legal and Regulatory Support Endorsement section • Other minor administrative corrections to format and content • Update Final Decision section 


	Originating Office: ORO Effective Date: 24Jan2018 Page 8 of 8 
	Please ensure you are using the most current version of this Form. It is available at: OGD Approved Controlled Documents SharePoint 
	http://ogd.fda.gov/QDoc/Library/lndex 

	Figure
	ANDA Number I 209822 Date Today 12/13/2018 Drug Name, Dosage Form and Strength (Optional if Stated Below) Viqabatrin 500 mq Tablets Optional Notes 
	l

	REMS Status 
	Approved Date Approved CLICK TO ENTER A DATE 
	r 
	Deficient -CR MAJOR 
	Are any REMS Amendments deferred to the next Review Cycle? 
	r
	No Yes Which One (date)? CLICK TO ENTER A DATE 
	Language Below is to be inserted in the Full approval Action Letter 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 
	RISK EVALUATION AND MITIGATION STRATEGY REQUIREMENTS 
	Section 505-1 of the FD&C Act authorizes FDA to require the submission of a risk evaluation and mitigation strategy (REMS), if FDA determines that such a strategy is necessary to ensure that the benefits of the drug outweigh the risks [section 505-1 (a)]. In accordance with section 505-1 (i) of the FD&C Act, a drug that is the subject of an ANDA under section 505U) is subject to certain elements of the REMS required for the applicable listed drug. 
	The details of the REMS requirements were outlined in our REMS notification letter dated January 11, 2017. In that letter, you were also notified that pursuant to section 505-1 (i) of the FD&C Act, a drug that is the subject of an ANDA and the listed drug it references must use a single, shared system for elements to assure safe use (ETASU), unless FDA waives that requirement. 
	Your final proposed REMS, submitted on April 6, 2018; is approved, and will be posted on the FDA 
	REMS website: http://www.fda.gov/rems 

	The REMS consists of a ETASU and an implementation system. 
	Your REMS must be fully operational before you introduce Vigabatrin into interstate commerce. 
	The Vigabatrin REMS uses a shared system for the ETASU. This shared system REMS Program currently includes the products listed on the FDA REMS website, available at .  Other products may be added in the future if additional NDAs or ANDAs are approved. 
	http://www.fda.gov/rems
	http://www.fda.gov/rems


	Under section 505-1(g)(2)(C) of the FD&C Act, FDA can require the submission of a REMS assessment if FDA determines an assessment is needed to evaluate whether the REMS should be modified to ensure the benefits of the drug outweigh the risks or to minimize the burden on the healthcare delivery system of complying with the REMS. 
	We remind you that you must include an adequate rationale to support a proposed REMS modification for the addition, modification, or removal of any goal or element of the REMS, as described in section 505-1(g)(4) of the FD&C Act. 
	We also remind you that section 505-1(f)(8) of the FD&C Act prohibits holders of an approved covered application from using any element to assure safe use to block or delay approval of an application under section 505(b)(2) or (j). A violation of this provision in 505-1(f) could result in enforcement action. 
	Prominently identify any submission containing a REMS assessment or proposed modifications of the REMS with the following wording in bold capital letters at the top of the first page of the submission as appropriate: 
	ANDA 209822 REMS ASSESSMENT 
	NEW SUPPLEMENT FOR ANDA 209822/S-000
	CHANGES BEING EFFECTED IN 30 DAYS 
	PROPOSED MINOR REMS MODIFICATION 
	or 
	NEW SUPPLEMENT FOR ANDA 209822/S-000
	PRIOR APPROVAL SUPPLEMENT 
	PROPOSED MAJOR REMS MODIFICATION 
	or 
	NEW SUPPLEMENT FOR ANDA 209822/S-000
	PRIOR APPROVAL SUPPLEMENT 
	PROPOSED REMS MODIFICATIONS DUE TO SAFETY LABELING CHANGES 
	SUBMITTED IN SUPPLEMENT XXX 
	Should you choose to submit a REMS revision, prominently identify the submission containing the REMS revisions with the following wording in bold capital letters at the top of the first page of the submission: 
	REMS REVISION FOR ANDA 209822 
	To facilitate review of your submission, we request that you submit your proposed modified REMS and other REMS-related materials in Microsoft Word format. If certain documents, such as enrollment 
	To facilitate review of your submission, we request that you submit your proposed modified REMS and other REMS-related materials in Microsoft Word format. If certain documents, such as enrollment 
	forms, are only in PDF format, they may be submitted as such, but the preference is to include as many as possible in Word format. 

	SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 
	SUBMISSION OF REMS DOCUMENT IN SPL FORMAT 

	In addition to submitting the proposed REMS as described above, you can also submit the REMS document in Structured Product Labeling (SPL) format. If you intend to submit the REMS document in SPL format, include the SPL file with your proposed REMS submission. 
	For more information on submitting REMS in SPL format, please email 
	REMSWebsite@fda.hhs.gov 
	REMSWebsite@fda.hhs.gov 


	Figure
	ANDA 209822. 
	AMENDMENT ACKNOWLEDGEMENT Priority Minor 
	Teva Pharmaceuticals USA, Inc. 200 Elmora Avenue, Suite B Elizabeth, NJ 07207 Attention: Madhulika Joshi 
	Associate Director, Regulatory Affairs 
	Dear Madam: 
	This is in reference to your amendment received on October 19, 2018, submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Vigabatrin Tablet USP, 500 mg. 
	This amendment is subject to the provisions of the Generic Drug User Fee Amendments Reauthorization of 2017 (GDUFA II). FDA has made an initial determination that this is a minor amendment and it meets the criteria for a priority review per the Center for Drug Evaluation and 
	Research’s Manual of Policies and Procedures 5240.3, Prioritization of the Review of Original ANDAs, Amendments, and Supplements. The GDUFA goal date for review of this priority minor amendment is January 18, 2019. 
	If you have any questions, contact Kimberly McCullough, Regulatory Project Manager, at 
	(240) 402 -9021. 
	Sincerely, 
	{See appended electronic signature page} 
	Kimberly McCullough Regulatory Project Manager Office of Generic Drugs Center for Drug Evaluation and Research 
	U.S. Food and Drug Administration 
	U.S.Food & DrugAdministration 10903 New Hampshire Avenue Silver Spring, MD 20993 
	www.fda.gov 
	www.fda.gov 

	Figure
	Kimberly. Digitally signed by Kimberly McCullough Date: 10/31/2018 11:56:56PM
	McCullough 
	GUID: 525d9c4900038bd46a3ecdae8355361b 
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	Recommendation: Complete Response -Minor 
	ANDA209822 .Review# 2 .
	Dmg Name/Dosage F01m 
	Dmg Name/Dosage F01m 
	Dmg Name/Dosage F01m 
	Vigabatrin Tablets, USP 

	Strength 
	Strength 
	500mg 

	Route of Administration 
	Route of Administration 
	Oral 

	Rx/OTC Dispensed 
	Rx/OTC Dispensed 
	Rx 

	Applicant 
	Applicant 
	Teva Phanmceuticals USA 

	US agent, if applicable 
	US agent, if applicable 


	SUBMISSION(S) REVIEWED 
	SUBMISSION(S) REVIEWED 
	SUBMISSION(S) REVIEWED 
	DOCUMENT DATE 
	DISCIPLINE(S) AFFECTED 

	Original submission 
	Original submission 
	1211612016 
	All 

	Response to CR Major 
	Response to CR Major 
	311212018 
	All 


	Quality ReviewTeam 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	PRIMARY REVIEWER 
	SECONDARY REVIEWER 

	Dmg Master File/Drug 
	Dmg Master File/Drug 

	Substance 
	Substance 

	Dmg Product 
	Dmg Product 
	Ravi Ernkulla 
	Yuping Niu 

	Process 
	Process 
	Tianhong Tim Zhou 
	Nallaperumal Chidarmaram 

	Microbiology 
	Microbiology 

	Facility 
	Facility 
	Steven Fong 
	Zhiliao Peter Qiu 

	Biophannaceutics 
	Biophannaceutics 
	Yarur Zhao 
	Ta-Chen Wu 

	Regulatory 
	Regulatory 
	Business 
	Brandie Adams 

	Process Manager 
	Process Manager 

	Application Teclmical Lead 
	Application Teclmical Lead 
	Yuping Niu 

	Laborato1y (OTR) 
	Laborato1y (OTR) 

	ORA Lead 
	ORA Lead 

	Enviromnental 
	Enviromnental 


	OPQ-XOPQ-TEM-0001v05 Page 1 of 5 Effective Date: October 15, 2017 
	QUALITY ASSESSMENT 
	Quality Review Data Sheet 
	IQA Review Guide Reference 
	1. RELAlED/SUPPORTING DOCUMENTS 
	A. DMFs: 
	DA1E DMF # HOLDER ITEM REFERENCED STA1US1 REVIEW COMPLETE D Type II 11lff4 Adequate 10/03/2017 per GDRP Type III (tif('I NIA NIA NIA NIA NIA NIA NIA NIA Type IV 1 Adequate, Adequate with Infonnation Request, Deficient, or NI A (fhere IS enough datam the application, Revie\\M Dai W. (Amend irent II) 
	therefore the DMF did not need to be reviewed). 
	B. Other Documents: IND, RLD, or sister applications 
	Table
	TR
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	NDA 
	NDA 
	020427 
	RLD 


	2. CONSULTS: None 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATIJS 

	RECOMMENDATION 

	DAlE 
	REVIEWER 
	Biostatistics Phannacologv/T o xico logy CDRH Clinical Other 
	OPQ-XOPQ-1EM-0001v05 Page 2of5 Effective Date: October 15, 2017 
	QUALITY ASSESSMENT 
	Abbreviated Executive Summary 
	IQA Review Guide Reference 
	I. .Recommendations and Conclusion on Approvability The application is not reconmended for approval due to quality related deficiencies s1nnrmrized in Section II. OPQ reconmends issuing a Complete Response Letter Minor. 
	II. 
	II. 
	II. 
	Quality Assessment Overview 

	A. 
	A. 
	Drug Substance, Drug Product, and Labeling: fuadequate-Minor 


	T (il , for drng substance Vigabatrin manufacnn·ed by-----·(bT(il lliHis adequate. The dmg substance is co~endial 
	DMF .
	4 

	The drng product is an immediate release tablet, and compendial. No labeling issue was fOlmd. 
	B. Process: Adequate 
	C. Facility: Adequate 
	D. Biophannaceutics: Adequate 
	E. Microbiology (covered under Process): 
	OPQ-XOPQ-1EM-0001v05 Page 3of5 Effective Date: October 15, 2017 
	QUALITY ASSESSMENT 
	List ofDeficiencies for Complete Response 
	I. Dru Substance Deficiencies 
	I. 
	2. 
	2. 
	2. 

	3. 
	3. 


	OPQ-XOPQ-1EM-0001v05 Page 4of5 Effective Date: October 15, 2017 
	QUALITY ASSESSMENT 
	(bff4 
	4. 
	II. ~ 
	m!!J>mductJ)eJidencies__________________

	lbH<tI 
	1. 
	Application Technical Lead Name and Date: Yuping Niu, 8-20-2018 
	OPQ-XOPQ-1EM-000lv05 Page 5of5 Effective Date: October 15, 2017 
	Figure
	Yuping. Digitally signed by Yuping Niu Date: 8/20/2018 04:50:55PMNiu 
	GUID: 508da704000288fa0afbf45b29fc643c 
	MEMORA N DUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	PUBLIC HEALTH SERVICE .FOOD AND DRUG ADMINISTRATION .CENTER FOR DRUG EVALUATION AND RESEARCH .
	DATE: 
	DATE: 
	DATE: 
	3/28/2018 

	TO: 
	TO: 
	Office ofBioequivalence 

	TR
	Office of Generic Dmgs 

	FROM: 
	FROM: 
	Division of Generic Dmg Bioequivalence Evaluation (DGDBE) 

	TR
	Office of Study Integrity and Surveillance 

	SUBJECT: 
	SUBJECT: 
	Recommendation to accept data without on-site inspection 

	RE: 
	RE: 
	ANDA 209822 


	The Division of Generic Dmg Bioequivalence Evaluation (DGDBE) within the Office of Study Integrity and Surveillance (OSIS) recommends accepting data without on-site inspection. The rationale for this decision is noted below. 
	Rationale 
	OSIS recently inspected the site listed below. Although the last inspection was classified as a V AI, based on the inspectional outcome and our recommendation to the review division, an inspection is not needed at this time. 
	Inspection Site 
	Facility Type Analytical 
	Facility Type Analytical 
	Facility Type Analytical 
	Facility Name Actavis Elizabeth, LLC. 
	Facility Address 200 Elmora A venue, Elizabeth, NJ 


	Nicola S:..:.!E'~=.... .Fenty-r=,:;:~ .
	stewart -S :s:'..:..."""'" 
	MEMORA N D U M .DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	PUBLIC HEALTH SERVICE .FOOD AND DRUG ADMINISTRATION .CENTER FOR DRUG EVALUATION AND RESEARCH .
	DATE: .3/28/2018 
	TO: .Office ofBioequivalence Office of Generic Dmgs 
	FROM: .Division ofGeneric Dmg Bioequivalence Evaluation (DGDBE) Office ofStudy Integrity and Smveillance (OSIS) 
	SUBJECT: .Recommendation to accept data without on-site inspection 
	(11)(4 
	RE: ANDA209822 
	The Division of Generic Dmg Bioequivalence Evaluation (DGDBE) within the Office of Study Integrity and Smveillance (OSIS) recommends accepting data without on-site inspection. The rationale for this decision is noted below. 
	Rationale 
	OSIS recently inspected the site listed below. The inspectional outcome from the inspection was classified as No Action Indicated (NAI). 
	Inspection Site 
	Facility Type Facility Name I Facility Address (b)(4J-Analytical 
	Dlgltally Signed oY NkOla Fenb'-
	Nico I a Fenty-:;,.~1aou.s."""""ment. 
	ou=141S. ou=FDA, OO=People.
	Stewart -S ~~~~;:~!fi!:~~e;:~~ 
	00

	Date:2018.0l.l009-25:12-04'00' 
	MEMORA N D U M .DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	PUBLIC HEALTH SERVICE .FOOD AND DRUG ADMINISTRATION .CENTER FOR DRUG EVALUATION AND RESEARCH .
	DATE: .3/28/2018 
	TO: .Office ofBioequivalence Office of Generic Dmgs 
	FROM: .Division of Generic Dmg Bioequivalence Evaluation (DGDBE) Office of Study Integrity and Smveillance (OSIS) 
	SUBJECT: .Recommendation to accept data without on-site inspection 
	RE: .ANDA 209822 
	The Division of Generic Dmg Bioequivalence Evaluation (DGDBE) within the Office of Study Integrity and Surveillance (OSIS) recommends accepting data without on-site inspection. The rationale for this decision is noted below. 
	Rationale OSIS recently inspected the site listed below. The inspectional outcome from the inspection was classified as No Action Indicated (NAI). 
	Inspection Site 
	Facility Type 
	Facility Type 
	Facility Type 
	Facility Name 
	Facility Address 

	Clinical 
	Clinical 
	Watson Therapeutics, Inc. 
	3400 Enterprise Way, Miramar, FL 


	Digltaltt signed byNlcola Fenty· 
	Nicola Fenty-~=-s.oowmment. 
	ou=HHS.ou=fDA. ou:People,. 
	stewart -S ~::.;~~=~.;:;:;;~!" 
	Date201&.0U0 09-.21:47-04'00' 
	Figure
	ANDA 209822 
	AMENDMENT ACKNOWLEDGEMENT Priority Major 
	Teva Pharmaceuticals USA, Inc. 
	200 Elmora Ave, Suite B Elizabeth, NJ 07207 Attention: Janak Jadeja 
	Director, Regulatory Affairs 
	Dear Madam: 
	This is in reference to your amendment received on March 12, 2018, submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Vigabatrin Tablet USP, 500 mg. 
	This amendment is subject to the provisions of the Generic Drug User Fee Amendments Reauthorization of 2017 (GDUFA II). FDA has made an initial determination that this is a major amendment and it meets the criteria for a priority review per the Center for Drug Evaluation and 
	Research’s Manual of Policies and Procedures 5240.3, Prioritization of the Review of ANDAs, Amendments, and Supplements. If FDA determines that an inspection is not required to validate the information contained in this priority major amendment, the GDUFA goal date for review of this priority major amendment is September 11, 2018. If FDA determines that an inspection is required to validate the information contained in this priority major amendment and a Pre-Submission Facility Correspondence (PFC) was not 
	The Electronic Common Technical Document (eCTD) is CDER’s standard format for electronic 
	regulatory submissions. Beginning May 5, 2017, ANDAs must be submitted in eCTD format and beginning May 5, 2018, drug master files must be submitted in eCTD format. Submissions that do not adhere to the requirements stated in the eCTD Guidance will be subject to rejection. For more information please visit: 
	. 
	www.fda.gov/ectd


	If you have any questions, contact Kimberly Moore-Mccullough, Regulatory Project Manager, at 
	(240) 402-9021. 
	Sincerely, 
	{See appended electronic signature page} 
	Kimberly Moore-Mccullough Regulatory Project Manager Office of Generic Drugs Center for Drug Evaluation and Research 
	U.S. Food and Drug Administration 
	U.S.Food & DrugAdministration 
	10903 New Hampshire Avenue Silver Spring, MD 20993 
	www.fda.gov 
	www.fda.gov 

	Figure
	Kimberly. Digitally signed by Kimberly McCullough Date: 3/24/2018 10:14:19PM
	McCullough 
	GUID: 525d9c4900038bd46a3ecdae8355361b 
	QUALITY ASSESSMENT 
	Recommendation: Minor CR (CR due to BE) 
	ANDA209822 Review #1 
	Dmg Name/Dosage Form 
	Dmg Name/Dosage Form 
	Dmg Name/Dosage Form 
	Vigabatrin Tablets, USP 

	Strength 
	Strength 
	500mg 

	Route ofAdministration 
	Route ofAdministration 
	Oral 

	Rx/OTC Dispensed 
	Rx/OTC Dispensed 
	Rx 

	Applicant 
	Applicant 
	Teva Phannaceuticals USA 200 Elmora Ave. Elizabeth NJ 07207, regulatorvaffairsUS@,actavis.com 

	US agent, if auolicable 
	US agent, if auolicable 
	Janak Jadeia, R.Ph., Director, Regulatory Affairs 


	SUBMISSION(S) REVIEWED 
	SUBMISSION(S) REVIEWED 
	SUBMISSION(S) REVIEWED 
	DOCUMENT DATE 
	DISCIPLINE(S) AFFECTED 

	Original submission 
	Original submission 
	12/16/2016 
	All Quality disciplines 

	Administrative change 
	Administrative change 
	02/08/2017 
	DP, Process 

	Response to Info1mation Request -REMS conespondence 
	Response to Info1mation Request -REMS conespondence 
	1/13/2017 
	Process 

	Multiple Categories/Subcategories REMS amendment 
	Multiple Categories/Subcategories REMS amendment 
	03/29/2017 
	Process 

	Response to ECD/Labeling 
	Response to ECD/Labeling 
	04/04/2017 
	Process 

	REMS Amendment 
	REMS Amendment 
	04/26/2017 
	Process 

	Expedited Review Request 
	Expedited Review Request 
	04/27/2017 
	Process 

	REMS Amendment 
	REMS Amendment 
	05/27/2017 
	Process 

	Response to ECD/Bioequivalence, Withdrawal Request 
	Response to ECD/Bioequivalence, Withdrawal Request 
	9/26/17 
	DP, Facilities 


	Quality Review Team 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	PRIMARY REVIEWER 
	SECONDARY REVIEWER 

	Dmg Master File/Dmg Substance 
	Dmg Master File/Dmg Substance 
	XianmSun 
	BapuGaddam 

	Dmg Product 
	Dmg Product 
	Ravi Emkulla 
	Yuping Niu 

	Process 
	Process 
	Tianhong Tim Zhou 
	Nallapemmal Chidambaram 

	Microbiology 
	Microbiology 
	NIA 
	NIA 

	Facility 
	Facility 
	Steven Fong 

	Biophannaceutics 
	Biophannaceutics 
	Yang Zhao 
	Ta-Chen Wu 

	Regulato1y Business Process Manager 
	Regulato1y Business Process Manager 
	Brijet Bruton 

	Application Technical Lead 
	Application Technical Lead 
	Yuping Niu 

	Laborat01y (OTR) 
	Laborat01y (OTR) 
	NIA 


	OPQ-XOPQ-TEM-000lv03 Page 1 of6 Effective Date: 18 Feb 2016 
	QUALITY ASSESSMENT 
	ORA Lead 
	Michael T ollon Carvn Mcnab Environmental 
	NIA 
	Quality Review Data Sheet 
	Quality Review Data Sheet 
	Quality Review Data Sheet 

	IOA Review Guide Reference 
	IOA Review Guide Reference 

	1. 
	1. 
	RELATED/SUPPORTING DOCUMENTS 

	A. 
	A. 
	DMFs: 


	DMF~_J Type I Holder 
	DMF~_J Type I Holder 
	DMF~_J Type I Holder 
	Item Referenced (b)(4 
	Status 
	Date Review Completed 
	Comments 

	Adequate 
	Adequate 
	10/0312017 per GDRP 
	DaiW 

	TR
	Type III (if 

	TR
	applicable) 

	TR
	Type IV (if 

	TR
	avvlicable) 

	TR
	Other 


	B Oht er Documents: IND RLD, or sister avv ications
	' 
	Table
	TR
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	NDA 
	NDA 
	020427 
	RLD 


	2. CONSULTS 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	Biostatistics 
	Biostatistics 
	NIA 

	Phannacology/Toxicology 
	Phannacology/Toxicology 
	NIA 

	CDRH 
	CDRH 
	NIA 

	Clinical 
	Clinical 
	NIA 

	Other 
	Other 
	NIA 


	OPQ-XOPQ-TEM-0001v03 Page 2 of6 Effective Date: 18 Feb 2016 
	QUALITY ASSESSMENT 
	Abbreviated Executive Summary 
	I. Recommendations and Conclusion on Approvability 
	The application is not recommended for approval due to quality related deficiencies summarized in Section II. OPQ recommends issuing a Complete Response LetterMino 
	II. 
	II. 
	II. 
	Quality Assessment Overview 

	A. 
	A. 
	Drug Substance, Drug Product, and Labeling: Inade uate/Minor 


	DMF .blllll for dmg substance Vigabatrin manufactured by <bll'll <b><is adequate. The drug substance is compendia!. Deficiencies were
	4 

	----.--..-:
	--

	identified in analytical methods. 
	The drng product is an immediate release tablet, and compendial. Deficiencies were identified in split tablets study, stability data, and analytical method validation. No labeling issue was found. 
	B. Process: /Minor
	InadeHuate 

	-------------------.The manufacturing_£rocess 
	c. 
	D. Biopharmaceutics: Inadeguate/Mino1 The proposed dissolution method is the FDA database dissolution method and acceptable. Deficiencies were identified related to the proposed dissolution specification. 
	E. Microbiology (if applicable): under Process 
	OPQ-XOPQ-TEM-000lv03 .Page 3 of6 Effective Date: 18 Feb 2016 
	QUALITY ASSESSMENT 
	List of Deficiencies for Complete Response The following deficiencies are MINOR deficiencies: 
	A. Drtm c...e___________________________, 
	s.uhd.5m 

	CblT41 
	1. 
	1. 
	1. 

	2. 
	2. 

	3. 
	3. 

	4. 
	4. 


	Section B: 
	1. .
	B. Drug roduct 
	(l>Jl.il
	1. 
	1. 
	1. 

	2. 
	2. 

	3. 
	3. 

	4. 
	4. 


	OPQ-XOPQ-TEM-000lv03 Page 4 of6 Effective Date: 18 Feb 2016 
	QUALITY ASSESSMENT 
	5. 
	5. 
	5. 

	6. 
	6. 

	7. 
	7. 

	8. 
	8. 

	9. 
	9. 

	10. 
	10. 


	Section B: 
	(bl(4
	Figure

	1. 
	OPQ-XOPQ-TEM-000lv03 Page 5 of6 Effective Date: 18 Feb 2016 
	QUALITY ASSESSMENT 
	2. Please provide all available long te1m stability data in your next amendment. 
	C. Process
	1. 
	~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~lbIT4 
	2. 
	D. Biopharmaceutics 
	1. .
	1. .
	1. .
	Your proposed acceptance criterion of "Q=75% dissolved in 30 minutes" is pemiissive and NOT acceptable. Based on the provided dissolution data, we recommend a dissolution acceptance criterion of "Q==(ID% in 15 minutes" for your proposed drug products. Note that sometimes dissolution Stage 2 testing, and occasional Stage 3 testing may be needed. 

	2. .
	2. .
	Submit a copy of the updated drng product specification table with the revised acceptance criterion for the dissolution test and update other section of your submission as appropriate. 


	Application Technical LeadName andDate: Yuping Niu 10-05-2017 
	OPQ-XOPQ-TEM-000lv03 .Page 6 of 6 Effective Date: 18 Feb 2016 
	Figure
	Yuping. Digitally signed by Yuping Niu Date: 10/05/2017 02:25:12PMNiu 
	GUID: 508da704000288fa0afbf45b29fc643c 
	REMS TEMPLATE .
	Information to be added to the Action Letter for all SS REMS 
	ANDA Number I 
	ANDA Number I 
	209822 

	Teva

	ANDA Applicant Name Drn Name, Dosa e Form and Strernrth 
	Vigabat:Iin Tablets 500mg Ifneeded For Reference Onl -RLD Number, Holder, and Established Name 
	NDA 20427 Sabril REMS Status at this time is P' Acceptable r Deficient -CR Minor r Deficient -CR MAJOR We acknowledge receipt ofyour REMS amendment(s) 
	Dates o(Amendments to acknowledge in the Action Letter are Listed Below 
	1. 6/22/17 6. 2. 7. 3. 8. 4. 9. 5. 10. 
	Are any REMS Amendments deferred to the next review cycle? 
	P' No r Yes-Wbich One(Date)? 
	Is there an Attachment or Medguide to be sent with this Action Letter? 
	P" No r Yes -Please attach or send to the RPM 
	RISK EVALUATION AND MITIGATION STRATEGY (REMS) REQUIREMENTS 
	As described in our letter dated January 11, 2017, section 505-1 of the FD&C Act authorizes FDA to require the submission of a risk evaluation and mitigation strategy (REMS), ifFDA detennines that such a strategy is necessaiy to ensure that the benefits of the diug outweigh the risks [section 505-1 (a)]. In accordance with section 505-1 (i) of the FD&C Act, a diug that is the subject ofan ANDA under section 505(j) is subject to ce1iain elements ofthe REMS required for the applicable reference listed diug (R
	There is an approved REMS for the applicable RLD, Sabril (vigabatrin), to ensure the benefits of the diug outweigh the risk of vision loss associated with vigabatrin. 
	We acknowledge receipt of your proposed REMS included in your June 22, 2017 submission, which contains  elements to assure safe use, an implementation system and timetable for submission of assessments. 
	Figure
	The REMS, should your application be approved, will create enforceable obligations.   .For administrative purposes, designate the proposed REMS submission “PROPOSED REMS for. ANDA 209822” and all subsequent submissions related to the proposed REMS “PROPOSED REMS. for ANDA 209822 -AMENDMENT.”  .
	To facilitate review of your submission, we request that you submit your proposed REMS and other. REMS-related materials in Microsoft Word format.  If certain documents, such as enrollment forms, .are only in PDF format, they may be submitted as such, but the preference is to include as many as. possible in Word format. .
	MEMORA N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	PUBLIC HEALTH SERVICE .FOOD AND DRUG ADMINISTRATION .CENTER FOR DRUG EVALUATION AND RESEARCH .
	DATE: 
	DATE: 
	DATE: 
	9/6/2017 

	TO: 
	TO: 
	Office ofBioequivalence 

	TR
	Office ofGeneric Drngs 

	FROM: 
	FROM: 
	Division of Generic Drng Bioequivalence Evaluation (DGDBE) 

	TR
	Office of Study Integrity and Surveillance 

	SUBJECT: 
	SUBJECT: 
	Recommendation to accept data without an on-site inspection 

	RE: 
	RE: 
	ANDA 209822 


	The Division of Generic Thug Bioequivalence Evaluation (DGDBE) within the Office of Study Integrity and Smveillance (OSIS) recommends accepting data without an on-site inspection. The rationale for this decision is noted below. 
	Rationale 
	Although the last inspection was classified as a V AI, based on the inspectional outcome and our recommendation to the review division, an inspection is not needed at this time. 
	Inspection Site 
	Facility Type Analytical 
	Facility Type Analytical 
	Facility Type Analytical 
	Facility Name Actavis Elizabeth, LLC. 
	Facility Address 200 Elmora A venue, Elizabeth, NJ 


	Digitally signed by Nicola M. 
	Nlcol -S 
	M 

	• ON: c=US, o=U.S. Government, 
	Nicola 
	Nicola 
	OU=HHS, OU=FDA, OU=People, 0.9.2342.19200300.100.1.1 =200 1347020, cn=Nlcola M. Nlcol -S 
	Nicol -5 Date: 2017.09.0814:19:51 -04'00' 
	Figure
	DEPARTMENT OF HEALTH & HUMAN SERVICES 
	Food and Drug Administration Silver Spring, MD 20993 
	ANDA 209822 
	INFORMATION REQUEST 
	TEVA PHARMACEUTICALS USA. Attention: Janak Jadeja, R.Ph.. Director, Regulatory Affairs. 200 ELMORA AVE. ELIZABETH, NJ 07207 .
	Dear Janak Jadeja, R.Ph:. Please refer to your Abbreviated New Drug Application (ANDA) dated December 16, 2016, .submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act) for. VIGABATRIN TABLET USP, 500MG.. 
	We are reviewing the Quality section of your submission and have the following comments and .information requests.  We request a prompt written response, no later than August 11, 2017, in .order to continue our evaluation of your ANDA.. 
	A. 
	Drug Substance 

	1. 2. 3. 
	ANDA 209822. Page 2. 
	4. 
	B. 
	Drug Product 

	1. 2. 3. 4. 5. 6. 7. 
	ANDA 209822 Page 3 
	8. 9. 
	C. Process 
	1. 2. 
	D. 
	Facility 

	E. 
	Biopharmaceutics 

	1. .
	1. .
	1. .
	The proposed acceptance criterion of “Q=75% dissolved in 30 minutes” is permissive and NOT acceptable.  Based on the provided dissolution data, we recommend a dissolution % in 15 minutes” for your proposed drug products. Note that sometimes dissolution Stage 2 testing, and occasionally Stage 3 testing may be needed, which is acceptable. 
	acceptance criterion of “Q= 


	2. .
	2. .
	Submit a copy of the updated drug product specification table with the revised acceptance criterion for the dissolution test and update other section of your submission as appropriate. 


	If you do not submit a complete response by August 11, 2017, the review will be closed and the listed deficiencies will be incorporated in a COMPLETE RESPONSE correspondence. 
	ANDA 209822 Page 4 
	Please note, if information or data submitted exceeds the data requested in the IR/ECD this may result in conversion to a Tier 2 Unsolicited Amendment (i.e., an amendment with information not requested by FDA). 
	If the submitted data is determined to be a tier 2 unsolicited amendment, this may affect the goal date. 
	All items listed on this Information Request shall be addressed in its entirety, any partial or incomplete response will not be reviewed and the same deficiency list will be issued to you again as part of the Complete Response Letter issued by OGD. Please note that a commitment to address an item in the future is not considered satisfying the Information Request. 
	Send your submission through the Electronic Submission Gateway . Prominently identify the submission with the following wording in bold capital letters at the top of the first page of the submission: 
	http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm

	INFORMATION REQUEST QUALITY 
	If you have any questions, please contact me, Regulatory Business Process Manager, at 240-402-4878. 
	Sincerely, 
	{See appended electronic signature page} 
	Brijet Burton, MS, MPP, PA-C Regulatory Business Process Manager Office of Program and Regulatory Operations Office of Pharmaceutical Quality Center for Drug Evaluation and Research 
	EASILY CORRECTABLE DEFICIENCY 
	ANDA209822 
	OFFICE OF GENERIC DRUGS, CDER, FDA Document Control Room, Metro Park No1th VII 7620 Standish Place Rockville, Maiyland 20855 
	APPLICANT: Teva Phaimaceuticals USA 
	APPLICANT: Teva Phaimaceuticals USA 
	APPLICANT: Teva Phaimaceuticals USA 
	TEL: 908-659-2595 

	ATTN: Jaiiak Jadeja 
	ATTN: Jaiiak Jadeja 
	EMAIL: Regulatory Affairs US@actavis.com 

	FROM: Sunny Pyon 
	FROM: Sunny Pyon 
	FDA CONTACT EMAIL: 

	TR
	Sunny.Pyon@fda.hhs.gov 

	Deai· Mr. Jadeja: 
	Deai· Mr. Jadeja: 


	This conununication is in reference to your abbreviated new drng application (ANDA) dated December 16, 2016, submitted pursuant to Section 505G) of the Federal Food, Drng, and Cosmetic Act for Vigabatrin Tablets USP, 500 mg. 
	The deficiencies presented below represent EASILY CORRECTABLE DEFICIENCIES identified during the review and the cunent review cycle will remain open. You should provide a complete response to these deficiencies within ten (10) U.S. business days. 
	Prominently identify the submission with the following wording in bold capital letters at the top of the first page ofthe submission: 
	EASILY CORRECTABLE DEFICIENCY LABELING REFERENCE # 13884630 
	Ifyou do not submit a complete response within ten (10) U.S. business days, the review will be closed and the listed deficiencies will be incorporated in the next COMPLETE RESPONSE. Please provide your response after that complete response communication is received along with your response to any other issued comments. 
	Ifyou ai·e unable to submit a complete response within ten (10) U.S. business days, please contact the Labeling Project Manager immediately so a complete response may be issued if appropriate. 
	Please submit official ai·chival copies of your response to the ANDA, facsimile or e-mail responses will not be accepted. A pait ial response to this communication will not be processed as an amendment and will not start a review. 
	We have completed our review and have the following comments: 
	ANDA 209822 
	LABELING: 
	LABELING: 

	1...PRESCRIBING INFORMATION 
	a...
	a...
	a...
	HIGHLIGHTS, WARNINGS AND PRECAUTIONS: Please include as the first bullet “Abnormal MRI signal changes have been reported in some infants with Infantile Spasms receiving vigabatrin (5.3)”. 

	b...
	b...
	FULL PRESCRIBING INFORMATION: CONTENTS, WARNINGS AND PRECAUTIONS: Please include “5.3 Magnetic Resonance Imaging (MRI) Abnormalities”. 

	c...
	c...
	FULL PRESCRIBING INFORMATION 

	i...
	i...
	WARNING BOX, last sentence: Please complete the REMS Program website and phone number when available. 


	ii...DOSAGE AND ADMINISTRATION, 2.1 Important Dosing and Administration Instructions:  Please add as the third paragraph the following: “Vigabatrin tablets and powder for oral solution are bioequivalent. Either tablet or powder can be used for CPS.” 
	iii...DOSAGE FORMS AND STRENGTHS: If your drug product complies with the Guidance for Industry Tablet Scoring: Nomenclature, Labeling, and Data for Evaluation, we recommend updating the tablet description to state functionally-scored. 
	iv...
	iv...
	iv...
	WARNINGS AND PRECAUTIONS, 5.2 Vigabatrin REMS Program: Please complete the REMS Program website and phone number when available. 

	v...
	v...
	WARNINGS AND PRECAUTIONS: Please include the “5.3 Magnetic Resonance .Imaging (MRI) Abnormalities in Infants” section...


	vi...WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity, second paragraph, last sentence: Please revise “...clinically in children” to read “…clinically in infants and children”. 
	vii...WARNINGS AND PRECAUTIONS, 5.4 Neurotoxicity: Please include as the last paragraph “Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric pattern involving the thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants treated for Infantile Spasms with vigabatrin. Studies of the effects of vigabatrin on MRI and EP in adult epilepsy patients have demonstrated no clear-cut abnormalities [see Warnings and Precautions (5.3)].” 
	viii...ADVERSE REACTIONS, 6.1 Clinical Trial Experience, Table 6: Please indent “Psychomotor hyperactivity” in the first column to preserve formatting. 
	ix...
	ix...
	ix...
	USE IN SPECIFIC POPULATIONS, 8.3 Nursing Mothers: Please revise “[see Warnings and Precautions (5.4)]” to read “[see Warnings and Precautions (5.3, 5.4)]” 

	x...
	x...
	USE IN SPECIFIC POPULATIONS, 8.4 Pediatric Use: Please include as the third paragraph “Abnormal MRI signal changes were observed in infants [see Warnings and Precautions (5.3, 5.4)].” 


	2...MEDICATION GUIDE We encourage you to include the U.S. contact information (i.e.; telephone number) of your firm in case the patient has questions about this drug product.  Please include this information at the end of the “General information” section of the Medication Guide. 
	Submit your revised labeling electronically. The prescribing information and any patient labeling should reflect the full content of the labeling as well as the planned ordering of the content of the labeling. The container label and any outer packaging should reflect the content as well as an accurate representation of the layout, color, text size, and style. 
	ANDA 209822 
	To facilitate review of your next submission, please provide a side-by-side comparison of your proposed labeling with your last submitted labeling with all differences annotated and explained.  We also advise that you only address the deficiencies noted in this communication. 
	However, prior to the submission of your amendment, please check labeling resources, including DRUGS@FDA, the electronic Orange Book and the NF-USP online, for recent updates and make any necessary revisions to your labels and labeling.  
	In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of new documents posted on the CDER web site at the following address – 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA_17 


	If you have questions regarding these deficiencies or would like acknowledgement of receipt of your amendment upon submission, please contact the Labeling Project Manager, Sunny Pyon, at . 
	Sunny.Pyon@fda.hhs.gov

	Sincerely, 
	Digitally signed by Sunny Pyon -S .DN: c=US, o=U.S. Government, ou=HHS, ou=FDA, .ou=People, cn=Sunny Pyon -S,.
	Figure

	Sunny Pyon -S. 
	0.9.2342.19200300.100.1.1=2001673604 Date:  12:26:10 -04'00' 
	2017.03.23

	Sunny Pyon, Pharm.D. Labeling Project Manager Division of Labeling Review Office of Regulatory Operations Office of Generic Drugs Center for Drug Evaluation and Research 
	Figure
	DEPARTMENT OF HEALTH AND HUMAN SERVICES 
	Food and Drug Administration Silver Spring, MD  20993 
	ANDA 209822
	            ACKNOWLEDGEMENT ANDA RECEIPT 
	Teva Pharmaceutical USA 200 Elmora Avenue Elizabeth, NJ 07207 Attention: Janak Jadeja 
	Dear Janak Jadeja: 
	We acknowledge receipt of your Abbreviated New Drug Application (ANDA) submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act. 
	NAME OF DRUG: Vigabatrin Tablets USP, 500 mg 
	DATE OF APPLICATION: December 16, 2016 
	DATE (RECEIVED) ACCEPTABLE FOR REVIEW: December 16, 2016 
	This application is subject to the provisions of the Generic Drug User Fee Amendments of 2012 (GDUFA). The GDUFA goal date for review of this application is October 15, 2017. Please identify any related communications with the ANDA number referenced above. If you have any questions, contact Vincent Sansone, Project Manager Team Leader, at Vincent.Sansone@FDA.HHS.GOV or 240-402-9075. Sign up for Generic Drug e-mail updates.
	[1]
	[2] 

	Sincerely, 
	Digitally signed by I inca Duveau S DN: c=US o=U S Government 
	Figure

	Ilinca 
	ou=HHS ou=FDA ou=People cn=I inca Duveau S 0 9 2342 19200300 100 1 1=20006643 76
	Duveau -S 
	Date: 2017 01 09 10 17:24 05 00 
	Ilinca Duveau, Pharm.D. Team Leader (Acting) Division of Filing Review Office of Regulatory Operations Office of Generic Drugs Center for Drug Evaluation and Research 
	U.S. Food and Drug Administration 
	[1] Secure email between CDER and applicants may be useful for informal communications when confidential information may be included in the message (for example, trade secrets or patient information).  If you have not already established   Please note that secure email may not be used for formal regulatory submissions to applications.
	secure email with FDA and would like to set it up, send an email request to SecureEmail@fda.hhs.gov.

	[2] 
	https://service.govdelivery.com/accounts/USFDA/subscriber/new?topic_id=USFDA_476 
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