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ANDA 211880 
ANDA APPROVAL 

International Medication Systems, Limited 
1886 Santa Anita Avenue 
South El Monte, CA 91733 
Attention: Gisela Sharp 

Senior Manager, Regulatory Affairs 

Dear Madam: 

This letter is in reference to your abbreviated new drug application (ANDA) received for 
review on August 20, 2018, submitted pursuant to section 505(j) of the Federal Food, 
Drug, and Cosmetic Act (FD&C Act) for Epinephrine Injection USP, 30 mg/30 mL 
(1 mg/mL), Multiple-Dose Vials. 

Reference is also made to the complete response letter issued by this office on 
January 23, 2020, 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 meets the requirements 
for approval under the FD&C Act. Accordingly, the ANDA is approved, effective on the 
date of this letter. We have determined your Epinephrine Injection USP, 30 mg/30 mL 
(1 mg/mL), Multiple-Dose Vials to be bioequivalent and therapeutically equivalent to the 
reference listed drug (RLD), Adrenalin Injection, 30 mg/30 mL (1 mg/mL), of Par Sterile 
Products, LLC (Par). 

We note that International Medication Systems, Limited (IMS) was granted a 
Competitive Generic Therapy (CGT) designation for Epinephrine Injection USP, 
30 mg/30 mL (1 mg/mL) Multiple-Dose Vials. However, as noted in the 
October 19, 2018 CGT Designation – Grant Letter, your drug product is not eligible for 
CGT exclusivity under section 505(j)(5)(B)(v) of the FD&C Act because there were 
unexpired patents or exclusivities listed in FDA’s Approved Drug Products With 
Therapeutic Equivalence Evaluations (Orange Book) for the RLD at the time of 
submission of your ANDA. 

The RLD upon which you have based your ANDA, Par’s Adrenalin Injection, 
30 mg/30 mL (1 mg/mL), is subject to periods of patent protection. The following 
patents and expiration dates are currently listed in the Agency’s publication titled 
Approved Drug Products with Therapeutic Equivalence Evaluations (the “Orange 
Book”): 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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U.S. Patent Number Expiration Date 

9,119,876 (the '876 patent) March 13, 2035 

9,295,657 (the '657 patent) March 13, 2035 

10,130,592 (the '592 patent) March 13, 2035 

Your ANDA contains paragraph IV certifications to each of the patents1 under section 
505(j)(2)(A)(vii)(IV) of the FD&C Act stating that the patents are invalid, unenforceable, 
or will not be infringed by your manufacture, use, or sale of Epinephrine Injection USP, 
30 mg/30 mL (1 mg/mL), Multiple-Dose Vials, under this ANDA. You have notified the 
Agency that IMS complied with the requirements of section 505(j)(2)(B) of the FD&C Act 
and that no action for infringement was brought against IMS within the statutory 45-day 
period. 

With respect to 180-day generic drug exclusivity, we note that IMS was the first ANDA 
applicant to submit a substantially complete ANDA with a paragraph IV certification for 
Epinephrine Injection USP, 30 mg/30 mL (1 mg/mL), Multiple-Dose Vials. Therefore, 
with this approval, IMS is eligible for 180 days of generic drug exclusivity for 
Epinephrine Injection USP, 30 mg/30 mL (1 mg/mL), Multiple-Dose Vials.  FDA notes 
that after issuance of this approval letter, eligibility for 180-day exclusivity is subject to 
future events that may result in forfeiture of exclusivity under section 505(j)(5)(D) of the 
FD&C Act. This exclusivity, which is provided for under section 505(j)(5)(B)(iv) of the 
FD&C Act, will begin to run from the date of the commercial marketing identified in 
section 505(j)(5)(B)(iv).  Please submit correspondence to this ANDA notifying the 
Agency within 30 days of the date of the first commercial marketing of this drug product 
or the RLD.  If you do not notify the Agency within 30 days, the date of first commercial 
marketing will be deemed to be the date of the drug product’s approval. See 21 CFR 
314.107(c)(2). 

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. 

Please note that if FDA requires a Risk Evaluation and Mitigation Strategy (REMS) for a 
listed drug, an ANDA citing that listed drug also will be required to have a REMS. See 
section 505-1(i) of the FD&C Act. 

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 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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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: 

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/Guida 
nces/UCM443702.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.pd 
f. Information and Instructions for completing the form can be found at 
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pd 
f. 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 provisions2 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 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pd
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pd
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
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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 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 
https://www.fda.gov/media/71211/download.  The SPL will be accessible via publicly 
available labeling repositories. 

Sincerely yours, 

{See appended electronic signature page} 

For Vincent Sansone, PharmD 
CAPT, USPHS 
Deputy Director 
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

1 The Agency notes that the '592 patent was submitted to the Agency after submission of your ANDA. 
Litigation, if any, with respect to this patent would not create a statutory stay of approval. 

2 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 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
https://www.fda.gov/media/71211/download
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
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*** This document contains proprietary information that cannot be released to the public.***V.21 

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 12, 2019 

ANDA Number(s) 211880 

Review Number 3 

Applicant Name International Medication Systems, Limited 

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

Epinephrine Injection USP, 30 mg/30 mL (1 mg/mL), 

Multiple-Dose Vials 

Proposed Proprietary Name None 

Submission Received Date June 14, 2019 (CR Resubmission) 

Primary Labeling Reviewer Wan Lee, PharmD 

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 

†Theme - Choose an item. 

Justification for Major Deficiency - Choose an item. 

*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 Yes     No 

Combined Insert/Outsert Yes     No (If yes, indicate ANDA number) 
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1. LABELING COMMENTS 

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 

Labeling Deficiencies determined on (add date) based on your submission(s) received (add 
date): 

1. GENERAL COMMENTS 
Comment 

2. CONTAINER LABEL 
a. Comment 
b. Comment 

3. CARTON LABELING 
4. PRESCRIBING INFORMATION 

a. Comment 
b. Subheading 

i. Comment 
ii. Comment 

5. MEDICATION GUIDE 
6. STRUCTURED PRODUCT LABELING (SPL) 

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 Choose an item. all differences annotated and explained. We also advise that 
you only address the deficiencies noted in this communication. 

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 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 July 12, 2019 received June 14, 2019. 

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. 
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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. 

1.3 POST APPROVAL REVISIONS 

These comments will be addressed post approval (in the first labeling supplement review). 
Click here to enter text. 

3 | P a g e 



  

 

   

 

 

    

  

 

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) [e.g. “The below comments are from the labeling review C3 based on 

the submission dated 7/4/15”]. 
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3.3 MODEL CONTAINER LABELS 

Model container/carton/blister labels [Source: DARRTS S-009 Approval on January 29, 2019 ] 
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Received Date 

Prescribing Information Draft June 2019 June 14, 2019 Satisfactory 

Medication Guide NA 

Patient Information NA 

SPL Data Elements June 2019 June 14, 2019 Satisfactory 
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*** This document contains proprietary information that cannot be released to the public.***V.20 

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 March 13, 2019 

ANDA Number(s) 211880 

Review Number 2 

Applicant Name International Medication Systems, Limited 

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

Epinephrine Injection USP, 30 mg/30 mL (1 mg/mL), 

Multiple-Dose Vials 

Proposed Proprietary Name None 

Submission Received Date 
March 13, 2019 

February 13, 2019 (response to DRL) 

Primary Labeling Reviewer Wan Lee, PharmD 

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 

†Theme - Choose an item. 

Justification for Major Deficiency - Choose an item. 

*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 Yes     No 

Combined Insert/Outsert Yes     No (If yes, indicate ANDA number) 
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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 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

N/A 

1.1 POST APPROVAL REVISIONS 

These comments will be addressed post approval (in the first labeling supplement review). 
None 
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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) [e.g. “The below comments are from the labeling review C3 based on 

the submission dated 7/4/15”]. 

Email correspondence from the Applicant on February 5, 2019. 

We are reviewing the labeling comments provided in the Discipline Review Letter for ANDA 211880 for 

Epinephrine Injection USP, 30 mg/30 mL (1 mg/mL), Multiple-Dose Vials. Comment 4a states to refer to 

Drugs@FDA for NDA 204640/S-008 approved on August 9, 2017, and revise IMS’ prescribing information 

accordingly.  

In referencing Drugs@FDA, we note a subsequent approval for the RLD:  NDA 204640/S-009 approved on 

January 29, 2019 providing for a new indication, Hypotension associated with septic shock. 

The Discipline Review letter for ANDA 211880 is dated January 30, 2019, so I thought it would be best to 

double check which RLD labeling version we should indeed reference for the prescribing information, S-008 or 

S-009? 

Additionally, because S-008 also provides for updated vial and carton labels, can you please confirm whether 

these are the correct reference for IMS’ vial and carton labels for the side-by-side comparisons? 

Labeling’s response: 

I want to acknowledge that after the Discipline Review Letter was sent, RLD NDA 204640/S-009 was approved 

on January 29, 2019.  Supplement-009 should be used as the reference for the prescribing information.  In 

addition, new carton and container labels were approved with S-009 and those labels should be used for your 

side-by-side comparison.  These revisions included the display of the strength per total volume as the primary 

and prominent expression on the PDP of the label, followed in close proximity by strength/mL enclosed by 

parenthesis.  Please refer to the Guidance for Industry: Safety Considerations for Container Labels and Carton 

Labeling Design to Minimize Medication Errors at https://www.fda.gov/ucm/groups/fdagov-public/@fdagov-

drugs-gen/documents/document/ucm349009.pdf 
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3.3 MODEL CONTAINER LABELS 

Model container/carton/blister labels [Source: DARRTS S/009 Approval on January 29, 2019] 
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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 November 20, 2018 

ANDA Number(s) 211880 

Review Number 1 

Applicant Name International Medication Systems, Limited 

Established Name & Strength(s) 

[Add “(OTC)” after strength if applicable] 
Epinephrine Injection USP, 30 mg/30 mL (1 mg/mL), 

Multiple-Dose Vials 

Proposed Proprietary Name None 

Submission Received Date 
August 20, 2018 (Resubmission after RTR) 

June 14, 2018 (Original) 

Primary Labeling Reviewer Wan Lee, PharmD 

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 

†Theme - Choose an item. 

Justification for Major Deficiency - Choose an item. 

*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 Yes     No 

Acceptable for Filing Yes     No 
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        Combined Insert/Outsert Yes     No (If yes, indicate ANDA number) 
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TABLE OF CONTENTS 

1. LABELING COMMENTS 

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 
1.2 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 
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3.1 RX (PRESCRIPTION) DRUG PRODUCT 

3.1.1 RX: PRESCRIBING INFORMATION 

3.1.2 RX: MEDICATION GUIDE 

3.1.3 RX: OTHER PATIENT LABELING 

3.1.4 RX: CONTAINER LABEL 

3.1.5 RX: UNIT DOSE BLISTER LABEL 

3.1.6 RX: CARTON (OUTER OR SECONDARY PACKAGING) LABELING 

3.2 OTC (OVER THE COUNTER) DRUG PRODUCT 

3.2.1 OTC: LABELING THAT INCLUDES DRUG FACTS INFORMATION 

3.2.2 OTC: PATIENT LABELING 

3.3 CONTAINER/CLOSURE 
3.4 CALCULATIONS FOR CONTENTS AND VERIFICATION OF ALUMINUM CONTENT 
3.5 STRUCTURED PRODUCT LABELING (SPL) DATA ELEMENTS 

4. 
5. 
6. 

COMMENTS FOR OTHER DISCIPLINES 
SPECIAL CONSIDERATIONS 
OVERALL ASSESSMENT OF MATERIALS REVIEWED 
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1. LABELING COMMENTS 

1.1 LABELING DEFICIENCIES AND COMMENTS FOR LETTER TO APPLICANT 

Labeling Deficiencies determined on November 20, 2018, based on your submission(s) received 
August 20, 2018 and June 14, 2018: 

1. GENERAL COMMENTS 
a. The Orange Book has been updated with a new patent.  Address patent number 

10130592. 
b. Revise the alpha symbol, “α” throughout the labeling. 

2. CONTAINER LABEL 
a. Relocate “Rx Only” from the side panel to the bottom main panel and the NDC number 

to the top of the main panel. 
b. Please change (b) (4) to read “Usual Dosage”. 
c. Revise “9.0 mg sodium chloride,” to read “9 mg sodium chloride” (delete trailing “0”). 

For consistency, please revise in the PRESCRIBING INFORMATION as well. 
d. Add one of the qualifying statement on the labeling, (“Manufactured by ___”, “Marketed 

by___”, “Distributed by___”).  Please refer to 21 CFR 201.1(h)(5). 
e. Comment as to whether or not text appears on your cap/ferrule overseal.  USP standard 

prohibits the use of certain statements on the cap/ferrule overseal.  We refer you to the 

following address for additional information and guidance: 

https://www.uspnf.com/sites/default/files/usp_pdf/EN/USPNF/genChapter1Labeling.pdf 

3. CARTON LABELING 
a. See container label comments. 

b. To align with the RLD, add on the primary display panels the recommended statement, 

“Discard 30 days after initial use: Discard after __/__/__”. 
c. Add on the side panel above Dosage, “Note – Do not use the solution if it is colored or 

cloudy, or if it contains particulate matter.” 
d. Please relocate the “Rx Only” statement to appear opposite of the NDC on the same 

line or at the bottom of the principal display panel.  Please refer to the reference listed 
drug labeling. Please ensure that the NDC and Rx statement appear on the second 
and fourth panel. 

e. The expression of strength and established name should be the most prominent (e.g., 
bolding, boxing, highlighting, etc.). Decrease the prominence of the net quantity 
statement by deleting the color.  Relocate closer to the bottom of the panel using black 
font. 

f. We recommend decreasing the size of the purple half star image to avoid interference 
with the other text on the panel. 

4. PRESCRIBING INFORMATION 
a. We note that the most current model labeling approved for your proposed drug product 

is not being used according to 21 CFR 314.94 (8)(iv).  Refer to Drugs@FDA: FDA 
Approved Drug Products, NDA 204640/S-008 approved on August 9, 2017, and revise 
accordingly. 
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b. HIGHLIGHTS OF PRESCRIBING INFORMATION: Revise the limitation statement and 
title to read as follows: 

HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use 
EPINEPHRINE INJECTION, safely and effectively. See full prescribing 
information for EPINEPHRINE INJECTION. 

EPINEPRINE injection, for intramuscular and subcutaneous use 
Initial U.S. Approval: 1939 

c. FULL PRESCRIBING INFORMATION: 
3 DOSAGE FORMS AND STRENGTHS should read: “Epinephrine Injection, USP 1 
mg/mL, 30 mL solution in a multiple-dose amber glass vial.” Please revise. 

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. 

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 COMMENTS FOR LETTER TO APPLICANT WHEN LABELING IS ACCEPTABLE 

NA 

1.3 POST APPROVAL REVISIONS 

These comments will be addressed post approval (in the first labeling supplement review). 
None 

2. LABELING REVIEW INFORMATION 

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

If YES, please explain. 

Discussion about label carve-out between DLR and OGDP: NDA decided to remove the mydriasis indication 

due to lack of safety data for tartaric acid use intraocularly.  NDA submitted a citizen petition requesting 

FDA to refrain from approving any generic drug products that does not contain the same inactive ingredients. 

The CP was denied.  

This is not applicable to this proposed NDA as they are only proposing the multiple dose vial, 30 mL, 

indicated for emergency treatment of allergic reactions (Type 1), including anaphylaxis. 

Discussions pertaining to USP General Chapter <7> Labeling that single-entity drug products that can be 

expressed as a ratio (i.e., epinephrine, neostigmine and isoproterenol injections), shall be labeled only in 

terms of strength/mL. A ratio expression such as 1:1000 is an unacceptable format for single-entity drug 

products.  

Justification for approving ANDAs for single entity injection products epinephrine, neostigmine, 

isoproterenol without ration expression of strength if the RLD still labels its products with the ratio of 

strength. 

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

If YES, please explain. 

The proposed drug product contains sodium metabisulfite. 

Is the drug product listed in the Susceptibility Test Interpretive Criteria web page? NO 

Is there a mid-review cycle meeting (MRCM) task in Platform? NO 

If YES, what is the proposed agenda from DLR for MRCM? 

Click here to enter text. 

Is there a Product Development or Pre-ANDA Submission Project under the ANDA Program? NO 

If YES, review the meeting minutes and state the labeling impact, if any. 

Click here to enter text. 

2.2 MODEL LABELING 

2.2.1 MODEL PRESCRIBING INFORMATION/DRUG FACTS LABELING (OTC) 
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(b) (4)

Model container/carton/blister labels (Source: DARRTS ANRPT-1; February 12, 2015 (SDN 33); (USPI in 

the same submission indicating old formulation). 
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RECOMMENDATION 

☒ Approval 

☐ Complete Response-Minor 

☐ Complete Response-Major 

☐ Complete Response-Major-Facilities Only 
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Timely Consults and Early IR Checklist for Type II API DMFs 

Result: TCIR-NAI 

ANDA#: 211880 

Drug Product: EPINEPHRINE INJECTION 

DMF#: (b) (4)

DMF Subject (API name): EPINEPHRINE 

1. Does the Type II API DMF list any manufacturing facilities , critical intermediate facilities, 

or testing facilities for routine release or stability testing that are not listed in the facility 

profile and/or on the 356h form for the referencing ANDA? ☐Yes ☒No 

If yes, include the information identifying each facility and its function below: 

Facility Name and Address Function* FEI/DUNS# 

* CSN: Non-Sterile API by Chemical Synthesis 

CSS: Sterile API by Chemical Synthesis 

CSP: Chemical Sterilization 

CTL: Control Testing Laboratories 

CTB: Control Testing Laboratories “Also” 
CTX: Control Testing Laboratories “Also” (Drugs) 

CXA: Plant/Animal Extraction Purified API 

CFN: Non –Sterile API by Fermentation 

CFS: Sterile API by Fermentation 

Note: Add “-Critical Intermediate” to the appropriate manufacturing code if the site 

manufactures a critical intermediate. 

RBPM to include the following comment in the early-IR sent to the applicant: 

“Please note that there are [manufacturing facilities] [manufacturing facility (critical 

intermediate)] [and/or] [testing facilities performing routine release or stability testing] 

that are included in DMF [DMF#] for [API name] that were not included on your form 

356h. Please contact your DMF holder to resolve any discrepancies and clarify which 

DMF related facilities support your application. Please note that a revised 356h form will 

be required to add any new facilities to your application. The addition of a new facility or 
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new facilities may result in an extension of the performance goal date for your 

submission.” 

If a critical intermediate facility is identified, please select justification(s) from the 

following: 

☐ The intermediate is only X number of steps prior to the final API and the risk to 

DS quality cannot be adequately mitigated through the intermediate 

specification and thereby the facility warrants evaluation. 

☐ The intermediate route of synthesis involves unusual or complex chemistry 

which presents a risk to DS quality that cannot be adequately mitigated through 

the intermediate specification. 

☐ The drug substance is very complex and the intermediate route of synthesis 

introduces the most critical structural features and the risk to DS quality cannot 

be adequately mitigated through the intermediate specification. 

2. Does the DMF include any data (e.g. Ames study or cited literature studies) that requires 

a pharm/tox consult? 

☐Yes ☒No 

If yes, prepare the consult and send to DCR in Panorama and enter date sent below. 

Consult form date: 

3. After examining the labelling for the drug product: 

Is a DCR consult required to establish the Maximum Daily Dose (MDD)? ☐Yes ☒No 

Is a DCR consult required to establish the product use (i.e. duration and frequency of 

use, patient population)? ☐Yes ☒No 

The following question applies to drug products indicated for the treatment of cancer. 

Is a consult required to determine if the drug product is indicated for the treatment of 

advanced cancer in the context of ICH S9? ☐Yes ☒No 
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Is a DCR consult required to determine that the drug substance is carcinogenic? ☐Yes 

☒No 

If yes to any of the above prepare the appropriate consult and send to DCR in Panorama 

and enter date sent below. 

Consult form date: 

3 
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Timely Consults and Early IR Checklist for Type II API DMFs 

Result: TCIR-NAI 

ANDA#: 211880 

Drug Product: EPINEPHRINE INJECTION 

DMF#: (b) (4)

DMF Subject (API name): EPINEPHRINE 

1. Does the Type II API DMF list any manufacturing facilities , critical intermediate facilities, 

or testing facilities for routine release or stability testing that are not listed in the facility 

profile and/or on the 356h form for the referencing ANDA? ☐Yes ☒No 

If yes, include the information identifying each facility and its function below: 

Facility Name and Address Function* FEI/DUNS# 

* CSN: Non-Sterile API by Chemical Synthesis 

CSS: Sterile API by Chemical Synthesis 

CSP: Chemical Sterilization 

CTL: Control Testing Laboratories 

CTB: Control Testing Laboratories “Also” 
CTX: Control Testing Laboratories “Also” (Drugs) 

CXA: Plant/Animal Extraction Purified API 

CFN: Non –Sterile API by Fermentation 

CFS: Sterile API by Fermentation 

Note: Add “-Critical Intermediate” to the appropriate manufacturing code if the site 

manufactures a critical intermediate. 

RBPM to include the following comment in the early-IR sent to the applicant: 

“Please note that there are [manufacturing facilities] [manufacturing facility (critical 

intermediate)] [and/or] [testing facilities performing routine release or stability testing] 

that are included in DMF [DMF#] for [API name] that were not included on your form 

356h. Please contact your DMF holder to resolve any discrepancies and clarify which 

DMF related facilities support your application. Please note that a revised 356h form will 

be required to add any new facilities to your application. The addition of a new facility or 
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new facilities may result in an extension of the performance goal date for your 

submission.” 

If a critical intermediate facility is identified, please select justification(s) from the 

following: 

☐ The intermediate is only X number of steps prior to the final API and the risk to 

DS quality cannot be adequately mitigated through the intermediate 

specification and thereby the facility warrants evaluation. 

☐ The intermediate route of synthesis involves unusual or complex chemistry 

which presents a risk to DS quality that cannot be adequately mitigated through 

the intermediate specification. 

☐ The drug substance is very complex and the intermediate route of synthesis 

introduces the most critical structural features and the risk to DS quality cannot 

be adequately mitigated through the intermediate specification. 

2. Does the DMF include any data (e.g. Ames study or cited literature studies) that requires 

a pharm/tox consult? 

☐Yes ☒No 

If yes, prepare the consult and send to DCR in Panorama and enter date sent below. 

Consult form date: 

3. After examining the labelling for the drug product: 

Is a DCR consult required to establish the Maximum Daily Dose (MDD)? ☐Yes ☒No 

Is a DCR consult required to establish the product use (i.e. duration and frequency of 

use, patient population)? ☐Yes ☒No 

The following question applies to drug products indicated for the treatment of cancer. 

Is a consult required to determine if the drug product is indicated for the treatment of 

advanced cancer in the context of ICH S9? ☐Yes ☒No 
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Is a DCR consult required to determine that the drug substance is carcinogenic? ☐Yes 

☒No 

If yes to any of the above prepare the appropriate consult and send to DCR in Panorama 

and enter date sent below. 

Consult form date: 
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 

ANDA: 211880 

APPLICANT: International Medication Systems, Limited 

DRUG PRODUCT: Epinephrine Injection, EQ 1 mg Base/mL (30 mL Fill) 

The Division of Bioequivalence 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 additional concerns raised by 

chemistry, manufacturing and controls, microbiology, labeling, other scientific or regulatory 

issues or inspectional results 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, 

Hongling Zhang, Ph.D. 

Acting Director, Division of Bioequivalence II 

Office of Bioequivalence 

Office of Generic Drugs 

Center for Drug Evaluation and Research 



 

 

  

 

 

     

      

     

   

 

  

 
 

 

 
   

            

      

  

    

       

 

Outcome Page 

Completed Assignment for 211880 ID: 40323 

Reviewer: Mchumo, Rukia Date Completed: 

Verifier: , Date Verified: 

Division: Division of Bioequivalence 

Description: Epinephrine Injection, EQ 1 mg Base/mL (30 mL Fill) 

Items: 

Letter Productivity 
ID 

Date Category 

40323 9/23/2019 BIO 

40323 9/23/2019 Parallel 

Sub Category 

ANDA Amendment [1] 

Waiver Injectable (Per 

application) [1] 

Score Subtotal 

1 1 

1 1 

Total: 2 









 

  

   

     

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Consequently, International Medication Systems, Limited’s waiver of in vivo BE study 

requirements for the test product, Epinephrine Injection USP, EQ 1 mg Base/mL (30 mL 

Fill) cannot be granted at this time due to incomplete formulation information. 

The application is incomplete. 







 

 

           

  

  

 

 

 

  

  

    

 

   

 

 

  

  

  

   

 

 

 

 

   

  

 

 

  

 

 

 

     

      

    

 

   

NOTES TO THE REGULATORY PROJECT MANAGER (RPM): 

The deficiency letter in the current review SUPERSEDES the comments letter in the 

original bioequivalence (BE) review [GDRP: ANDA-211880-ORIG-1-RESUB-2, 

A211880N000DB-Review01-N08202018.docx, 5/21/2019. 

BIOEQUIVALENCE DEFICIENCY TO BE PROVIDED TO THE APPLICANT 

ANDA: 211880 

APPLICANT: International Medication Systems, Limited 

DRUG PRODUCT: Epinephrine Injection, EQ 1 mg Base/mL (30 mL Fill) 

The Division of Bioequivalence has completed its review and has identified the following 

deficiency: 

We have potential concerns about the qualitative and quantitative (Q1/Q2) sameness of 

your product to the reference listed drug (RLD) with respect to inactive ingredients. Please 

provide an updated Components and Composition table for your test product listing the 

specific amount of each inactive ingredient added, including for those excipients, which 

. If the proposed amount of any 

indicate how you calculated the specific amounts of each inactive ingredient added to your 

formulation and how you determined the function of each excipient. 

Sincerely yours, 

{See appended electronic signature page} 

Hongling Zhang, Ph.D. 

Acting Director, Division of Bioequivalence II 

Office of Bioequivalence 

Office of Generic Drugs 

Center for Drug Evaluation and Research 

ingredient in your formulation has a range, then it is recommended that you provide the 

proposed mean amount as well as upper and lower limits. In addition to the updated 

Components and Composition table, please provide information and documentation to 

(b) (4)



 

 

  

 

     

      

      

     

 

  

 
 

 

 
   

            

      

  

    

        

 

 

3 Completed Assignment for 211880 ID: 39941 

Reviewer: Mchumo, Rukia Date Completed: 

Verifier: , Date Verified: 

Division: Division of Bioequivalence 

Description: Epinephrine Injection, EQ 1 mg Base/mL (30 mL Fill) 

Items: 

ID 
Letter 

Date 

Productivity 

Category 
Sub Category Score Subtotal 

39941 8/20/2019 BIO Addendum [1] 1 1 

39941 8/20/2019 Parallel Addendum (not for Clarification 

or Error Correction) [1] 

1 1 

Total: 2 
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formulation was not withdrawn for safety and efficacy reasons, but to improve stability 

from (b) (4) to twenty-four months1. 

Per 21 CFR § 314.99 (b), the waiver of the requirements under 21 CFR §314.94(a)(9)(iii) 

can be waived for the current test product. 

Based on the information provided, the Division of Bioequivalence (DB) grants the 

waiver of in vivo BE study requirements for the test product, Epinephrine Injection USP, 

EQ 1 mg Base/mL (30 mL Fill) pursuant to 21 CFR 320.24(b)(6).  

The application is adequate with no deficiencies. 

1DARRTS, FRM-ADMIN-01 (Memorandum to File), dated 1/30/2019 

(https://darrts.fda.gov//darrts/faces/ViewDocument?documentId=090140af804d7e1b& afrRedirect=46988 

07132654926) 

Page 3 of 21 
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and effective if it were reintroduced to the market today.” The reviewer further states 

“based on the clinical review, there are no safety concerns with the post marketing 

commitment for leachables. I also looked at the approval of supplement 2 where the 

formulation was changed to add tartaric acid (b) (4) of this product. I do 

not believe this change was due to any safety issues of the old formulation but rather to 

extend the shelf life from (b) (4)  to 24 months.” 

Per 21 CFR § 314.99 (b), “An applicant may ask FDA to waive under this section any 

requirement that applies to the applicant under 314.92 through 314.99. The applicant must 

comply with the requirements for a waiver under 314.90. If FDA grants the applicant's 

waiver request with respect to a requirement under 314.92 through 314.99, the waived 

requirement will not constitute a basis for refusal to approve an ANDA under 314.127”. 

Based on the above information, and as per 21 CFR § 314.99 (b), the waiver of the 

requirements under 21 CFR § 314.94(a)(9)(iii) is granted to the test product that is not 

Q1/Q2 the same as the reformulated RLD, but the same as the original RLD; which is the 

case for the current test product. 

Therefore, the test product meets the criteria for waiver of in vivo BE study requirements 

and the waiver request is granted per 21 CFR 320.24(b)(6).   

4.2 Consult Reviews 

N/A 

Page 19 of 21 



 

   

 

 

 

  

 

  

  

     

 

   

 

 

    

        

    

       

    

 

 

 

 

  

 

 

 

    

     

    

 

   

BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 

ANDA: 211880 

APPLICANT: International Medication Systems, Limited 

DRUG PRODUCT: Epinephrine Injection, EQ 1 mg Base/mL (30 mL Fill) 

The Division of Bioequivalence 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 additional concerns raised by 

chemistry, manufacturing and controls, microbiology, labeling, other scientific or regulatory 

issues or inspectional results 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, 

{See appended electronic signature page} 

Ethan Stier, Ph.D. 

Director, Division of Bioequivalence II 

Office of Bioequivalence 

Office of Generic Drugs 

Center for Drug Evaluation and Research 

Page 20 of 21 
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4.3 Outcome Page 

ANDA 211880 

Date 
Reviewer: Mchumo, Rukia 

Completed: 

Verifier: , Date Verified: 

Division: Division of Bioequivalence 

Epinephrine Injection, EQ 1 mg Base/mL (30 mL 
Description: 

Fill) 

Items: 

ID 
Letter 

Date 

Productivity 

Category 
Sub Category Score Subtotal 

37827 8/20/2018 BIO ANDA Original [1] 1 1 

37827 8/20/2018 Parallel Waiver Injectable (Per 

application) [1] 

1 1 

37827 8/20/2018 Parallel Pre-Screening [0.25] 0.25 0.25 

37827 8 20/2018 Parallel Review of the Consult Response 

and Formal Consult to DB [1] 

1 1 

Total: 3.25 
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ANDA 211880 
AMENDMENT ACKNOWLEDGEMENT 

Standard 
Minor 

International Medication Systems, Limited 
1886 Santa Anita Ave 
South El Monte, CA 91733 
Attention: Gisela Sharp 

Senior Manager, Regulatory Affairs 

Dear Madam: 

This is in reference to your amendment received on January 27, 2020, submitted 
under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for 
Epinephrine Injection USP, 30 mg/30 mL (1 mg/mL), Multiple-Dose Vials. 

This amendment is subject to the provisions of the Generic Drug User Fee 
Amendments of 2017 (GDUFA II).  FDA has made an initial determination that this is a 
standard minor amendment.  The GDUFA goal date for review of this standard minor 
amendment is April 26, 2020. 

GDUFA II provides important program enhancements that are designed to improve the 
predictability and transparency of ANDA assessments and to minimize the number of 
review cycles necessary for approval, including fostering the development of high-
quality applications.  While FDA will communicate deficiencies identified during our 
assessment of your application, it is each applicant’s responsibility to submit and 
maintain a high-quality application that FDA can approve.  To this end, you should 
ensure your application addresses any changes to the RLD that occur after the 
submission of your ANDA, such as changes in labeling, patent or exclusivity 
information, or marketing status.  You should also ensure your application stays up to 
date with the Agency’s current recommendations on demonstrating bioequivalence 
reflected in relevant product specific guidances. 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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If you have any questions, contact Parth Soni, Regulatory Project Manager, at (301) 
796 - 7673. 

Sincerely, 

{See appended electronic signature page} 

For Parth Soni 
Regulatory Project Manager 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
U.S. Food and Drug Administration 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov


Lakeeta Digitally signed by Lakeeta Carr 
Date: 1/31/2020 09:17:11AMCarr 
GUID: 55c368af001e64633843f8960e43a933 



 
 

 

 

 
 
  
  
  
  

 
 

 
 

  
    
 

 
 

  

  
  

 

 
 

   
 
 

 
  

 
 

 
 

  
  

  
  

   
 

  
 

  

ANDA 211880 
COMPLETE RESPONSE 

International Medication Systems, Limited 
1886 Santa Anita Ave 
South El Monte, CA 91733 
Attention: Gisela Sharp 

Senior Manager, Regulatory Affairs 

Dear Madam: 

This is in reference to your abbreviated new drug application (ANDA) received for 
review on August 20, 2018, submitted pursuant to section 505(j) of the Federal Food, 
Drug, and Cosmetic Act (FD&C Act), for Epinephrine Injection USP, 30 mg/30 mL 
(1 mg/mL), Multiple-Dose Vials. 

We acknowledge receipt of the September 23, 2019 submission, which constituted a 
complete response to our September 13, 2019 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 

Drug Substance  

A revised USP monograph for Epinephrine became official on December 1, 2019. To 
comply with the revised USP monograph, please revise the drug substance 
specification, list of organic impurities and analytical methods, along with the method 
verification/equivalency studies, as appropriate. Please consult with the DMF holder, if 
necessary. To show compliance with the monograph, it is recommended to 
use/footnote the USP listed impurity names in the drug substance specification. 

DRUG PRODUCT / PROCESS / MICROBIOLOGY / FACILITY INSPECTION / 
BIOEQUIVALENCE / LABELING 

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 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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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.  To ensure you are aware of FDA’s recommendations for the most 
accurate, sensitive, and reproducible methodology to demonstrate bioequivalence (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/ucm 
075207.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 patents and 
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 

On December 20, 2019, Latham & Watkins LLP, on behalf of Par Sterile Products, LLC, 
submitted a citizen petition to FDA (Docket No. FDA-2019-P-6044) regarding Adrenalin 
approved under New Drug Applications (NDA) 204200 and 204640 and applications 
that reference Adrenalin as a reference listed drug (RLD). The issues raised by this 
petition are currently under review by the Agency, and FDA has not made a final 
decision on the issues the petition raises. The comments included in this 
communication reflect only our current thinking, and this communication does not 
represent a final decision by the Agency on the issues raised in the pending citizen 
petition. 

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: 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm
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RESUBMISSION 
MINOR 
COMPLETE RESPONSE AMENDMENT 
DRUG SUBSTANCE 

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 as 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. A partial response to this letter does not fulfill the requirements in 
21 CFR 314.110(b)(1) and therefore 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 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 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. 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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GDUFA II provides important program enhancements that are designed to improve 
the predictability and transparency of ANDA assessments and to minimize the number 
of review cycles necessary for approval, including by fostering the development of 
high-quality applications.  While FDA will communicate deficiencies identified during our 
assessment of your application, it is each applicant’s responsibility to submit and 
maintain a high-quality application that FDA can approve. To this end, you should 
ensure your application addresses any changes to the RLD that occur after submission 
of your ANDA, such as changes in labeling, patent or exclusivity information, or 
marketing status.  You should also ensure you stay up to date with the Agency’s current 
thinking on topics through guidances for industry, including product-specific guidances. 

If you have any questions, call Parth Soni, PharmD, Regulatory Project Manager, 
Division of Project Management, at (301) 796-7673. 

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 by the Generic Drug User Fee Amendments of 2017 
(GDUFA II) (Public Law 115-52, Title III). 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov


Mandy Digitally signed by Mandy Kwong 
Date: 1/23/2020 12:05:45PMKwong 
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ANDA 211880 
AMENDMENT ACKNOWLEDGEMENT 

Standard 
Minor 

International Medication Systems, Limited 
1886 Santa Anita Avenue 
South El Monte, CA 91733 
Attention: Gisela Sharp 

Senior Manager, Regulatory Affairs 

Dear Madam: 

This is in reference to an amendment to the Drug Master File (DMF) (b) (4)  received 
on October 25, 2019, which is referenced in your abbreviated new drug application 
(ANDA) submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act 
(FD&C Act), for Epinephrine Injection USP, 30 mg/30 mL (1 mg/mL), Multiple-Dose 
Vials. 

This amendment is subject to the provisions of the Generic Drug User Fee 
Amendments of 2017 (GDUFA II).  FDA has made an initial determination that this is a 
standard minor amendment.  The GDUFA goal date for review of this standard minor 
amendment is January 24, 2020. 

GDUFA II provides important program enhancements that are designed to improve 
the predictability and transparency of ANDA assessments and to minimize the 
number of review cycles necessary for approval, including fostering the development of 
high-quality applications.  While FDA will communicate deficiencies identified during our 
assessment of your application, it is each applicant’s responsibility to submit and 
maintain a high-quality application that FDA can approve. To this end, you should 
ensure your application addresses any changes to the RLD that occur after the 
submission of your ANDA, such as changes in labeling, patent or exclusivity 
information, or marketing status.  You should also ensure your application stays up to 
date with the Agency’s current recommendations on demonstrating bioequivalence 
reflected in relevant product specific guidances. 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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If you have any questions, contact Parth Soni, PharmD, Regulatory Project Manager, at 
(301) 796-7673. 

Sincerely, 

{See appended electronic signature page} 

Parth Soni, PharmD  
Regulatory Project Manager 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
U.S. Food and Drug Administration 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov


Parth Digitally signed by Parth Soni 
Date: 11/04/2019 04:51:05PMSoni 
GUID: 5aa056d80038df3ddee2bdb6593c87c4 



     
    

 

 

 
  

 
 

  
 

 
 

  
    
  
  

 
  

   
 

      
  

 
  

    
 

  
  

   
 

   
   

 
 

  
    

 
  

  

ANDA 211880 
AMENDMENT ACKNOWLEDGEMENT 

Standard 
Minor 

International Medication Systems, Limited 
1886 Santa Anita Avenue 
South El Monte, CA 91733 
Attention: Gisela Sharp 

Senior Manager, Regulatory Affairs 

Dear Madam: 

This is in reference to your amendment received on September 23, 2019, submitted 
under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for 
Epinephrine Injection USP, 30 mg/30 mL (1 mg/mL), Multiple-Dose Vials. 

This amendment is subject to the provisions of the Generic Drug User Fee 
Amendments of 2017 (GDUFA II).  FDA has made an initial determination that this is a 
standard minor amendment. The GDUFA goal date for review of this standard minor 
amendment is December 22, 2019. 

GDUFA II provides important program enhancements that are designed to improve 
the predictability and transparency of ANDA assessments and to minimize the number 
of review cycles necessary for approval, including fostering the development of 
high-quality applications. While FDA will communicate deficiencies identified during 
our assessment of your application, it is each applicant’s responsibility to submit and 
maintain a high-quality application that FDA can approve. To this end, you should 
ensure your application addresses any changes to the RLD that occur after the 
submission of your ANDA, such as changes in labeling, patent or exclusivity 
information, or marketing status. You should also ensure your application stays up to 
date with the Agency’s current recommendations on demonstrating bioequivalence 
reflected in relevant product specific guidances. 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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If you have any questions, contact Parth Soni, Regulatory Project Manager, 
at (301) 796-7673. 

Sincerely, 

{See appended electronic signature page} 

Parth Soni, PharmD  
Regulatory Project Manager 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
U.S. Food and Drug Administration 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov


Parth Digitally signed by Parth Soni 
Date: 9/24/2019 10:44:03AMSoni 
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ANDA 211880 
COMPLETE RESPONSE 

International Medication Systems, Limited 
1886 Santa Anita Avenue 
South El Monte, CA 91733 
Attention: Gisela Sharp 

Senior Manager, Regulatory Affairs 

Dear Madam: 

This is in reference to your abbreviated new drug application (ANDA) received for 
review on August 20, 2018, submitted pursuant to section 505(j) of the Federal Food, 
Drug, and Cosmetic Act (FD&C Act), for Epinephrine Injection USP, 30 mg/30 mL 
(1 mg/mL), Multiple-Dose Vials. 

We acknowledge receipt of the June 14, 2019 submission, which constituted a complete 
response to our May 30, 2019 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. 

BIOEQUIVALENCE 

We have potential concerns about the qualitative and quantitative (Q1/Q2) sameness 
of your product to the reference listed drug (RLD) with respect to inactive ingredients. 
Please provide an updated Components and Composition table for your test product 
listing the specific amount of each inactive ingredient added, including for those 
excipients, which .  If the proposed (b) (4)

amount of any ingredient in your formulation has a range, then it is recommended that 
you provide the proposed mean amount as well as upper and lower limits.  In addition to 
the updated Components and Composition table, please provide information and 
documentation to indicate how you calculated the specific amounts of each inactive 
ingredient added to your formulation and how you determined the function of each 
excipient. 

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 aware of FDA’s recommendations for the most 
accurate, sensitive, and reproducible methodology to demonstrate bioequivalence 
(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: 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm 
075207.htm. 

DRUG SUBSTANCE / DRUG PRODUCT / PROCESS / MICROBIOLOGY / 
FACILITY INSPECTION / LABELING 

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. 

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 patents and 
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 
BIOEQUIVALENCE 

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 as 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. A partial 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm
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response to this letter does not fulfill the requirements in 21 CFR 314.110(b)(1) and 
therefore 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 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 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. 

GDUFA II provides important program enhancements that are designed to improve the 
predictability and transparency of ANDA assessments and to minimize the number of 
review cycles necessary for approval, including by fostering the development of 
high-quality applications. While FDA will communicate deficiencies identified during our 
assessment of your application, it is each applicant’s responsibility to submit and 
maintain a high-quality application that FDA can approve. To this end, you should 
ensure your application addresses any changes to the RLD that occur after submission 
of your ANDA, such as changes in labeling, patent or exclusivity information, or 
marketing status.  You should also ensure you stay up to date with the Agency’s current 
thinking on topics through guidances for industry, including product-specific guidances. 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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If you have any questions, call Parth Soni, Regulatory Project Manager, Division of 
Project Management, at (301) 796-7673. 

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 by the Generic Drug User Fee Amendments of 2017 
(GDUFA II) (Public Law 115-52, Title III). 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 

www.fda.gov
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ANDA 211880 
INFORMATION REQUEST 

International Medication System Limited 
1886 Santa Anita Avenue 
South El Monte, CA 91733 
Attention: Gisela Sharp 

Senior Manager, Regulatory Affairs 

Dear Madam: 

This letter is in reference to your abbreviated new drug application (ANDA) received for review 
on August 20, 2019, submitted pursuant to section 505(j) of the Federal Food, Drug, and 
Cosmetic Act (FD&C Act) for Epinephrine Injection USP, 1 mg (base)/mL. 

We also refer to your June 14, 2019 submission, containing your response to our complete 
response letter. 

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 26, 2019, in 
order to continue our evaluation of your ANDA. 

Comments and information requests: 

A. Drug Product 
1. A revised USP monograph for Epinephrine will become official on December 1, 2019. 

Please acknowledge that you will update the drug substance specification and analytical 
methods, along with their method verification/equivalency studies, as appropriate, to 
comply with the revised USP monograph once it becomes official. 

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 

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

www.fda.gov
http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm
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If you have any questions, please contact Suzan Ghodasara, Regulatory Business Process 
Manager, at (301) 796 - 7164. 

Sincerely, 

{See appended electronic signature page} 

Suzan Ghodasara 
Regulatory Business Process Manager 
Office of Program and Regulatory Operations 
Office of Pharmaceutical Quality 
Center for Drug Evaluation and Research 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov Page 2 of 2 

www.fda.gov


Suzan Digitally signed by Suzan Ghodasara 
Date: 8/22/2019 02:53:50PMGhodasara 
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ANDA 211880 
AMENDMENT ACKNOWLEDGEMENT 

Priority 
Minor 

International Medication System Limited 
1886 Santa Anita Avenue 
South El Monte, CA 91733 
Attention: Gisela Sharp 

Senior Manager, Regulatory Affairs 

Dear Madam: 

This is in reference to your amendment received on June 14, 2019, submitted under section 
505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), for Epinephrine Injection USP, 
30 mg/30 mL (1 mg/mL), Multiple-Dose Vials. 

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 September 13, 2019. 

If you have any questions, contact Parth Soni, Regulatory Project Manager, at (301) 796-7673. 

Sincerely, 

{See appended electronic signature page} 

Parth Soni, PharmD 
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 

www.fda.gov
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LABELING 

1. CONTAINER LABEL 

To prevent cluttering of the PDP, decrease the size of the half star. To increase contrast, 
consider using a white background with black letters. In addition, for (b) (4)

boxing the strength statement and for the half star. Please refer to the color scheme in your 
carton labeling. 

2. CARTON LABELING 

We acknowledge your modifications on the net quantity statement. However, we 
recommend increasing the prominence of the expression of strength (e.g., boxing, 
highlighting, etc.). 

3. PRESCRIBING INFORMATION 

a. We stated in our DRL letter dated January 30, 2019, and via an email correspondence 
on February 7, 2019, that the most current model labeling approved for your proposed 
drug product is not being used according to 21 CFR 314.94 (8)(iv). Refer to 
Drugs@FDA: FDA Approved Drug Products, NDA 204640/S-009 approved on January 
29, 2019, and revise accordingly. Since the new indication “to increase mean arterial 
blood pressure in adult patients with hypotension associated with septic shock” does not 
contain protected patents or exclusivities, please retain this information in your labeling. 

b. To be consistent with the RLD, please note that sections or subsections of labeling that 
are identified as containing recent major changes (RMC) must be highlighted in the full 
prescribing information by the inclusion of a vertical line on the left edge of the new or 
modified text. We refer you to 21 CFR 201.57(d)(9). In addition, change the dates in the 
RMC to “01/2019”. Please refer to the RLD. 

c. DOSAGE FORMS AND STRENGTHS: Include “glass” to read “…dose amber glass 
vial.” to be consistent with the RLD and in the HOW SUPPLIED section. 

d. HOW SUPPLED/STORAGE AND HANDLING: Remove . (b) (4)

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 your last submitted labeling with all differences annotated and explained. 
We also advise that you only address the deficiencies noted in this communication. 

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. 

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

www.fda.gov 

www.fda.gov
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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. 

PROCESS/MICROBIOLOGY/FACILITY INSPECTION/BIOEQUIVALENCE 

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. 
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. 

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/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. 

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

www.fda.gov 

www.fda.gov
https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075207
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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 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 Lauren Moulder, Regulatory Project Manager, Division of Project 
Management, at (301) 796-0212. 

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). 

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

www.fda.gov 

www.fda.gov




 

 

 
  

   
 

 
 
 

 
 

  
                 
 

 
 

    
     

   
 

 
 

 
 

        
   

 
  

      

    

 

  

 

  

 

 

ANDA 211880 
DISCIPLINE REVIEW LETTER 

International Medication Systems, Limited 
1886 Santa Anita Avenue 
South El Monte, CA 91733 

Attention: Gisela Sharp 
Senior Manager, Regulatory Affairs 

Dear Ms. Sharp: 

This letter is in reference to your abbreviated new drug application (ANDA) received for 
review on August 20, 2018, submitted pursuant to section 505(j) of the Federal Food, 
Drug, and Cosmetic Act (FD&C Act) for Epinephrine Injection USP, 30 mg/30 mL 
(1mg/mL) multiple-dose vials. 

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

We have concluded the Quality review of this ANDA and have identified the following 
initial deficiencies: 

A. Drug substance 

1. DMF# for epinephrine has been reviewed and found inadequate. The 

DMF holder, 

(b) (4)

(b) (4) has been notified of any 

deficiencies. Please work with your DMF holder to resolve any issues with the 

DMF in a timely manner. Please be aware that the quality review of the ANDA 

cannot be fully completed until all DMF deficiencies are adequately resolved. 

Please consult with your DMF holder and provide the updated relevant drug 

substance sections (e.g., specification, method validation/verification) for further 

Agency evaluation. 

2. 
(b) (4)

U.S. Food & Drug Administration 
10903 New  Hampshire Avenue 

Silver Spring, MD 20993 

w ww.fda.gov 
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If you respond to these issues during this review cycle, depending on the timing of your 
response, we may not be able to consider your response before taking action on your 
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, please contact Suzan Ghodasara, Regulatory Business 
Process Manager, at suzan.ghodasara@fda.hhs.gov or (301) 796-7164. 

Sincerely, 

{See appended electronic signature page} 

Suzan Ghodasara 
Regulatory Business Process Manager 
Office of Program and Regulatory Operations 
Office of Pharmaceutical Quality 
Center for Drug Evaluation and Research 

U.S. Food & Drug Administration 
10903 New  Hampshire Avenue 

Silver Spring, MD 20993 

w ww.fda.gov 

mailto:suzan.ghodasara@fda.hhs.gov
www.fda.gov/ectd
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ANDA 211880 
DISCIPLINE REVIEW LETTER 

No Comments 

International Medication Systems, Limited 
11570 6th Street 
Rancho Cucamonga, CA 91730 
Attention: Gisela Sharp 

Dear Gisela Sharp: 

This letter is in reference to your abbreviated new drug application (ANDA) received for 
review on August 20, 2018, submitted pursuant to section 505(j) of the Federal Food, 
Drug, and Cosmetic Act (FD&C Act) for Epinephrine Injection USP, 30 mg/30 mL 
(1mg/mL) multiple-dose vials. 

We have completed the bioequivalence review of this ANDA and have not identified any 
possible deficiencies at this time. 

Please note that we are providing these preliminary thoughts on possible deficiencies to 
you before a complete review of your entire application. As contemplated in the 
GDUFA II Commitment Letter1, these possible deficiencies do not reflect a complete 
review of your application and should not be construed as such.  In addition, these 
possible deficiencies do not necessarily reflect input from supervisory levels.  You 
should be aware that these deficiencies may be modified as we complete our review. 

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, please contact Eva Chan, Bioequivalence Project Manager, 
at Eva.Chan@fda.hhs.gov or 240-402-9648. 

Sincerely, 

{See appended electronic signature page} 

1 The term “GDUFA II Commitment Letter” refers to the GDUFA Reauthorization Performance Goals and Program 
Enhancements Fiscal Years 2018-2022 (available at: 

https://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM525234.pdf). 
U.S. Food & Drug Administration 
10903 New  Hampshire Avenue 

Silver Spring, MD 20993 

w ww.fda.gov 

https://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM525234.pdf
mailto:Eva.Chan@fda.hhs.gov
www.fda.gov/ectd
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Eva Chan, Pharm.D. 
OFFICE OF BIOEQUIVALENCE 
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 

w ww.fda.gov 



Eva Digitally signed by Eva Chan 
Date: 2/01/2019 12:58:32PMChan 
GUID: 5501aef7000701abf42f6a9736a5c4cd 



\ ; : :: i'f-
f .J«

.,...-� li1 U.S. FOOD & DRUG 
ADM IN ISTRA TIO N 

ANDA 211880 

DISCIPLINE REVIEW LETTER 

International Medication Systems, Limited 
1886 Santa Anita Avenue 
South El Monte, CA 91733 

Attention: Gisela Sharp 
Senior Manager, Regulatory Affairs 

Dear Ms. Sharp: 

This communication is in reference to your abbreviated new drug application (ANDA) 
dated June 14, 2018, submitted pursuant to Section 505U) of the Federal Food, Drug, 
and Cosmetic Act for Epinephrine Injection USP, 30 mg/30 ml (1 mg/ml), Multiple­
Dose Vials. 

We have completed the Labeling review of this ANDA and have the following 
preliminary thoughts on possible deficiencies: 

LABELING DEFICIENCIES: 

Labeling Deficiencies determined on November 20, 2018, based on your 
submission(s) received August 20, 2018 and June 14, 2018: 

1. GENERAL COMMENTS 
a. The Orange Book has been updated with a new patent. Address patent 

number 1 Ol 3059�. 
b. Revise the alpha symbol, "a" throughout the labeling. 

2. CONTAINER LABEL 
a. Relocate "Rx Only" from the side panel to the bottom main panel and the 

NOC number to the top of the main panel.
<bllll

b. Please change to read "Usual Dosage". 
c. Revise "9.0 mg sodium ctilori e," to reaa ''9 mg soaIum ctiloriae" (delete 

trailing "O"). For consistency, please revise in the PRESCRIBING 
INFORMATION as well. 

d. Add one of the qualifying statement on the labeling, ("Manufactured by 
_", "Marketed by_", "Distributed by_"). Please refer to 21 CFR 
201.1 (h)(5). 

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

www.fda.gov
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e. Comment as to whether or not text appears on your cap/ferrule overseal.  
USP standard prohibits the use of certain statements on the cap/ferrule 
overseal.  We refer you to the following address for additional information 
and guidance: 
https://www.uspnf.com/sites/default/files/usp_pdf/EN/USPNF/genChapter1 
Labeling.pdf 

3. CARTON LABELING 
a. See container label comments. 
b. To align with the RLD, add on the primary display panels the 

recommended statement, “Discard 30 days after initial use:  Discard after 
__/__/__”. 

c. Add on the side panel above Dosage, “Note – Do not use the solution if it 
is colored or cloudy, or if it contains particulate matter.” 

d. Please relocate the “Rx Only” statement to appear opposite of the NDC on 
the same line or at the bottom of the principal display panel.  Please refer 
to the reference listed drug labeling.  Please ensure that the NDC and Rx 
statement appear on the second and fourth panel. 

e. The expression of strength and established name should be the most 
prominent (e.g., bolding, boxing, highlighting, etc.).  Decrease the 
prominence of the net quantity statement by deleting the color.  Relocate 
closer to the bottom of the panel using black font. 

f. We recommend decreasing the size of the purple half star image to avoid 
interference with the other text on the panel. 

4. PRESCRIBING INFORMATION 
a. We note that the most current model labeling approved for your proposed 

drug product is not being used according to 21 CFR 314.94 (8)(iv).  Refer 
to Drugs@FDA: FDA Approved Drug Products, NDA 204640/S-008 
approved on August 9, 2017, and revise accordingly. 

b. HIGHLIGHTS OF PRESCRIBING INFORMATION:  Revise the limitation 
statement and title to read as follows: 

HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to 
use EPINEPHRINE INJECTION, safely and effectively. See full 
prescribing information for EPINEPHRINE INJECTION. 

EPINEPRINE injection, for intramuscular and subcutaneous 
use 
Initial U.S. Approval: 1939 

c. FULL PRESCRIBING INFORMATION: 

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

www.fda.gov
https://www.uspnf.com/sites/default/files/usp_pdf/EN/USPNF/genChapter1
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3 DOSAGE FORMS AND STRENGTHS should read: “Epinephrine 
Injection, USP 1 mg/mL, 30 mL solution in a multiple-dose amber glass 
vial.”  Please revise. 

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. 

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. 

If you would like to respond to these possible deficiencies before the end of this review-
cycle, we request a complete written response no later than February 13, 2019. We will 
not process or review a partial response.  Facsimile or e-mail responses will also not be 
accepted.  Prominently identify the submission with the following wording in bold capital 
letters at the top of the first page of the submission: 

DISCIPLINE REVIEW LETTER 
LABELING 

If you do not submit a complete written response by February 13, 2019, these possible 
deficiencies may be incorporated in a complete response letter.  

Please note that we are providing these preliminary thoughts on possible deficiencies to 
you before a complete review of your entire application.  As contemplated in the 
GDUFA II Commitment Letter1, these possible deficiencies do not reflect a complete 
review of your application and should not be construed as such.  In addition, these 
possible deficiencies do not necessarily reflect input from supervisory levels.  You 
should be aware that these deficiencies may be modified as we complete our review. 

If you respond to these issues during this review cycle, depending on the timing of your 
response, we may not be able to consider your response before taking action on your 

1 The term “GDUFA II Commitment Letter” refers to the GDUFA Reauthorization Performance Goals and 
Program Enhancements Fiscal Years 2018-2022 (available at: 
https://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM525234.pdf). 
U.S Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD  20993 
www.fda.gov 

www.fda.gov
https://www.fda.gov/downloads/ForIndustry/UserFees/GenericDrugUserFees/UCM525234.pdf
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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, please contact Juliette Larmie-Gyamfi, Labeling Project 
Manager, at Juliette.Larmie-Gyamfi@fda.hhs.gov.  

Sincerely, 
Digitally signed by Juliette N.Juliette N. Larmie-gyamfi -A 
DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People,Larmie- 0.9.2342.19200300.100.1.1=200169 
5466, cn=Juliette N. Larmie-gyamfi 
-Agyamfi -A Date: 2019.01.30 14:52:49 -05'00' 

Juliette Larmie-Gyamfi, Pharm.D. 
Labeling Project Manager 
Division of Labeling Review 
Office of Regulatory Operations 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

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

www.fda.gov
https://2019.01.30
mailto:Juliette.Larmie-Gyamfi@fda.hhs.gov
www.fda.gov/ectd
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INFORMATION REQUEST / TCIR 

International Medication Systems, Limited 

ATTENTION: Gisela Sharp 
Senior Manager, Regulatory Affairs 
11570 6th Street 

Rancho Cucamonga, CA 91730 

Dear Madam: 

Please refer to your Abbreviated New Drug Application (ANDA) dated June 14, 2018, 
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the 

Act) for Epinephrine Injection USP, 1 mg (base)/mL. 

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 30 days, in order to continue our evaluation of your ANDA. 

Comments and information requests: 
A. Process 

U.S. Food & Drug Administration 
10903 New  Hampshire Avenue 

Silver Spring, MD 20993 

w ww.fda.gov 

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

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 Suzan Ghodasara, Regulatory Business 
Process Manager, at (301) 796-7164. 

Sincerely, 

{See appended electronic signature page} 

Suzan Ghodasara 

Regulatory Business Process Manager 
Office of Program and Regulatory Operations 

Office of Pharmaceutical Quality 
Center for Drug Evaluation and Research 

U.S. Food & Drug Administration 
10903 New  Hampshire Avenue 

Silver Spring, MD 20993 

w ww.fda.gov 

http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/default.htm


Suzan Digitally signed by Suzan Ghodasara 
Date: 10/23/2018 10:45:17AMGhodasara 
GUID: 5a85f77e000ee9ee78ef5d8694ea04bb 





    
     

    
 

  

  
 

    
   

    
    

    

  

             
           

         

          

 
 

                
               

             
             

             

            
             

              
              

             
          

           
 

            
          
        

    
 

            
         

          
           

             
    

ANDA 211880 
REFUSE-TO-RECEIVE 

International Medication Systems Ltd 
11570 6th Street 
Rancho Cucamonga, CA 91730 
Attention: Gisela Sharp 

Dear Gisela Sharp: 

This is in reference to your abbreviated new drug application (ANDA) dated June 13, 2018 
submitted under section 505(j) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) for 
Epinephrine Injection USP, 30 mg/30 mL (1mg/mL) multiple-dose vials. 

We refuse-to-receive this ANDA under 21 CFR 314.101 for the following reasons: 

Major deficiencies: 

1. You have failed to provide a drug product that is qualitatively and quantitatively the same 
as the reference listed drug (RLD). Pursuant to 21 CFR 314.94(a)(9)(iii), a drug product 
intended for parenteral use shall contain the same inactive ingredients and in the same 
concentration as the RLD. However, an applicant may seek approval of a parenteral 
product if it differs from the RLD only in preservative, buffer, or antioxidant. 

We acknowledge that your drug product is qualitatively and quantitatively the same as 
the original reference listed drug (RLD). However, from the information provided in your 
cover letter and basis of submission statement, it does not appear that you wish to seek 
approval of a previously approved formulation of the RLD and for which the Agency has 
not made a determination that the formulation was not withdrawn for reasons of safety or 
effectiveness. Therefore, you must submit the following additional information in order 
for the ANDA to be sufficiently complete to permit a substantive review: 

 A request under 21 CFR 314.99(b) asking that the Agency waive the requirements 
found at 21 CFR 314.94(a)(9)(iii) to permit approval of your proposed formulation, 
which is qualitatively(Q1) and quantitatively(Q2) different from the currently 
approved RLD formulation. 

 Consistent with the requirements for a waiver under 21 CFR 314.90 and 21 CFR 
314.99, you should also submit supporting documentation for the waiver request, 
including information that identifies and characterizes the differences in formulation 
between your proposed product and the currently approved formulation of the RLD, 
and which demonstrates that the differences do not affect the safety or efficacy of 
the proposed drug product. 

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

www.fda.gov


  
  
  

    
     

    
     

           
 

 
 

          
        

           
              

           

       
 

            
 

            
           

 
            

          
 

           
              

      
            

          
         

             
            
           

       
           

        
 

          
           

           
            
           

             
           

            
         
             

            
          

          
              
               

ANDA 211880 

2. The stability data provided in your submission is incomplete. 

. However, in accordance with the guidances for industry on ANDA 

(b) (4)

Submissions – Refuse-to-Receive Standards (December 2016, Rev. 2) and ANDAs: 
Stability Testing of Drugs Substances and Products, Questions and Answers (May 
2014), if accelerated data show a significant change or failure of any attribute in one or 
more batches, an applicant should submit intermediate data for all three batches. 

In addition, please address the following minor deficiencies: 

1. In module 1.3.5, provide an exclusivity statement to indicate your marketing intentions. 

2. In module 3.2.P.3.1, ensure the contact person address and phone number listed for 
your drug product manufacturer correlates with the information listed in FDA Form 356h. 

3. In module 3.2.P.5.3, provide the Sample Statement of Availability and Identification for 
the drug product. Ensure to include the drug product name. 

4. Documents submitted electronically should follow all published eCTD specifications and 
FDA guidances including those on the CDER eCTD web page, which is located at: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirement 
s/ElectronicSubmissions/ucm153574.htm. There are documents within your submission 
that do not conform to the standards outlined in the specifications or guidance 
recommendations that affect the display and/or reviewability of the ANDA. The 
highlighted examples do not comprise an exhaustive list. It is incumbent upon the 
applicant to ensure that all documents conform to the listed standards, which includes 
utilizing the appropriate operation attribute in managing each individual file (e.g., not 
creating duplicate files) in a submission. Any questions regarding the technical 
component of the electronic submission and preparing your corrective 
submission should be directed to CDER ESUB at esub@fda.hhs.gov. The following 

issues regarding eCTD specifications and guidances were found: 

a. There are issues where documents do not contain adequate, descriptive 
bookmarks and/or hypertext links. A table of contents (TOC), hypertext links 

and bookmarks provide essential navigation through PDF documents. Include a 
hypertext linked TOC and bookmarks in documents 5 pages or longer. The 
document TOC helps the reviewer navigate to the information of interest within 
the document that is not provided in the submission table of contents. For 
documents with a table of contents, provide bookmarks and hypertext links for 
each item listed in the table of contents including tables, figures, publications, 
references, and associated appendices that are essential for navigation through 
documents. Make the bookmark hierarchy identical to the table of contents; up 
to four levels deep in the hierarchy. Furthermore, when creating bookmarks and 
hypertext links, choose the magnification setting “Inherit Zoom” so that the 
destination page displays at the same magnification level that the reviewer is 
using for the rest of the document. Hypertext links that open a file or document 
should be set to open the file or document in a new window. See the document 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov Page 2 of 4 

www.fda.gov
mailto:esub@fda.hhs.gov
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirement
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entitled Portable Document Format (PDF) Specifications(at pg. 5-6), located at, 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmi 
ssionRequirements/ElectronicSubmissions/UCM163565.pdf, and the technical 
specification document, M2 eCTD: Electronic Common Technical Document 
Specification (at pg. 7-4) located at: 
http://estri.ich.org/eCTD/eCTD Specification v3 2 2.pdf incorporated by 
reference into the guidance for industry Providing Regulatory Submissions in 
Electronic Format – Certain Human Pharmaceutical Product Applications and 
Related Submissions Using the eCTD Specifications. An example of such 
issue is: 

i. Module 1.14.3.1, “Annotated Side-by-Side Package Insert Comparison” 

In response to this refuse-to-receive letter, you may either: 1) withdraw your ANDA under 21 
CFR 314.99, 2) correct the deficiencies and resubmit the ANDA using the same ANDA number, 
or 3) take no action, in which case FDA may consider the ANDA withdrawn after one year. See 
21 CFR 314.101(b)(3). 

For more information, please refer to the guidance for industry on ANDA Submissions – Refuse-
to-Receive Standards (Rev. 2, December 2016) and the related refuse-to-receive guidances 
available on FDA’s website at 
https://www.fda.gov/RegulatoryInformation/Guidances/default.htm.1 In accordance with section 
744B(a)(3)(D) of the FD&C Act, you are eligible to receive a refund of 75% of the filing fee for 
this application. To initiate the refund, please e-mail the Division of User Fee Management and 
Budget Formulation at CDERcollections@fda.hhs.gov with your Tax ID number (required for all 
domestic companies) or DUNS number (required for all foreign companies), and the address 
where the refund is to be sent. Please note that the Tax ID number or the DUNS number is 
required, and FDA cannot process a refund without it. If no refund is requested, FDA will 
process the refund in a timely manner as long as all required information is available. 

Submission of a response to the refuse-to-receive letter will be subject to the same filing fee as 
a new ANDA, under section 744B(a)(3)(E) of the FD&C Act. We will not process and review a 
partial response. If you submit a partial response to this refuse-to-receive letter that does not 
address all deficiencies listed herein, we will refuse-to-receive any amended application at the 
time of the partial response. 

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 elect to correct the deficiencies and resubmit the ANDA and wish to discuss payment 
options, or have user fee payment inquiries, e-mail CDERcollections@fda.hhs.gov for 
assistance. If you have concerns regarding the content of this letter, you should contact the 
Division of Filing Review via e-mail at DFRsupervisor@fda.hhs.gov2 within seven calendar days 

of the date of this letter and before you submit a response that addresses any deficiencies 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov Page 3 of 4 

www.fda.gov
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http://estri.ich.org/eCTD/eCTD
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmi
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noted in this correspondence. We also recommend that you sign up for Generic Drug e-mail 
updates,3 which provide updates and information generally related to generic drug regulation. 

Sincerely, 

{See appended electronic signature page} 

for Johnny Young, M.A. 
Director 
Division of Filing Review 
Office of Regulatory Operations 
Office of Generic Drugs 

1 We update guidances periodically. To make sure you have the most recent version ofa guidance, check the FDA 
Drugs guidanceWeb site at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm. 
2 A secure email address is recommended for applicants to utilize when communicating with the Agency. If you have 
not alreadyestablished a secure email with FDA,you maysend a request for a secure email address to 
SecureEmail@fda.hhs.gov. Please note that secure email maynotbe used for formal regulatorysubmissions to 
applications. Formal regulatorysubmissions mustbe submitted according to FDA regulations and currentguidances. 
3 http://go.fda.gov/subscriptionmanagement 

U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
www.fda.gov Page 4 of 4 
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Ilinca Digitally signed by Ilinca Duveau 
Date: 8/09/2018 09:51:46AMDuveau 
GUID: 53b44d7d000131fd11df4744f93d2705 




