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DEPARTMENT OF HEALTH & HUMAN SERVICES 

Food and Drug Administration 
Silver Spring, MD 20993 

ANDA 202093 

Watson Laboratories, Inc. - Florida
Attention: Janet Vaughn

Director, Regulatory Affairs
4955 Orange Drive
Fort Lauderdale, FL 33314 

Dear Madam: 

This is in reference to your abbreviated new drug application
(ANDA) dated July 23, 2010, submitted pursuant to section 505(j) 
of the Federal Food, Drug, and Cosmetic Act (the Act), for 
Tranexamic Acid Tablets, 650 mg. 

Reference is also made to the tentative approval letter issued 
by this office on February 16, 2012, and to your amendments 
dated August 29, October 10, November 5, and November 26, 2012. 

We have completed the review of this ANDA and have concluded
that adequate information has been presented to demonstrate that
the drug is safe and effective for use as recommended in the 
submitted labeling. Accordingly the ANDA is approved, effective 
on the date of this letter. The Division of Bioequivalence has
determined your Tranexamic Acid Tablets, 650 mg, to be 
bioequivalent and, therefore, therapeutically equivalent to the
reference listed drug (RLD), Lysteda Tablets, 650 mg, of Ferring 
Pharmaceuticals AS (Ferring). Your dissolution testing should 
be incorporated into the stability and quality control program
using the same method proposed in your ANDA. 

The RLD upon which you have based your ANDA, Ferring’s Lysteda 
Tablets, 650 mg, is subject to periods of patent protection. 
The following patents and their expiration dates are currently 
listed in the agency’s publication titled Approved Drug Products 
with Therapeutic Equivalence Evaluations (the “Orange Book”) for 
this drug product: 
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U.S. Patent Number Expiration Date 

7,947,739 (the '739 patent) March 4, 2025
8,022,106 (the '106 patent) March 4, 2025
8,273,795 (the '795 patent) March 4, 2025 

With respect to each of these patents, your ANDA contains
paragraph IV certifications under section 505(j)(2)(A)(vii)(IV)
of the Act stating that each patent is invalid, unenforceable,
or will not be infringed by your manufacture, use, or sale of 
Tranexamic Acid Tablets, 650 mg, under this ANDA. You have 
notified the agency that Watson Laboratories, Inc. - Florida 
(Watson) complied with the requirements of section 505(j)(2)(B)
of the Act.  The agency notes that the ‘739, ‘106, and ‘795 
patents were submitted to the agency after submission of your 
ANDA and therefore litigation, if any, with respect to it
creates no statutory stay of approval. 

With respect to 180-day generic drug exclusivity, we note that 
Watson was one of the first ANDA applicants to submit a 
substantially complete ANDA with a paragraph IV certification to
the '739 patent.  Therefore, with this approval, Watson is 
eligible for 180 days of generic drug exclusivity for Tranexamic 
Acid Tablets, 650 mg. This exclusivity, which is provided for 
under section 505(j)(5)(B)(iv) of the 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
informing the agency of the date the exclusivity begins to run. 

Under section 506A of the 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 & 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 Act. 

Postmarketing reporting requirements for this ANDA are set forth 
in 21 CFR 314.80-81 and 314.98.  The Office of Generic Drugs
should be advised of any change in the marketing status of this
drug. 

Promotional materials may be submitted to FDA for comment prior
to publication or dissemination. Please note that these 
submissions are voluntary. If you desire comments on proposed 
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launch promotional materials with respect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promotional 
materials and package insert directly to: 

Food and Drug Administration
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion
5901-B Ammendale Road 
Beltsville, MD 20705 

We call your attention to 21 CFR 314.81(b)(3) which requires 
that all promotional materials be submitted to the Office of 
Prescription Drug Promotion with a completed Form FDA 2253 at 
the time of their initial use. 

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/StructuredProductLab
eling/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
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInf
ormation/Guidances/UCM072392.pdf. The SPL will be accessible via 
publicly available labeling repositories. 

Sincerely yours, 

{See appended electronic signature page} 

Gregory P. Geba, M.D., M.P.H.
Director 
Office of Generic Drugs
Center for Drug Evaluation and Research 
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

ROBERT L WEST 
12/27/2012 
Deputy Director, Office of Generic Drugs, for 
Gregory P. Geba, M.D., M.P.H. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES
 

 Food and Drug Administration 
Rockville, MD 20857 

ANDA 202093 

Watson Laboratories, Inc.-Florida
Attention: Radha Goolabsingh

Manager, Regulatory Affairs
4955 Orange Drive
Fort Lauderdale, FL 33314 

Dear Madam: 

This is in reference to your abbreviated new drug application
(ANDA) dated July 23, 2010, submitted pursuant to section 505(j)
of the Federal Food, Drug, and Cosmetic Act (the Act), for
Tranexamic Acid Tablets, 650 mg. 

Reference is made to your amendments dated February 18, April
26, July 22, August 3, October 6, October 21, and November 29,
2011; and February 6, 2012. We also acknowledge receipt of your
correspondences dated May 24, July 11, October 12, and November
30, 2011, addressing the patent and exclusivity issues
associated with this ANDA. 

We have completed the review of this ANDA, and based upon the
information you have presented to date we have concluded that
the drug is safe and effective for use as recommended in the
submitted labeling. However, we are unable to grant final
approval to your ANDA at this time because of the exclusivity
issue noted below. Therefore, the ANDA is tentatively approved. 
This determination is based upon information available to the
agency at this time (i.e., information in your ANDA and the
status of current good manufacturing practices (cGMPs) of the
facilities used in the manufacture and testing of the drug
product). This determination is subject to change on the basis
of new information that may come to our attention. This letter 
does not address issues related to the 180-day exclusivity
provisions under section 505(j)(5)(B)(iv) of the Act. 

The reference listed drug (RLD) upon which you have based your
ANDA, Lysteda Tablets 650 mg of Ferring Pharmaceuticals AS, is
subject to periods of patent protection. As noted in the 
agency's publication titled Approved Drug Products with 
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Therapeutic Equivalence Evaluations (the “Orange Book”), U.S.
Patent Nos. 7,947,739 (the '739 patent) and 8,022,106 (the '106
patent) are both scheduled to expire on March 4, 2025. 

Your ANDA contains paragraph IV certifications to each of these
patents under section 505(j)(2)(A)(vii)(IV) of the Act stating
that these patents are invalid, unenforceable, or will not be
infringed by your manufacture, use, or sale of Tranexamic Acid
Tablets, 650 mg, under this ANDA. You have notified the agency
that Watson Laboratories, Inc.-Florida (Watson) complied with
the requirements of section 505(j)(2)(B) of the Act. The ‘739 
and ‘106 patents were not listed when you submitted your ANDA;
litigation with respect to either of these patents will not give
rise to a stay of approval under the Act. 

However, we are unable to fully approve your ANDA at this time
because of the RLD’s exclusivity (new dosage form) that has not
yet expired. This exclusivity expires on November 13, 2012. 

Please note that if FDA requires a Risk Evaluation & 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 Act. 

To reactivate your ANDA prior to final approval, please submit a
“MINOR AMENDMENT – FINAL APPROVAL REQUESTED” 90 days prior to
the date you believe that your ANDA will be eligible for final
approval. This amendment should provide the legal/regulatory
basis for your request for final approval and should include a
copy of a court decision, or a settlement or licensing
agreement, as appropriate. It should also identify changes, if
any, in the conditions under which the ANDA was tentatively
approved, i.e., updated information such as final-printed
labeling, chemistry, manufacturing, and controls data as
appropriate. This amendment should be submitted even if none of 
these changes were made, and it should be designated clearly in
your cover letter as a MINOR AMENDMENT – FINAL APPROVAL
REQUESTED. 

In addition to the amendment requested above, the agency may
request at any time prior to the date of final approval that you
submit an additional amendment containing the requested
information. Failure to submit either or, if requested, both
amendments may result in rescission of the tentative approval
status of your ANDA, or may result in a delay in the issuance of
the final approval letter. 
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Any significant changes in the conditions outlined in this ANDA
as well as changes in the status of the manufacturing and
testing facilities' cGMPs are subject to agency review before
final approval of the ANDA will be made. Such changes should be
categorized as representing either “major” or “minor” changes,
and they will be reviewed according to OGD policy in effect at
the time of receipt. The submission of multiple amendments
prior to final approval may also result in a delay in the
issuance of the final approval letter. 

This drug product may not be marketed without final agency
approval under section 505 of the Act. The introduction or 
delivery for introduction into interstate commerce of this drug
product before the final approval date is prohibited under
section 301 of the Act. Also, until the agency issues the final
approval letter, this drug product will not be deemed to be
approved for marketing under section 505 of the Act, and will
not be listed in the “Orange Book.” 

For further information on the status of this ANDA, or prior to
submitting additional amendments, please contact Frank J. Nice,
Project Manager, at (240) 276-8555. 

Sincerely yours, 

{See appended electronic signature page} 

Keith Webber, Ph.D.
Deputy Director
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

ROBERT L WEST 
02/16/2012 
Deputy Director, Office of Generic Drugs 
for Keith Webber, Ph.D. 
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T:

EX
P.:®

NDC 0591-3720-30

30 Tablets      Rx only

650 mg

Tranexamic Acid
Tablets

Manufactured By: 
Watson Laboratories, Inc.
Corona, CA 92880 USA                 197508

Distributed By: Watson Pharma, Inc.

PHARMAC ST: PLEASE DISPENSE N TH S CH LD RESISTANT 
CONTAINER W TH PATIENT NFORMATION LEAFLET PROVIDED

Usual Adult Dosage: Two 650-mg tablets taken 3 times daily (3.9 g/day) during 
menstruation.  Do not exceed 6 tablets in a 24-hour period.  See package insert for 
complete prescribing information.  Each tablet contains 650 mg tranexamic acid.

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

CMYK

Tranexamic Acid - 650 mg - 30 Tablets     FL  

02/15/2011

4.5” x 1”
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PATIENT INFORMATION

Tranexamic acid tablets
Read the Patient Information that comes with Tranexamic acid tablets before you start using the drug and
each time you get a refill. There may be new information. This leaflet does not take the place of talking with
your healthcare provider about your medical condition or your treatment.

What are Tranexamic Acid Tablets?
Tranexamic acid tablets are a prescription medicine used to treat your heavy monthly period (menstrua-
tion) when your bleeding gets in the way of social, leisure and physical activities. Tranexamic acid tablets
do not contain any hormones. On average, Tranexamic acid tablets have been shown to lower the amount
of blood lost during your monthly period by about one-third, but it is not meant to stop your period.

Tranexamic acid tablets are taken only during your period and are not meant to treat pre-menstrual 
symptoms (symptoms that occur before your bleeding starts). Tranexamic acid tablets do not affect your
fertility and cannot be used as birth control. Tranexamic acid tablets do not protect you against diseases
that you may get if you have unprotected sex.

Tranexamic acid tablets have not been studied in adolescents younger than 18 years of age. 

Who should not take Tranexamic acid tablets?

Do not take Tranexamic acid tablets if you:
• Currently have a blood clot
• Have ever had a blood clot
• Have been told that you are at risk of having a blood clot
• Are allergic to Tranexamic acid tablets or tranexamic acid

What should I tell my healthcare provider before taking Tranexamic acid tablets?

Before taking Tranexamic acid tablets, tell your healthcare provider about all of your medical conditions,
including whether:

• You have ever had a blood clot or been told that you are at risk of having a blood clot

• You are using a form of birth control that contains hormones (like a birth control pill, patch, vaginal ring 
or intrauterine device). Also tell your healthcare provider if you are taking higher than your normally-
prescribed dose of birth control. Using hormonal products along with Tranexamic acid tablets, 
especially if you are overweight or smoke, may increase your chance of having a serious blood clot, 
stroke, or heart attack.

• You are pregnant or think you may be pregnant
• You are breastfeeding or plan to breast-feed. Tranexamic acid tablets can pass into your milk. Talk to your 

healthcare provider about the best way to feed your baby if you take Tranexamic acid tablets.
• The time between the start of your periods is less than 21 days or more than 35 days
• You have any other medical conditions

Tell your healthcare provider about all the medicines you take, including prescription and over-the-
counter medicines, vitamins, and herbal supplements. Tranexamic acid tablets and other medicines can
affect each other, causing side effects. Tranexamic acid tablets can affect the way other medicines work
and other medicines can affect how Tranexamic acid tablets work.

Especially tell your healthcare provider if you take:
• Birth control pills or other hormonal birth control
• Medicines used to help your blood clot
• Medicines used to break up blood clots
• Any medicines to treat leukemia

Ask your healthcare provider if you are not sure if your medicine is one that is described above.

How should I take Tranexamic acid tablets?
• Take Tranexamic acid tablets exactly as your healthcare provider tells you.
• Do not take Tranexamic acid tablets until your period has started.
• Do not take Tranexamic acid tablets for more than 5 days in a row.
• Do not take Tranexamic acid tablets when you do not have your period.
• Once your period has started, take 2 tablets of Tranexamic acid tablets three times per day (e.g., in the 

morning, afternoon, and evening).
• Tranexamic acid tablets should be swallowed whole and not chewed or broken apart.
• Tranexamic acid tablets may be taken with or without food.
• Do not take more than 6 tablets of Tranexamic acid tablets in a day. If you take more than 6 tablets, call 

your healthcare provider.
• If you miss a dose, take it when you remember, and then take your next dose at least six hours later. Do 

not take more than two tablets at a time to make up for missed doses.
• If Tranexamic acid tablets do not help to lessen bleeding with your periods after 2 cycles or seems to stop 

working, talk to your healthcare provider.

Watson Florida      FONT        6” X 10” PAD        PRINTS BLACK
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What are the possible side effects of Tranexamic acid tablets?

Tranexamic acid tablets can cause serious side effects, including:
• Blood clots. This risk of serious blood clots may be increased when Tranexamic acid tablets are taken 

with:
• hormonal contraceptives, especially if you are taking higher than your normal dose of birth 

control, are overweight, or if you smoke cigarettes
• medicines used to help your blood clot
• some medicines used to treat leukemia

• Eye changes. Stop taking Tranexamic acid tablets and promptly report any eye problems you have while
taking Tranexamic acid tablets. Your doctor will refer you to an eye doctor who will examine your eyes.

• Allergic reaction. If you have severe shortness of breath and your throat feels tight, stop taking 
Tranexamic acid tablets and get medical care right away.

The most common side effects of Tranexamic acid tablets include:
• Headaches
• Sinus and nasal problems
• Back pain
• Pain in your abdomen
• Pain in your muscles or joints
• Anemia
• Fatigue 

Tell your healthcare provider if you have any side effect that bothers you or does not go away.

These are not all of the possible side effects of Tranexamic acid tablets. For more information, ask your
healthcare provider or pharmacist.

If you notice a change in your usual bleeding pattern that worries you, or your heavy bleeding contin-
ues, contact your healthcare provider right away. This may be a sign of a more serious condition.

Call your healthcare provider for medical advice about side effects. You may report side effects to the FDA
at 1-800-FDA-1088. You may also report side effects to Watson Laboratories, Inc. at 1-800-272-5525.

How should I store Tranexamic acid tablets?

Store Tranexamic acid tablets at room temperature between 20º-25º C (68º-77º F). 

Keep Tranexamic acid tablets and all medicines out of the reach of children.

General information about Tranexamic acid tablets
Medicines are sometimes prescribed for conditions that are not mentioned in Patient Information Leaflets.
Do not use Tranexamic acid tablets for a condition for which it was not prescribed. Do not give Tranexamic
acid tablets to other people, even if they have the same symptoms that you have. It may harm them.

This patient information leaflet summarizes the most important information about Tranexamic acid tablets.
If you would like more information about Tranexamic acid tablets, talk with your healthcare provider. You
can ask your healthcare provider or pharmacist for information about Tranexamic acid tablets that is 
written for healthcare professionals. For more information, go to www.watson.com or call 1-800-272-5525.

What are the ingredients of Tranexamic acid tablets?

Active ingredient: tranexamic acid

Inactive ingredients: colloidal silicon dioxide, copovidone, crospovidone, eudragit, glyceryl behenate, 
lactose monohydrate, hypromellose, magnesium stearate, microcrystalline cellulose, polyethylene glycol,
talc, and triethyl citrate.

Manufactured by:
Watson Laboratories, Inc.
Corona, CA 92880 USA

Distributed by:
Watson Pharma, Inc.
Parsippany, NJ 07054 USA

Revised: November 2011
197510
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This Approval Summary supersedes the AP Summary dated February 28, 2011 

 
APPROVAL SUMMARY#2 

REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________  
 
ANDA Number:  202093 
  
Date of Submission:    November 29, 2011 (Amendment)  
 
Applicant's Name:  Watson Laboratories, Inc. - Florida 
 
Established Name:  Tranexamic Acid Tablets, 650 mg 
____________________________________________________________________________________ 
_____________________________________________________________________________________________ 
 
REMS required? 

 
MedGuides and/or PPIs (505-1(e))    Yes  No 
 
Communication plan (505-1(e))      Yes   No 
 
Elements to assure safe use (ETASU) (505-1(f)(3))   Yes   No 
 
Implementation system if certain ETASU (505-1(f)(4))   Yes   No 
 
Timetable for assessment (505-1(d))     Yes   No 

 
ANDA REMS acceptable? 

 Yes   No   n/a 
 
_____________________________________________________________________________________________ 
 
 
APPROVAL SUMMARY  
(List the package size, strength(s), and date of submission for approval): 
 
Do you have Final Printed Labels and Labeling?  E-submission 
 

 Date Submitted Recommendation 

CONTAINER (Bottles of 30 and 1000) February 18, 2011 Acceptable for Approval  

INSERT and PATIENT INFORMATION  November 29, 2011 Acceptable for Approval 

 
 
Revisions needed post-approval:  No 
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8. PRODUCT LINE 
 RLD:  

  
  
 ANDA: Bottles of 30 and 1000  

 
9. STORAGE CONDITIONS 

RLD: Store at 25° C (77° F); excursions permitted to 15° - 30° C (59° - 86° F). [see USP Controlled 
Room Temperature]. 
ANDA: Store at 20°- 25° C (68°-77° F). [See USP Controlled Room Temperature]. 
Stability: Accelerated 40°C/75% RH; Long term 25°C/60% RH 
 

10. DISPENSING RECOMMENDATIONS 
 RLD: None 

ANDA: PHARMACIST: PLEASE DISPENSE WITH PATIENT INFORMATION LEAFLET PROVIDED 
SEPARATELY. 

 
11. SPL DATA ELEMENTS 

No SPL submission  
 
12. MEDWATCH (checked 12/29/2011) 

The information on MedWatch dated January 2011 for the injection formulation has not been 
approved for the tablet formulation.  
 

 
 

 
13. REMS (checked 12/29/2011) 

No approved REMS 
 
 
 
Date of Review: December 29, 2011 
 
Primary Reviewer: Sarah Park     
 
Team Leader: Koung Lee     
 
Review 03 – AP2 
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This is a representation of an electronic record that was signed
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----------------------------------------------------

SOOJUNG S PARK
12/30/2011

KOUNG U LEE
12/31/2011
For Wm. Peter Rickman
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APPROVAL SUMMARY 
REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

__________________________________________________________________________________________ 
__________________________________________________________________________________________  
 
ANDA Number:  202093 
  
Date of Submission:    February 18, 2011 (Amendment)  
 
Applicant's Name:  Watson Laboratories, Inc. - Florida 
 
Established Name:  Tranexamic Acid Tablets, 650 mg 
__________________________________________________________________________________________ 
____________________________________________________________________________________________________ 
 
REMS required? 

 
MedGuides and/or PPIs (505-1(e))    Yes  No 
 
Communication plan (505-1(e))      Yes   No 
 
Elements to assure safe use (ETASU) (505-1(f)(3))   Yes   No 
 
Implementation system if certain ETASU (505-1(f)(4))   Yes   No 
 
Timetable for assessment (505-1(d))     Yes   No 

 
ANDA REMS acceptable? 

 Yes   No   n/a 
____________________________________________________________________________________________________ 
 
APPROVAL SUMMARY  
(List the package size, strength(s), and date of submission for approval): 
 
Do you have Final Printed Labels and Labeling?  E-submission 
 

 Date Submitted Recommendation 

CONTAINER (Bottles of 30 and 1000) February 18, 2011 Acceptable for Approval  

INSERT and PATIENT INFORMATION  February 18, 2011 Acceptable for Approval 

 
Revisions needed post-approval:  No 
 
 
NOTES/QUESTIONS TO THE CHEMIST:  None 
 
 
FOR THE RECORD: 
 
1. MODEL LABELING: Lysteda Tablets, NDA 022430, approved November 13, 2009  
 
2. USP MONOGRAPH – None  

PF – None 
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5. MANUFACTURING FACILITY 

Manufactured by: 
Watson Laboratories, Inc. – Florida 
4955 Orange Drive 
Ft. Lauderdale, FL 33314 

 
6. PRODUCT DESCRIPTION 

RLD “…white oval-shaped tablets. Each tablet is debossed with the marking “XP650”…” 
ANDA “…white to off-white, oval-shaped, film coated tablets. Each tablet is debossed with “WPI 3720” on one 
side of the tablet…” 
Drug Product Specifications: “White to off-white, oval shape tablets debossed with “WPI 3720” on one side of 
the tablet and film coated” 
 

7. CONTAINER/CLOSURE SYSTEM 
Container: HDPE 
Closure: CRC for bottles of 30, non-CRC for bottles of 1000 
 

8. PRODUCT LINE 
 RLD:  

  
  
 ANDA: Bottles of 30 and 1000  

 
9. STORAGE CONDITIONS 

RLD: Store at 25° C (77° F); excursions permitted to 15° - 30° C (59° - 86° F). [see USP Controlled Room 
Temperature]. 
ANDA: Store at 20°- 25° C (68°-77° F). [See USP Controlled Room Temperature]. 
Stability: Accelerated 40°C/75% RH; Long term 25°C/60% RH 
 

10. DISPENSING RECOMMENDATIONS 
 RLD: None 

ANDA: PHARMACIST: PLEASE DISPENSE WITH PATIENT INFORMATION LEAFLET PROVIDED 
SEPARATELY. 

 
11. SPL DATA ELEMENTS 

No SPL submission  
 
12. MEDWATCH (checked 2/28/2011) 

The information on MedWatch dated January 2011 for the injection formulation has not been approved for 
the tablet formulation.  
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13. REMS (checked 2/28/2011) 

No approved REMS 
 
 
 
Date of Review: February 28, 2011 
 
Primary Reviewer: Sarah Park     
 
Team Leader: Koung Lee     
 
AP Summary 

Reference ID: 2911547
Following this page, 6 Pages of Draft Labeling have been Withheld 

in Full as (b)(4) 

APPEARS THIS WAY ON 
ORIGINAL



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SOOJUNG S PARK
02/28/2011

KOUNG U LEE
02/28/2011
For Wm. Peter Rickman
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REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

__________________________________________________________________________________________ 
__________________________________________________________________________________________  
 
ANDA Number:  202093 
  
Date of Submission:    July 23, 2010 (Original)  
 
Applicant's Name:  Watson Laboratories, Inc. - Florida 
 
Established Name:  Tranexamic Acid Tablets, 650 mg 
__________________________________________________________________________________________ 
____________________________________________________________________________________________________ 
 
 
Please submit final printed labeling electronically.   
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the reference 
listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates 
of new documents posted on the CDER web site at the following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
 
To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide a 
side-by-side comparison of your proposed labeling with your last submission with all differences annotated and 
explained. 
 
 

 
     {See appended electronic signature page} 
     ___________________________ 
     Wm. Peter Rickman 
     Director 
     Division of Labeling and Program Support  
     Office of Generic Drugs     
     Center for Drug Evaluation and Research 
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11. SPL DATA ELEMENTS 

No SPL submission  
 
12. MEDWATCH (checked 1/31/2011) 
 No new alerts or labeling changes. 
 
13. REMS (checked 1/31/2011) 

No approved REMS 
 
 
 
Date of Review: January 31, 2011 
 
Primary Reviewer: Sarah Park     
 
Team Leader: Koung Lee     
 
Review – NA1 
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 1
DIVISION OF BIOEQUIVALENCE DISSOLUTION ACKNOWLEDGEMENT 

REVIEW 
 

ANDA No. 202093  
Drug Product Name Tranexamic Acid Tablets  
Strength 650 mg  
Applicant Name Watson Laboratories, Inc. - Florida  
Submission Date  August 3, 2011  
Reviewer   Chitra Mahadevan , Pharm.D.  
Outcome Adequate 

 
 
EXECUTIVE SUMMARY 
 
This is a review of the dissolution specification acknowledgement from the firm, dated 
August 3, 2011. 
 
The firm has accepted the FDA-recommended dissolution method and specification. 
 
The bioequivalence section of the application is complete. 
 
 
COMMENTS: 
 
Watson Laboratories, Inc. – Florida acknowledges the FDA-recommended dissolution 
method at the S1 level listed below: 
 
Apparatus: USP Apparatus II (paddle) 
Speed: 50 rpm 
Medium: pH 1.2 SGF 
Volume: 900 ml  
Temperature: 37°C ± 0.5°C 
Specification:  NLT % (Q) in 90 minutes 
 

 
DEFICIENCY COMMENTS: 
 
None 
 
RECOMMENDATIONS: 
 
From a bioequivalence point of view, the firm has met the requirements for in-vivo 
bioequivalence and in-vitro dissolution testing. The bioequivalence section of the 
application is ADEQUATE.  
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I. Completed Assignment for 202093 ID: 14709  

 
Reviewer:  Mahadevan, Chitra  Date Completed: 
Verifier:  ,  Date Verified:  
Division:  Division of Bioequivalence   
Description: Dissolution Acknowledgement for Tranexamic Acid  

 
Productivity:  

ID Letter 
Date 

Productivity 
Category Sub Category Productivity Subtotal

14709  8/3/2011  Dissolution Data  Dissolution 
Acknowledgement  

1   0   

    Bean Total:  0   
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ANDA 202093 

 
1 EXECUTIVE SUMMARY 

This is a review of a study amendment. 
 
In the original application (07/23/2010) [DARRTS: REV-BIOEQ-01(General Review), 
ANDA 202093, 04/07/2011],  the firm submitted fasting and fed bioequivalence (BE) 
studies comparing a test product, Watson Laboratories, Inc.-Florida’s Tranexamic Acid 
Tablets, 650 mg to the corresponding reference product, Ferring Pharms AS’ Lysteda® 
(tranexamic acid) tablets, 650 mg.  The firm’s fasting and fed BE studies were 
incomplete due to deficiencies on long-term stability data and dissolution.   
 
The deficiency letters were sent to the firm on 2/28/2011 (“dissolution only review”) and 
04/07/2011.  In response to deficiencies, the firm submitted the current amendment 
(04/26/2011) to the DBE.  In the amendment, the firm confirmed that plasma samples 
were stored at -70oC not -20oC at the clinical center, Worldwide Clinical Trials Drug 
Development Solutions (WCTDDS). Thus, the firm does not need to provide long-term 
stability data for -20oC. The long-term storage stability data, 44 days at -70°C, (the firm 
previously submitted) is sufficient to cover the maximum storage period of the study 
samples, 34 days.  The firm’s response is adequate. 
 
There is no USP method for this product, but there is an FDA-recommended method (900 
ml of Water @ 37.0 ± 0.5ºC, USP apparatus II at 50 rpm). In the original application, the 
firm conducted dissolution testing using its own method (900 ml of pH 1.2SGF @ 37.0 ± 
0.5ºC, USP apparatus II at 50 rpm). Upon the FDA’s request, the firm conducted the 
dissolution testing using the FDA-recommended method and the firm’s new dissolution 
data showed incomplete drug release (39%) at 120 min for the test product but not for the 
reference product.  On the other hand, using the firm’s own method, both the test and 
reference product showed a completed drug release.  The firm, thus, proposes to use its 
own method as the QC dissolution method for the test product.  The DBE accepts the 
firm’s dissolution method but not specification (see Dissolution consult in attachment 1). 
Based on the firm’s data, the FDA recommends the following data-driven specification 
for which the firm’s data meet at S1 level: 
 
 USP Apparatus:  II (Paddle) 
Speed (rpm):    50 rpm 
 Medium:   pH 1.2 SGF  
Volume (mL):   900mL 
Temperature:   37°C ±0.5°C 
 
Specification: NLT % (Q) in 90 min. 
 
The application is incomplete pending the firm’s acknowledgement on the FDA-
recommended dissolution specification. 
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4 REVIEW OF  AN AMENDMENT 

4.1 Long-Term Stability Data  

 
Deficiencies: 
 
1. We acknowledge that you have submitted the long-term storage stability data, i.e. 44 
days at -70°C. However, according to your study report, samples were stored at -20°C at 
the clinical center before they were shipped to the analytical center. Please provide long 
term stability data at -20°C that is sufficient to cover the time period when samples were 
stored at the clinical center at -20°C, i.e. at least 18 days (from June 4 to June 22, 2010). 
 
Firm’s Response 
 
The clinical center, Worldwide Clinical Trials Drug Development Solutions (WCTDDS), 
confirmed that plasma samples collected for the Tranexamic Acid fasting (02361VH) and 
fed (02364VF) studies were stored at -70°C from the time of processing until the dates of 
shipment to the bioanalytical facility. As indicated in Section 5.6 of the fasting and fed 
study protocols (Section 5.3.1.2; Appendix 16.1.1), PK samples were to be stored at -
20°C or lower, within 60 minutes of blood draw. As described in the memo from 
WCTDDS (Attachment 1 of this Cover Letter), the standard procedure at WCTDDS is to 
store the samples at -70°C when protocols indicate to store the samples at "-20°C or 
lower." Therefore, the previously submitted long-term storage stability data (i.e., 44 days 
at -70°C) is sufficient to cover the maximum 18-day time period (from June 4 to June 22, 
2010) when samples were stored at -70°C at the clinical center. 
 
 
Reviewer’s comments: 
 
In the original submission (fasting study report (02361vh--comp-ba-be-stdy-rprt.pdf, 
page 32)), the firm stated that within 60 minutes of collection, samples were frozen at 
approximately -20 °C or lower pending shipment to  for analysis. 
In the current amendment, firm indicated that it has confirmed with the clinical center, 
Worldwide Clinical Trials Drug Development Solutions (WCTDDS), that  plasma 
samples were stored at -70oC not -20oC.  Thus, the firm does not need to provide long 
stability data for -20oC. The long-term storage stability, 44 days at -70°C (the firm 
previously submitted) is sufficient to cover the maximum storage period of the study 
samples, 34 days.  The firm’s response is accepted.

Reference ID: 2978065
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4.2 New Dissolution Testing Data 

 
Deficiency: 
  
2. As indicated in the DBE deficiency letter (2/28/2011), your dissolution testing is 
incomplete. Please conduct and submit dissolution testing on twelve (12) dosage units of 
the test and reference product using the following FDA-recommended dissolution 
method: 
 
USP Apparatus:  II (Paddle) 
Speed (rpm):    50 rpm 
 Medium:   Water 
Volume (mL):  900mL 
Temperature:   37°C ±0.5°C 
Sampling Times:  15,30,45,60,90, 120 minutes, and/or until 80% of the labeled 
amount of     drug is dissolved. 
 
Please submit the comparative dissolution results which should include the individual 
tablet data as well as the mean, range, % coefficient of variation (CV) at each time point 
for the 12 tablets tested, and dates of dissolution testing for each drug product. Also, 
please resubmit the dissolution testing data summary table with the above data. 
 
Firm’s Response: 
 
WLF have conducted dissolution testing on the test and reference products using the 
FDA-recommended method. Please refer to Section 2.7.1.2, for dissolution results, which 
includes the individual tablet data as well as the mean, range (minimum and maximum 
values), the percentage of coefficient of variation (%CV) at each time point for the 12 
tablets tested, and the dates of dissolution testing. The dissolution testing data summary 
table which was previously provided in the original submission in Sequence 0000 has 
been revised to include the dissolution testing on the test and reference products using the 
FDA-recommended method. 
 
The graph below provides a comparison of the dissolution data conducted using the 
FDA's method (900 ml of Water, USP Apparatus II, 50 rpm at 37°C ± 0.5°C) and 
Watson's proposed method (900 ml of pH 1.2 SGF, USP Apparatus II, 50 rpm at 37°C ± 
0.5°C). As can be observed from the graph, the extent of drug release of the test product 
at the last time point (T=120 minutes) is much higher using Watson's proposed method 
(900 ml of pH 1.2 SGF, USP Apparatus II, 50 rpm at 37°C ± 0.5°C) as compared to 
FDA's recommended method (900 ml of Water, USP Apparatus II, 50 rpm at 37°C ± 0.5 
oC). In the FDA's recommended method, the mean percentage of drug released after 120 
minutes was 39% (n=12 units), whereas, in Watson's method, the mean percentage of 
drug released was much higher at 100% (n=12 units). This reflects an incomplete drug 
release at the last sampling time point using the FDA's recommended method and 
accordingly this method may not be a suitable quality control tool. 
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4.4 Additional Attachments 

Attachment 1: 
 

 
 

From: Anand, Om* 
Sent: Monday, June 20, 2011 4:51 PM 
To: Cui, Minglei 
Cc: Anand, Om*; Jiang, Xiaojian 
Subject: RE: Dissolution consult on ANDA 202093 
Hi Minglei, 
 
It is my opinion that we can accept the firm's method. The differences in the release may be due 
to the formulation differences. 
 
In my opinion the firm should follow the following method and specification which the data 
meets at S1 level: 
 
Method: 900 ml of pH 1.2 SGF @ 37.0 ± 0.5ºC, USP apparatus II at 50 rpm. 
 
Specification: NLT (Q) % in 90 minutes. 
 
Please note that this is just my opinion and consult your TL for the final decision. 
 
Thanks 
 
Om 
 
 
_____________________________________________  
From:  Cui, Minglei   
Sent: Wednesday, June 08, 2011 2:49 PM 
To: Anand, Om* 
Cc: Jiang, Xiaojian; Cui, Minglei 
Subject: Dissolution consult on ANDA 202093 
 
Dear Om, 
 
I would like to request a dissolution consult for ANDA 202093.  This drug is first generic 
product. 
 
The firm conducted dissolution testing using its own proposed method (900 ml of pH 1.2 SGF @ 
37.0 ± 0.5ºC, USP apparatus II at 50 rpm) which is not acceptable.  The firm is then 
recommended to use the FDA-recommended method (900 ml of Water @ 37.0 ± 0.5ºC, USP 
apparatus II at 50 rpm) in both dissolution review and BE review. 

Reference ID: 2978065
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The firm then submitted the dissolution data (4/26/2011) with FDA method.  However, with the 
FDA recommended medium (water), the test product shows incomplete release whereas the 
reference product shows complete drug release.  Contrast with this, in the firm proposed 
medium, pH 1.2 SGF, both the test and reference drug products show complete drug release.  
This dissolution difference between the test and reference products is not reflected in in vivo 
Tmax.  Due to the incomplete release of the test product in FDA-recommended medium, the firm 
proposes to use its own method as QC dissolution method (i.e. pH 1.2 SGF as the medium).  
 
 Please advise us the following: 
 
1.  Whether it is OK to accept the firm's method as QC dissolution method despite the 
dissolution difference using FDA-recommended method and the status of the first generic? 
2. Is this difference caused by formulation?  Do we need to request firm to explain first and then 
accept the method? 
 
 
I attached the BE review and the new dissolution data here for your convenience. 
 
Thank you very much, 
 
Minglei 
 
 << File: 202093N0710_final.doc >>  << File: 2-7-1-2-sum-rslts-ind-stdy.pdf >>  
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BIOEQUIVALENCE DEFICIENCY: 
 

ANDA: 202093 

APPLICANT: Watson Laboratories, Inc.-Florida 

DRUG PRODUCT: Tranexamic Acid Tablets, 650 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of your submission acknowledge on the cover sheet. 
The following deficiency has been identified: 
 
You have conducted the dissolution testing using the FDA-
recommended dissolution method. However, with this method, 
your test product showed incomplete drug release at 120 min.  
Thus, the DBE agrees with the use of your proposed method as 
a quality control dissolution method but with a tightened 
specification.  Please acknowledge the following FDA-
recommended data-driven specification for which your test 
product meets at the S1 level: 
 
USP Apparatus:      II (Paddle) 
Speed (rpm):    50 rpm 
Medium:        pH 1.2 SGF  
Volume (mL):   900mL 
Temperature:   37°C ±0.5°C 
 
Specification: NLT % (Q) in 90 min. 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
 

   Barbara M. Davit, Ph.D., J.D. 
   Acting Director 
   Division of Bioequivalence II 
   Office of Generic Drugs 
   Center for Drug Evaluation and Research  
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4.5 Outcome Page 

ANDA:  202093 
 
Enter Review Productivity and Generate Report 

Reviewer:  Cui, Minglei  Date Completed:
Verifier:  ,  Date Verified:  
Division:  Division of Bioequivalence   

Description:  Tranexamic Acid Tablets, 650 mg  
 

ID Letter Date Productivity Category Sub Category Productivity Subtotal
14517  4/26/2011  Other  Study Amendment 1   1   
    Bean Total:  1   
 
 
Typical BE Study Applications 
Study amendment 1 
 
Grand Total  1 
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not relevant to this application. Therefore, the DSI inspection for analytical site is 
acceptable.  
 
The application is incomplete due to the deficiencies.  
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1. Although 26.2% samples16 (or 20% runs17) were re-assayed, the majority repeats were from rejected runs.  Among 318 
repeated samples, 718 samples are individual repeated samples, the rest of 304 samples are repeated due to “the rejected runs” 
listed as the follows: 
 
Batch 6 (Batch failure due to QC accuracy), Batch 7 (Batch failure due to QC accuracy), Batch 8 (Batch failure due to QC 
accuracy), Batch 9 (Batch failure due to QC accuracy), batch 10 (Batch failure due to QC accuracy), Batch 11 (Batch failure 
due to QC accuracy), Batch 13 (Batch failure due to QC accuracy), Batch 15 (Batch failure due to standard accuracy).  
 
2.   The reviewer checked the analytical report (02364vf--rpt-bio-analyt-stdy.pdf, Page 22-30).  All repeats are due to the 
following reasons which are defined as analytical reasons in the repeat analysis SOP. Therefore, the repeat analyses are 
acceptable. 
 
Reasons for repeated analysis: 
BLOQ = Below lower limit of quantitation 
BF-QCA = Batch failure due to QC accuracy 
BF-SA = Batch failure due to standard accuracy 

 
Did use of recalculated plasma concentration data change study outcome? 
NA 
 
Comments from the Reviewer: 
Acceptable 
 

                                                 
16 318 out of 1216 samples were re-assayed 
17 Out of 40 batches analyzed, 32 were accepted. 
18 Seven samples were repeated because the concentration is below lower limit of quantization, i.e. “BLOQ”. The firm did not list these 7 samples as 
individual repeats in the above re-assay table. 
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4.2 Formulation Data 

Composition of Tranexamic Acid Tablets, 650 mg 

Ingredients/Grade mg/tab 
% w/w 

(per tablet) 
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4.4 SAS Output 

 
4.4.1 Fasting Study Data 

Fasting CONCENTRATION DATASET 
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BIOEQUIVALENCE DEFICIENCIES: 
 

ANDA: 202093 

APPLICANT: Watson Laboratories, Inc.-Florida 

DRUG PRODUCT: Tranexamic Acid Tablets, 650 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of your submission(s) acknowledged on the cover 
sheet. The following deficiencies have been identified: 
 
1. We acknowledge that you have submitted the long-term 
storage stability data, i.e. 44 days at -70°C. However, 
according to your study report, samples were stored at -20oC 
at the clinical center before they were shipped to the 
analytical center. Please provide long term stability data 
at -20oC that is sufficient to cover the time period when 
samples were stored at the clinical center at -20oC, i.e. at 
least 18 days (from June 4 to June 22, 2010). 
  
2. As indicated in the DBE deficiency letter (2/28/2011), 
your dissolution testing is incomplete. Please conduct and 
submit dissolution testing on twelve (12) dosage units of 
the test and reference product using the following FDA-
recommended dissolution method: 
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Please submit the comparative dissolution results which 
should include the individual tablet data as well as the 
mean, range, % coefficient of variation (CV) at each time 
point for the 12 tablets tested and dates of dissolution 
testing for each drug product. Also, please resubmit the 
dissolution testing data summary table with the above data. 
 

 
Sincerely yours, 
 
{See appended electronic signature page} 
 
 

   Barbara M. Davit, Ph.D., J.D. 
   Acting Director 
   Division of Bioequivalence II 
   Office of Generic Drugs 
   Center for Drug Evaluation and Research  
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4.5 Outcome Page 

ANDA:  202093 
 
Enter Review Productivity and Generate Report 

Reviewer:  Cui, Minglei  Date Completed:
Verifier:  ,  Date Verified:  
Division:  Division of Bioequivalence   

Description:  Tranexamic Acid Tablets, 650 mg  
 

ID Letter Date Productivity Category Sub Category Productivity Subtotal
13529  7/23/2010  Bioequivalence Study Fasting Study  1   1   
13529  7/23/2010  Bioequivalence Study Fed Study  1   1   
13529  11/9/2010  Other  Study Amendment 1   1   
    Bean Total:  3   
 
 
 
DIVISION OF BIOEQUIVALENCE 2 REVIEW COMPLEXITY SUMMARY 
 
Typical BE Study Applications 

BE Study Fasting  
Clinical (Common to all APIs) 1 
Bioanalytical (API 1) 1 
Statistical Analysis (API 1) 1 
Fasting Study Total 3 

BE Study Fed 
Clinical (Common to all APIs) 1 
Bioanalytical (API 1) 1 
Statistical Analysis (API 1) 1 
Fed Study Total 3 
Study Amendment 1 
 
Grand Total  7 
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I. EXECUTIVE SUMMARY 

This is a review of the dissolution testing data only.  
 
There is no USP method for this product, but there is an FDA-recommended method.  
The firm conducted dissolution testing using its own proposed method (900 ml of pH 1.2 
SGF @ 37.0 ± 0.5oC, USP apparatus II at 50 rpm).  Therefore, the firm should conduct 
and submit dissolution testing on twelve (12) dosage units of the test and reference 
product using the FDA-recommended method (900 ml of Water @ 37.0 ± 0.5oC, USP 
apparatus II at 50 rpm). 
 
NON DISSOLUTION TESTING ITEMS: 
 
The long-term storage stability data that the firm provided, which is 8 days at -70°C or -
20oC, does not cover the maximum storage period of the study samples for the submitted 
bioequivalence studies, which is 34 days. 
 
The firm provided the SAS files in the electronic format for fast and fed BE studies. 
 
The DBE will review the fast and fed BE study at a later date. 
 
The in vitro dissolution testing is inadequate. 
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Please provide long term storage stability data of 
tranexamic acid in frozen plasma for at least 34 days. 

 
 
 

 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Barbara M. Davit, Ph.D., J.D. 
Acting Director 
Division of Bioequivalence II 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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V. OUTCOME 

ANDA:  202093 
 

ID Letter Date Productivity Category Sub Category Productivity Subtotal
13199  7/23/2010  Dissolution Data  Dissolution Review 1   1   
    Bean Total:  1   
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Date of Acceptable Bio 8-29-11       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 12-31-11  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro) na 
 
Methods Val. Samples Pending: Yes  No ;   Commitment Rcvd. from Firm:  Yes  No  
 
Post Marketing Agreement (PMA): Yes   No   (If yes, email PM Coordinator)   Comment:       
 
Modified-release dosage form: Yes   No      (If yes, enter dissolution information in Letter) 
 
Routing: 

 Office of Management, Fee Verification, Date emailed:       ; Date Response in DARRTS:       
 

 Labeling Endorsement, Date emailed:        REMS Required: Yes  No   REMS Acceptable: Yes  No  
 

 Regulatory Support 
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed:       
 

 Division 
 

 1st Generic Review 
 

 Bob West / Peter Rickman 
 Gregory Geba 

 
Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter 

 
 Sent Email to "CDER-OGDAPPROVALS″ 

distribution list 

Electronic ANDA:  
Yes   No  
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OGD APPROVAL ROUTING SUMMARY 
 
1. Office of Management  

CDER-OM-COLLECTIONS (cder-om-collections@fda.hhs.gov)    
 
Date Emailed: 11-28-12 
Date Verification response received from OM:                  
Fee Verification (check all that apply): 

 
 Backlog Fee 
 ANDA New Application Fee 
 API Manufacturer Fee 
 FDF Manufacturer Fee 
 DMF Fee 

 
 Misbranding statement required in letter for no Facility Fee payment 
 Misbranding statement required in letter for Failure to Self-ID 

 
 Backlog ANDA TA/AP’d prior to being able to collect fees statement (Limbo TA/AP) 

 
Comments:      
 

2. Regulatory Support Branch Evaluation 
Martin Shimer           Date: 11/9/2012 
Chief, Reg. Support Branch          Initials: MHS 

Contains GDEA certification: Yes    No  Determ. of Involvement? Yes   No  
(required if sub after 6/1/92)      Pediatric Exclusivity System 
      RLD =Lysteda NDA# 22-430 

Date Checked  12/27/12 
Nothing Submitted         
Written request issued    
Study Submitted     

Patent/Exclusivity Certification: Yes    No  
If Para. IV Certification- did applicant: 
Notify patent holder/NDA holder Yes    No  
Was applicant sued w/in 45 days:Yes    No  
Has case been settled:          Yes    No  
Date settled:      
Is applicant eligible for 180 day         

 
Generic Drugs Exclusivity for each strength:  Yes    No   
Date of latest Labeling Review/Approval Summary        
Any filing status changes requiring addition Labeling Review  Yes    No           
Type of Letter: 

 APPROVAL   TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)  CGMP  
 OTHER:         

Comments:ANDA previously TA'd on 2/16/2012-at the time the TA was issued the reason cited for TA was unexpired 
NDF exclusivity which protected the RLD.  At the time of TA, Watson had PIV certs to the '739 and '106 patents.  
Patent Amendment rec'd on 11/5/2012-PIV to the '795 patent.  
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The patent listing dates for the '739, '106 and '795 are the following: 
'739-FDA form 3542 rec'd on 5/24/2011-this is the listing date for this patent. 
'106-FDA form 3542 rec'd on 9/20/2011-this is the listing date for this patent. 
'795-FDA form 3542 rec'd on 9/25/2012-this is the listing date for this patent. Firm submitted a revised 3542 on 
10/23/2012 to correct the expiration date of the '795 patent.  
180 day exclusivity for this product hinges solely upon the '739 patent.  Apotex submitted a PIV cert for the '739 patent on 
5/24/2011-the same date the patent was listed.  According to DARRTs- Watson's PIV cert to the '739 patent was not 
received until the next day 5/25/2011.  It has been confirmed that Watson's amendment which contained the PIV 
certification to the '739 patent was not received via the EDR until 18:17:41.  This is both after the 4:30 cutoff time for 
submissions that is the policy of the ESG and after the 6:00 pm closing time of the OGD Document Room which has been 
used on a few ocassions for adjustment of the receipt date.  Since Watson's submission time is clearly after each of these 
cutoffs their submission date for the PIV cert to the '739 patent will remain 5/25/2011 making them a subsequent 
applicant.  
OGD currently has 3 ANDAs pending for Tranexamic Acid Tablets, 650 mg: Watson's ANDA 202093, Apotex's ANDA 
202286 and Amerigen's ANDA 203256.  Watson's first PIV certification to the '739 patent was rec'd on 5/25/2011 and 
Amerigen's original ANDA wasn't submitted until 10/24/2011.  Therefore, Apotex will be the sole applicant that is 
eligible for 180 day exclusivity for this product. 
ANDA is eligible for second TA only due to their PIV certification being rec'd one day after Watson.   
 
UPDATE - 11/28/2012- The Office of Generic Drugs has decided to Fully Approve Watson's ANDA.  This will be done 
by considering Watson's patent amendment to the '739 patent as being received on 5/24/2011.  In doing so, Watson will 
no longer be blocked from Full Approval by Apotex's 180 day exclusivity. 
  
ANDA is eligible for Full Approval with an award of 180 day exclusivity.  
 

 
3.  Labeling Endorsement 
 

Reviewer,      :            Labeling Team Leader,      : 
 
  
  

REMS required?         REMS acceptable?  
Yes  No   Yes  No  n/a     

 
Comments: 

    
______________________________________________  
From:  Lee, Koung U   
Sent: Wednesday, November 07, 2012 3:59 PM 
To: Park, Sarah Soojung; Park, Linda; Park, Chan H 
Subject: RE: ANDA 202093/Watson/Tranexamic Tab 
 
I concur. 
 

Date        Date      
Initials      Initials      
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Koung 
 
_____________________________________________  
From:  Park, Sarah Soojung   
Sent: Wednesday, November 07, 2012 3:04 PM 
To: Park, Linda; Lee, Koung U; Park, Chan H 
Subject: FW: ANDA 202093/Watson/Tranexamic Tab 
 
HI Linda, 
 
The Labeling AP Summary signed by Koung Lee on 12/31/2011 is still acceptable. 
 
Thanks, 
Sarah 
 
 
 
4. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date 12/26/12 
OGD Regulatory Counsel           InitialsSL 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:Changes saved to the v drive. 
 
 
 

 
5. Quality Division Director /Deputy Director Evaluation      Date 11/8/2012 

Chemistry Div. II (Smith) InitialsGJS 
Comments:CMC Acceptable. 
 

 
6. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date 12/27/12 
  Assoc. Dir. For Chemistry          Initials rlw/for     
  Comments: (First generic drug review) 
  This ANDA was granted tentative approval on February 16, 2012. 
 
 
OGD Office Management Evaluation  
 
7. Peter Rickman           Date 12/27/12 
  Director, DLPS           Initials rlw/for 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  Reference ID: 3236938



Petition: Yes  No        
Comments: This ANDA was granted tentative approval on February 16, 2012.  Final approval at that time was blocked 
by the RLD holder's new dosage form (NDF) exclusivity that would expire on November 13, 2012.  Refer to the 
administrative summary prepared at the time of the tentative approval.  As the NDF exclusivity has now expired, Watson's 
ANDA is eligible for final approval. 
 
Final-printed labeling (FPL) found acceptable for approval 11/7/12.  No REMS is required. 
 
CMC found acceptable for approval (Chemistry Review #3) 9/19/12. 
 
 

 
AND/OR 
 
8. Robert L. West           Date  12/27/12 

Deputy Director, OGD          Initials  RLWest 
      Para.IV Patent Cert: Yes  No  

Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments: Acceptable EES dated 10/17/12 (Verified 12/27/12).  No "OAI" Alerts noted. 
 
       Watson provided paragraph IV certifications to the '739, '106 and '795 patents.  The agency has concluded that each of these 
       patents were submitted by the NDA holder after Watson submitted its ANDA and therefore litigation, if any, with respect to 
       these patents creates no statutory stay of approval.  There are no additional patents or exclusivity currently listed in the 
       "Orange Book" for this drug product. 
 
      This first-generic ANDA is recommended for approval. 
 
 
 
9. OGD Director Evaluation 

Gregory Geba            
Deputy Director, OPS           

Comments: RLWest for Gregory P. Geba, M.D., M.P.H. 12/27/12. 
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
  
 Comments:      
 
10. Project Manager 
Reference ID: 3236938







---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

LINDA M PARK
12/27/2012

Reference ID: 3236938



 1

M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 
_____________________________________________________________________________  
 
DATE:  December 21, 2012 
  
FROM: Martin Shimer 
  Branch Chief, Regulatory Support Branch, Office of Generic Drugs (HFD-600) 
   
TO:  ANDA 202093 (Tranexamic Acid Tablets, 650 mg) 
   
SUBJECT: Receipt Date of Watson’s Paragraph IV Certification to the ‘739 Patent 
 
 

Watson Laboratories, Inc.-Florida (Watson) submitted abbreviated new drug application 
(ANDA) 202093 for Tranexamic Acid Tablets, 650 mg, on Friday, July 23, 2010, to the U.S. 
Food and Drug Administration (FDA) via FDA’s electronic submissions gateway (ESG), and 
initially was considered received the following Monday, July 26, 2011.  Apotex Inc. (Apotex) 
submitted ANDA 202286 for the same product via FDA’s ESG; it was submitted and received 
on August 31, 2010.  The reference listed drug for this ANDA is Lysteda, the new drug 
application (NDA) for which is held by Ferring, B.V. (Ferring).  At the time of the original 
submission of the Watson and Apotex ANDAs in 2010, no patents were listed for Lysteda, so the 
date of receipt of the original ANDAs is not significant. 
 
Of significance are the following events, all of which occurred on May 24, 2011.  Early that day, 
the U.S. Patent and Trademark Office issued U.S. Patent No. 7,947,739 (the ‘739 patent).  FDA 
received the ‘739 patent from Ferring for listing in FDA’s Orange Book under the NDA 22430 
for Lysteda at 8:47:52 a.m.  At 2:03:57 p.m., Apotex transmitted via ESG an amendment 
containing a paragraph IV certification to the ‘739 patent, and it was received at 2:07:37 p.m.  At 
6:16:38 p.m., Watson transmitted via ESG a similar amendment, and it was received at 6:17:41 
p.m.  Both applicants sent timely notifications to the NDA/patent holder(s). 
 
The issue presented by these circumstances is whether Watson and Apotex are co-first applicants 
with paragraph IV certifications to the ‘739 patent, or whether Apotex alone is the first applicant. 
This question does not arise because Apotex submitted its amendment about four hours before 
Watson.  The agency has rejected a minute-by-minute, “first in time” determination of first 
applicant status, and instead employs a “multiple-first-applicant” approach such that applicants 
that submit on the same day can share “first applicant” status.1  Rather, the issue here concerns 
what constitutes the end of the day for the purposes of determining the date of receipt of ANDA 
submissions.  The issue arose because Watson’s amendment was successfully submitted to the 

                     
1 See Letter to J. Haggerty, Mylan Pharmaceuticals, Inc. fr. K. Webber, FDA Office of Generic Drugs re ANDA 
076594 for Modafinil Tablets (April 4, 2012) (Modafinil Letter); see also Guidance for Industry on 180-Day 
Exclusivity When Multiple ANDAs Are Submitted on the Same Day, at 5 (July 2003) (Camping Guidance). 
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ESG at approximately 6:16 p.m. Under the practice of FDA’s Center for Drug Evaluation and 
Research (CDER) of treating submissions to the ESG that are made after 4:30 p.m. as officially 
“received” on the next business day,  FDA initially regarded this amendment as received on the 
next business day, May 25, 2011.  This approach is consistent with FDA’s Electronic 
Submissions User Guide, which states that “[i]f your submission was received at (Center name 
or Programmatic entity) after 4:30 PM EST, the official receipt date for the submission is the 
next government business day.”2   
 
The official date on which FDA “receives” an amendment to an ANDA that contains a paragraph 
IV certification is significant.  To be a “first applicant” and therefore eligible for 180-day 
exclusivity, the ANDA must be “substantially complete”, and the relevant paragraph IV 
certification must be submitted “on the first day on which a substantially complete application 
that contains and lawfully maintains” a paragraph IV certification is submitted for the drug (see 
section 505(j)(5)(B)(iv)(II)(bb) of the Act). Where the first paragraph IV certification for a drug 
is submitted in an amendment, and not in an original application, FDA uses the date the 
amendment containing the paragraph IV certification is “received” as the date on which first 
applicant status is determined.3  As described by the agency in its decision concerning 180-day 
exclusivity for acarbose tablets, for paper submissions, this date corresponds to the date it was 
date stamped by the mailroom, “[w]hen an ANDA containing the paragraph IV certification is 
determined, upon review, to have been substantially complete as of the day it was submitted to 
FDA, it will be deemed to have been received as of the date it was submitted (i.e. date-stamped 
by appropriate FDA mail-room.)”4   
 
For electronic submissions, the electronic gateway is open 24 hours a day and, although 
applicants receive a time stamp that tells FDA and the applicant the exact time the transmission 
to the ESG began and was concluded, as mentioned above, CDER considers the official receipt 
date of submissions that are time-stamped after 4:30 PM on a business day to be the next 
business day.  Because Watson would not be eligible as a first applicant for the purposes of 180-
day exclusivity for Tranexamic Acid Tablets if the company’s amendment was considered 
“received” on May 25, 2011, but would be eligible for first applicant status if it were considered 
“received” on May 24, 2011, the date it was submitted to the ESG, FDA offered Watson the 
opportunity to comment on the question of the ANDA’s proper receipt date, which the company 
did in a letter from its attorney dated November 26, 2012.5  In this letter, Watson sets forth 
several bases on which the company believes application of the 4:30 p.m. cut-off time in 
determining the receipt date for submissions made through the ESG is arbitrary and capricious 
and procedurally defective in violation of the Administrative Procedure Act.6 
                     
2  Electronic Submissions User Guide, at 4.8.2 (Feb. 9, 2010), available at: 
http://www.accessdata.fda.gov/esg/userguide/webhelp/default.htm. 
 
3 Mylan Letter, at 5; Camping Guidance, at 4. 
 
4 See, e.g., Letter to W. Rakoczy fr. G. Buehler, OGD, at 6, n.10 (May 7, 2008) (Acarbose Letter) (addressing 180-
day exclusivity for acarbose tablets). 
 
5 Letter to G. Geba fr. C. Landmon re Watson Laboratories, Inc.-Florida’s ANDA No 202093 for Tranexamic Acid 
Tablets, 650 mg (Nov. 26, 2012). 
 
6 Id. at 3-11. 
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The critical question here is what constitutes the end of one “day” and the beginning of the next 
day for the purposes of determining date of receipt.  Upon review of the relevant facts, FDA has 
determined that the agency has an inconsistent practice with respect to what time a “day” ends. 
As indicated above, CDER's ESG applies a 4:30 p.m. cut-off time for the close of the day.  
Notification of this time is available in FDA’s Electronic Submissions User Guide, on FDA’s 
website page regarding ESG,7 and is indicated on computer-generated acknowledgements of 
electronic submissions sent to individual applicants.  With respect to non-ESG submissions, 
however, CDER accepts submissions in its physical document room until 6:00 p.m.8  In addition, 
in implementing a GDUFA provision that required an application pending on October 1, 2012, 
that has not received a tentative approval prior to that date to pay a backlog fee, FDA’s Office of 
Generic Drugs recently considered requests for withdrawals of ANDAs for the purpose of 
avoiding the payment of the backlog user fee to have been received as of September 28th (the 
business day previous to October 1) if they were received by 11:59:59 p.m. on September 28, 
2012.  CDER routinely issues NDA and ANDA approvals after 4:30 PM and after 6:00 p.m. (the 
time the paper document room closes) and for regulatory purposes considers the action to have 
been taken on the date that the approval was issued, not the next business day.9  To note, CDER 
recently decided to extend the business day for electronic submissions to 11:59:59 p.m. for 
purposes of determining the official receipt date, although this decision has not been publicly 
announced.   
 
FDA also notes that it has made several public statements that could be construed to support a 
11:59:59 p.m. cut-off for the day.  First, in FDA’s guidance for industry on 180-Day Exclusivity 
When Multiple ANDAs Are Submitted on the Same Day, the agency announced its decision “to 
treat all ANDAs containing a paragraph IV certification to a listed patent that are submitted on 
the same day as being submitted at the same time for purposes of 180-day exclusivity when no 
ANDA for the same drug product containing a paragraph IV certification to the same patent has 
been submitted on a previous day.”10  Second, the agency’s statement in the Acarbose Letter 
referenced above could be construed to mean the date is the critical fact for the purposes of 
determining receipt for review, and not a particular time of day.  Third, FDA, in reiterating in the 
Modafinil Letter the agency’s rejection of the first-in-time minute-by-minute approach for first-
applicant determination, stated that: 
                                                                  
 
7 Electronic Submissions Gateway Frequently Asked Questions, available at 
http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/ucm114807 htm 
 
8 Generic Drugs: Information for Industry, available at 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplicati
ons/AbbreviatedNewDrugApplicationANDAGenerics/ucm142112.htm 
 
9 The Medicines Co. v. Kappos, 731 F. Supp. 2d 470, 473 (E.D. Va. 2010) (noting CDER’s 4:30 p.m. cut-off with 
respect to receipt of submissions and 11:59 cut-off for issuance of approvals). 
 
10 Camping Guidance, at 5.  See also draft guidance for industry on Providing Regulatory Submissions in Electronic 
Format — Receipt Date, at 2 (June 2007) (“[f]or a submission entirely in an electronic format, the FDA has 
determined the official receipt date to be the date the submission arrived at the appropriate, designated document 
room (e.g., submission on a CD-ROM) or into the electronic submission gateway (ESG)”); compare id., at 3(“[i]f a 
submission passes technical validation, then the receipt date will be the business day on which the submission 
arrived at the appropriate, designated document room or into the ESG).   
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[W]e do not agree … that when multiple substantially complete applications are 
submitted on the same first day, the precise time of day on which an ANDA is stamped or 
the lowest ANDA number determines which application is the first-filed application for 
the purposes of determining entitlement to 180-day generic drug exclusivity under 
section 505(j)(5)(B)(iv) of the Act.  Rather, we employ a “multiple-first-applicant” 
approach, and have determined that [an applicant that submitted an ANDA later in the 
day than another] would share “first applicant” status as to the [relevant] patent with any 
other ANDA applicants who filed [an] ANDAs with paragraph IV certifications to the 
[relevant ]patent the same day that [the first-in-day applicant] filed its ANDA.11 

 
Although none of these statements is facially inconsistent with CDER’s use of 4:30 p.m. cut-off 
to the business day, FDA acknowledges that there is a lack of clarity in these statements about 
what constitutes a “day.” 
 
In light of CDER’s inconsistent practices and FDA’s statements that could be construed to 
support Watson’s position, FDA has determined Watson’s amendment containing the PIV 
certification to the ‘739 patent to be received as of May 24, 2011.  To note, FDA has not 
identified any other instance in which an ANDA applicant made a submission through the ESG 
that was received after 4:30 p.m. but before 11:59:59 p.m., and as a result lost its first-applicant 
status for the purposes of determining eligibility for 180 day exclusivity.  Thus, it does not 
appear that the agency is providing Watson any benefit that it has denied another applicant in 
similar circumstances.  In addition, FDA’s anticipated change from 4:30 p.m. to 11:59:59 p.m. 
for determining official receipt date for electronic submissions will avoid any similar issues in 
the future.  

                     
11 Modafinil Letter, at 1. 
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ROUTING SHEET 
 APPROVAL     TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)    CGMP 

 

Division: II Team: 7 PM: Frank Nice 
 
ANDA #:202093 
Firm Name:Watson Laboratories, Inc.-Florida (WLF) 
ANDA Name:Tranexamic Acid Tablets, 650 mg_ 
RLD Name:Lysteda 
 

Electronic AP Routing Summary Located: 
V:\Chemistry Division II\Team 7\Electronic AP Summaries  
 

AP/TA Letter Located: 
V:\Chemistry Division II\Team 7\Final Version For DARRTS\AP TA Letters 

 
Project Manager Evaluation:        Date: 10/26/11   Initials: fjn 

 Previously reviewed and tentatively approved --- Date       
 Previously reviewed and CGMP Complete Response issued -- Date        

 
Original Recd date July 26, 2010 Date of Application July 23, 2010 Date Acceptable for Filing October 18, 2010 

Patent Certification (type) PIV Date Patent/Excl. expires March 4, 2025 Citizens' Petition/Legal Case?    Yes  No  
(If YES, attach email from PM to CP coord) 

First Generic                 Yes  No  
DMF#:        (provide MF Jackets) 

Priority Approval   (Top 100, PEPFAR, etc.)?     Yes  No    Comment:       
Prepared Draft Press Release sent to Cecelia Parise Yes  No    Date:       

 Suitability Petition/Pediatric Waiver  Pediatric Waiver Request:   Accepted  Rejected  Pending  

 
EER Status:  Pending    Acceptable    OAI EES Date Acceptable:        Warning Letter Issued; Date:       
Has there been an amendment providing for a Major change in formulation since filling? Yes   No        Comment:       
Date of Acceptable Quality (Chemistry) 10/25/11        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 8/29/11       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 2/28/11  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro) n/a 
 
Methods Val. Samples Pending: Yes  No ;   Commitment Rcvd. from Firm:  Yes  No  
 
Post Marketing Agreement (PMA): Yes   No   (If yes, email PM Coordinator)   Comment:       
 
Modified-release dosage form: Yes   No      (If yes, enter dissolution information in Letter) 
 
Routing: 

 Labeling Endorsement, Date emailed: 1/3/12  REMS Required: Yes  No   REMS Acceptable: Yes  No  
 
x Regulatory Support 
 
x Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: 1/27/12 
 
x Division 
 

 1st Generic Review 
 
X Bob West / Peter Rickman 

 Keith Webber 
 
X Filed AP Routing Summary in DARRTs X Notified Firm and Faxed Copy of Approval Letter 

 
X Sent Email to "CDER-OGDAPPROVALS 
distribution list 

Electronic ANDA:  
Yes   No  
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Reference is also made to your amendments dated February 18, April 26, July 22, August 3, October 6, October 6, and     October 
21, and November 29, 2011. 
 
Change to: 
 
Reference is also made to your amendments dated February 18, April 26, July 22, August 3, October 6 and 21, and November 29, 
2011. 
 
Koung 
 
 
3. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date 27Jan2012 
OGD Regulatory Counsel           InitialsDTR 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:Changes to TA letter saved to V drive. 
 

 
4. Quality Division Director /Deputy Director Evaluation      Date 1/25/2012 

Chemistry Div. II (Fang) InitialsGJS 
Comments:CMC Acceptable. 
 

 
5. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date 2/1/6/12 
  Assoc. Dir. For Chemistry          Initials rlw/for     
  Comments: (First generic drug review) 
 N/A.  By endorsing this tentative approval package, the CMC division director has concurred that there are 
       no precident setting issues associated with the CMC review and approval of this ANDA.  Thus, no further CMC  
       review is necessary. 
 
 
OGD Office Management Evaluation  
 
6. Peter Rickman           Date 2/16/12 
  Director, DLPS           Initials rlw/for 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: Bioequivalence studies (fasting and non-fasting) found acceptable.  In-vitro dissolution testing also found 
acceptable.  Bio study sites have acceptable OSI inspection histories.  Office-level bio endorsed 4/7/11, 7/29/11 and 
8/29/11. 
 
Labeling found acceptable for tentative approval (Approval Summary #2) 12/31/11, as endorsed 1/3/12. 
No REMS is required. 
 
CMC found acceptable for final approval (Chemistry Review #2) 10/25/11, 1/25/12. 
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7. Robert L. West           Date  2/16/12 

Deputy Director, OGD          Initials RLWest 
      Para.IV Patent Cert: Yes  No  

Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments: Acceptable EES dated 2/15/12 (Verified 2/16/12).  No "OAI" Alerts noted. 
 
       Watson Laboratories - Florida provided paragraph IV certifications to the '739 and '106 patents currently listed 
       in the "Orange Book".  Watson was sued within the 45-day periods on each of these patents.  There can be no 30-month 
       stay of approval associated with this litigation because neither patent was listed in the"Orange Book" when this ANDA 
       was submitted.  There is a new dosage form (NDF) exclusivity listed in the "Orange Book" that is due to expire on 
       November 13, 2012.  There are no additional patents or exclusivity listed in the current "Orange Book" for this drug 
       product. 
 
       This ANDA is recommended for tentative approval.  Final approval is currently blocked by Ferring's NDF 
       exclusivity until November 13, 2012. 
 
 
8. OGD Director Evaluation 

Keith Webber            
Deputy Director, OPS           

Comments: RLWest for Keith Webber, Ph.D.  2/16/12. 
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
  
 Comments: First-generic tentative approval for the tablet dosage form.  Multiple ANDAs have been  
       approved for Tranexamic Acid Injection. 
 
9. Project Manager 

Date 2/16/12 
Initials fjn 
 
Check Communication and Routing Summary into DARRTS 
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Record of Telephone Conversation 
 

 
ANDA Number: 

202093 

 
Product Name: 

Tranexamic acid 
tablets, 650 mg 

 
Firm Name: 

Watson 

 
Firm Representative: 

Radha Goolabsingh 

 
Phone Number: 

954-358-6149 

 
FDA Representative: 
Xiaobin Zhao, Ph.D. 

 
On Oct.6, 2011, a teleconference was made with Watson, to communicate the 
following minor chemistry deficiencies related to ANDA 202093 (Tranexamic 
acid tablets 650 mg): 
 

1. The product is still labeled as  tablets, while the 
ANDA does not state such.  
 
2. The drug product specification describes the product as "Oval shape 
tablets debossed with "WPI 3720" on one side of the tablet and film 
coated". However, the samples we received were not debossed.  

 
The firm acknowledged the 2 minor deficiencies and explained briefly that the 
commercial product will be immediate release tablets and the label will be 
revised. For the debossing, they will clarify in the amendment that the 
commercial product will be debossed.  

 
Signatures: 

 
 
 
 
 

Xiaobin Zhao 

 
CC:  ANDA 202093 
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Record of Telephone Conversation 
 

 
ANDA Number: 

202093 

 
Product Name: 

Tranexamic acid tablets 
650 mg 

 
Firm Name: 

Watson Laboratories 
Inc. Florida 

 
Firm Representative: 
Janet Vaughn (RA) 

Radha Goolabsingh 
Manager, Regulatory 

Affairs 
 

 
Phone Number: 

 
FDA Representative: 
Xiaobin Zhao, Ph.D. 

 
On Sep 22, 2011, a teleconference was made with Watson to communicate the 
following minor chemistry deficiencies in the 7/25/2011 Quality Minor 
Amendment related to ANDA 202093 (Tranexamic acid tablets, 650 mg): 
 

 
5. Update dissolution spec in drug product release and stability studies.  
-They agree to update spec with the recently accepted NLT % Q in 90 min 
 
6. Availability of 24 month stability data 
- Only 18 month data available at this point. The firm will provide updated 
dissolution result. 24 month data will be available end of year.  

 
 
The firm committed to submit related information in an amendment in less 
than 10 days.      

 
Signatures: 

 
 
 
 
 

Xiaobin Zhao 

 
CC:  ANDA 202093 
 
V:\FIRMSAM\       \TELECONS\         202093 .doc 
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  202093 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Pl. 
Rockville, MD  20855-2810   
  
APPLICANT: Watson Laboratories,Inc. - Florida 
 
ATTN: Radha Goolabsingh 
 
FROM: Chitra Mahadevan 

TEL: (954) 358-6147 
 
FAX: (954) 358-6350 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalence data submitted on July 23, 2010, pursuant to Section 505(j) of the Federal Food, Drug, 
and Cosmetic Act for Tranexamic Acid Tablets, 650 mg.  
 
Reference is also made to your amendment dated April 26, 2011. 
 
The Division of Bioequivalence II has completed its review of the submissions referenced above and has identified deficiencies which are 
presented on the attached 2  pages.  This facsimile is to be regarded as an official FDA communication and unless requested, a hard-copy 
will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.  Your amendment should respond to all the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review.  Your cover letter should clearly indicate: 
 
Bioequivalence  Dissolution Acknowledgement      
          
          
          
          
 
If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution waiver) that 
might be included for each strength.  We also request that you include a copy of this communication with your response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through the gateway, a 
review (orange) jacket.  Please direct any questions concerning this communication to the project manager identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or specifications by the Division of 
Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the release and stability specification.  
We also recommend that supportive dissolution data or scientific justification be provided in the CMC submission to demonstrate 
that the revised dissolution specification will be met over the shelf life of the drug product. 
 

SPECIAL INSTRUCTIONS: 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) Regulatory Documents is: 
 

Office of Generic Drugs 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855-2810 

 
ANDAs will only be accepted at the new mailing address listed above.  For further information, please refer to the following websites prior to 
submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
Please submit your response in electronic format.  This will improve document availability to review staff. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized   If you have received this document in error, please immediately notify us 
by telephone and return it to us by mail at the above address 
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BIOEQUIVALENCE DEFICIENCY: 
 

ANDA: 202093 

APPLICANT: Watson Laboratories, Inc. - Florida 

DRUG PRODUCT: Tranexamic Acid Tablets, 650 mg 

 
The Division of Bioequivalence II (DB2) has completed its review 
of your submission acknowledge on the cover sheet. The following 
deficiency has been identified: 
 
You have conducted the dissolution testing using the FDA-
recommended dissolution method. However, with this method, your 
test product showed incomplete drug release at 120 min.  Thus, 
the DBE agrees with the use of your proposed method as a quality 
control dissolution method but with a tightened specification.  
Please acknowledge the following FDA-recommended data-driven 
specification for which your test product meets at the S1 level: 
 
USP Apparatus:      II (Paddle) 
Speed (rpm):    50 rpm 
Medium:        pH 1.2 SGF  
Volume (mL):   900mL 
Temperature:   37°C ±0.5°C 
 
Specification: NLT % (Q) in 90 min. 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
 

   Barbara M. Davit, Ph.D., J.D. 
   Acting Director 
   Division of Bioequivalence II 
   Office of Generic Drugs 
   Center for Drug Evaluation and Research  
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QUALITY DEFICIENCY - MINOR 
 
ANDA  202093 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 
 

 
APPLICANT:  Watson Laboratories, Inc.-Florida 
 
ATTN:  Janet  Vaughn 
 
FROM:  Frank J. Nice 

TEL: (954) 358-6125 
 
FAX: (954) 358-6350 
 
FDA CONTACT PHONE: (240) 276-8555 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated July 26, 2010, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Tranexamic Acid Tablets, 650 mg.  
 
Reference is also made to your amendment dated November 9, 2010. 
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached   pages.   This facsimile is to be regarded as an official FDA communication and 
unless requested, a hard copy will not be mailed.  
 
Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replies will not be considered for 
review, nor will the review clock be reactivated until all deficiencies have been addressed. The response to this facsimile will 
be considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and procedures.  
Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT / RESPONSE TO 
INFORMATION REQUEST and should appear prominently in your cover letter.  
 
We also request that you include a copy of this communication with your response.  Please direct any questions concerning this 
communication to the project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents will be: 

Office of Generic Drugs, CDER, FDA 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855 

 
All ANDA documents will only be accepted at the new mailing address listed above. For further 
information, please refer to the following websites prior to submitting your ANDA Regulatory 
documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address.
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ANDA:     202093  
  
APPLICANT:  Watson Laboratories, Inc.-Florida (WLF) 
                     
DRUG PRODUCT:   Tranexamic Acid Tablets, 650 mg 
                                         
 
The deficiencies presented below represent MINOR deficiencies.   
  
A. Deficiencies: 

 
1. 

 
2. 

 
3. 

 
4. 

 
5. 

 
6. 

 
7. 

 
8. 

 
9. 
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20

 
21

 
22

 
23

 
24

 
25

 
26

 
27

 
28

 
B. In addition to responding to the deficiencies presented above, please note and acknowledge 

the following comments in your response: 
 

1. In the QbR-QOS, you have referenced the RLD as a modified release dosage form. The 
RLD is not labeled as such. In addition, Tranexamic acid tablets are referred to as 

 in multiple sessions of your submission. Please comment. 
 
2. Please provide dissolution data per DBE deficiency letter request faxed to you on 

2/25/2011. Two-tiered dissolution test with more than one time point for quality control 
may be applied to accurately reflect the physiological condition. 

Reference ID: 2941355

(b) (4)
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3. Please update ambient stability data for the drug product (all configurations). 
 
4. Please provide your product and RLD samples (2 package units each) for evaluation. 

Samples can be sent to the attention of: 
Frank J. Nice, RPh, DPA, CPHP 
Project Manager 
Office of Generic Drugs 
Food and Drug Administration 
HFD-617, Rm E254, MPN 2 
240-276-8555 

 
 

 
     Sincerely yours, 
 
 {See appended electronic signature page} 
 
     Glen J. Smith  
     Acting Director 
     Division of Chemistry II  
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 

Reference ID: 2941355
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  202093 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Pl. 
Rockville, MD  20855-2810   
  
APPLICANT: Watson Laboratories, Inc - Florida 
 
ATTN: Radha Goolabsingh 
 
FROM: Chitra Mahadevan 

TEL: (954) 358-6147 
 
FAX: (954) 358-6350 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalence data submitted on July 23, 2010, pursuant to Section 505(j) of the Federal Food, Drug, 
and Cosmetic Act for Tranexamic Acid Tablets, 650 mg.  
 
Reference is also made to your amendment dated November 9, 2010. 
 
The Division of Bioequivalence has completed its review of the submission referenced above and has identified deficiencies which are 
presented on the attached 3  pages.  This facsimile is to be regarded as an official FDA communication and unless requested, a hard-copy 
will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.  Your amendment should respond to all the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review.  Your cover letter should clearly indicate: 
 
Bioequivalence  Response to Information Request Bioequivalence  Long Term Stability 
          
          
          
          
 
If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution waiver) that 
might be included for each strength.  We also request that you include a copy of this communication with your response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through the gateway, a 
review (orange) jacket.  Please direct any questions concerning this communication to the project manager identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or specifications by the Division of 
Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the release and stability specification.  
We also recommend that supportive dissolution data or scientific justification be provided in the CMC submission to demonstrate 
that the revised dissolution specification will be met over the shelf life of the drug product. 
 

SPECIAL INSTRUCTIONS: 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) Regulatory Documents is: 
 

Office of Generic Drugs 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855-2810 

 
ANDAs will only be accepted at the new mailing address listed above.  For further information, please refer to the following websites prior to 
submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
Please submit your response in electronic format.  This will improve document availability to review staff. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized   If you have received this document in error, please immediately notify us 
by telephone and return it to us by mail at the above address 
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BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 202093 

APPLICANT: Watson Laboratories, Inc. - Florida 

DRUG PRODUCT: Tranexamic Acid Tablets, 650 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of your submissions acknowledged on the cover sheet. 
The following deficiencies have been identified: 
 

1. We acknowledge that you have submitted the long-term 
storage stability data, i.e. 44 days at -70°C. 
However, according to your study report, samples were 
stored at -20oC at the clinical center before they 
were shipped to the analytical center. Please provide 
long term stability data at -20oC that is sufficient 
to cover the time period when samples were stored at 
the clinical center at -20oC, i.e. at least 18 days 
(from June 4 to June 22, 2010). 

  
2. As indicated in the DBE deficiency letter (2/28/2011), 

your dissolution testing is incomplete. Please conduct 
and submit dissolution testing on twelve (12) dosage 
units of the test and reference product using the 
following FDA-recommended dissolution method: 
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Please submit the comparative dissolution results which should 
include the individual tablet data as well as the mean, range,  
% coefficient of variation (CV) at each time point for the 12 
tablets tested, and dates of dissolution testing for each drug 
product. Also, please resubmit the dissolution testing data 
summary table with the above data. 
 

 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
 

   Barbara M. Davit, Ph.D., J.D. 
   Acting Director 
   Division of Bioequivalence II 
   Office of Generic Drugs 
   Center for Drug Evaluation and Research  
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  202093 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Pl. 
Rockville, MD  20855-2810   
  
APPLICANT: Watson Laboratories, Inc - Florida 
 
ATTN: Radha Goolabsingh 
 
FROM: Chitra Mahadevan 

TEL: (954) 358-6147 
 
FAX: (954) 358-6350 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalence data submitted on July 23, 2010, pursuant to Section 505(j) of the Federal Food, Drug, 
and Cosmetic Act for Tranexamic Acid Tablets, 650 mg.  
 
The Division of Bioequivalence has completed its review of the submission referenced above and has identified deficiencies which are 
presented on the attached 3  pages.  This facsimile is to be regarded as an official FDA communication and unless requested, a hard-copy 
will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.  Your amendment should respond to all the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review.  Your cover letter should clearly indicate: 
 
Bioequivalence  Response to Information Request Bioequivalence  Long Term Stability 
          
          
          
          
 
If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution waiver) that 
might be included for each strength.  We also request that you include a copy of this communication with your response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through the gateway, a 
review (orange) jacket.  Please direct any questions concerning this communication to the project manager identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or specifications by the Division of 
Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the release and stability specification.  
We also recommend that supportive dissolution data or scientific justification be provided in the CMC submission to demonstrate 
that the revised dissolution specification will be met over the shelf life of the drug product. 
 

SPECIAL INSTRUCTIONS: 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) Regulatory Documents is: 
 

Office of Generic Drugs 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855-2810 

 
ANDAs will only be accepted at the new mailing address listed above.  For further information, please refer to the following websites prior to 
submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
Please submit your response in electronic format.  This will improve document availability to review staff. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized   If you have received this document in error, please immediately notify us 
by telephone and return it to us by mail at the above address 

Reference ID: 2910677





2. The long-term storage stability data that you provided, which 
is 8 days at -70°C or -20oC, does not cover the maximum 
storage period of the study samples for the submitted 
bioequivalence studies, which is 34 days. Please provide long 
term storage stability data of tranexamic acid in frozen 
plasma for at least 34 days. 

 
 
 

 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Barbara M. Davit, Ph.D., J.D. 
Acting Director 
Division of Bioequivalence II 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

__________________________________________________________________________________________ 
__________________________________________________________________________________________  
 
ANDA Number:  202093 
  
Date of Submission:    July 23, 2010 (Original)  
 
Applicant's Name:  Watson Laboratories, Inc. - Florida 
 
Established Name:  Tranexamic Acid Tablets, 650 mg 
__________________________________________________________________________________________ 
____________________________________________________________________________________________________ 
 
 
Please submit final printed labeling electronically.   
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the reference 
listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates 
of new documents posted on the CDER web site at the following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
 
To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide a 
side-by-side comparison of your proposed labeling with your last submission with all differences annotated and 
explained. 
 
 

 
     {See appended electronic signature page} 
     ___________________________ 
     Wm. Peter Rickman 
     Director 
     Division of Labeling and Program Support  
     Office of Generic Drugs     
     Center for Drug Evaluation and Research 
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ANDA CHECKLIST FOR CTD or eCTD FORMAT 

FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR 
FILING 

 
For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) 

Format please go to:  http://www fda.gov/cder/regulatory/ersr/ectd.htm 
*For a Comprehensive Table of Contents Headings and Hierarchy please go to:  

http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 
** For more CTD and eCTD informational links see the final page of the ANDA Checklist 

*** A model Quality Overall Summary for an immediate release tablet and an extended release capsule can 
be found on the OGD webpage http://www.fda.gov/cder/ogd/ *** 

 
ANDA #: 202093    FIRM NAME:  WATSON LABORATORIES INC. -FLORIDA 
 
PIV: NO  Electronic or Paper Submission:  ELECTRONIC (GATEWAY) 
  
 RELATED APPLICATION(S):  NA 

First Generic Product Received?  YES 
 
DRUG NAME:   TRANEXAMIC ACID  
DOSAGE FORM:  TABLETS, 650 MG   
 
Review Team: (Bolded/Italicized & Checked indicate Assignment or DARRTS designation) 
Quality Team:  DC2 Team 21 

Activity 
Bio Team  7:  Jiang Xiaojian 

Activity  
ANDA/Quality RPM:Frank Nice 

 FYI
Bio PM: Chitra Mahadevan  

 FYI
Quality Team Leader: Rajagopalan, Radhika       
No assignment needed in DARRTS 

Clinical Endpoint Team Assignment: (No) 
Activity  

Labeling Reviewer: Sarah Park  
Activity  

Micro Review  (No) 
Activity 

***Document Room Note: for New Strength amendments and supplements, if specific 
reviewer(s) have already been assigned for the original, please assign to those reviewer(s) 
instead of the default random team(s). *** 
 
           Letter Date:   JULY 23, 2010  Received Date:  JULY 26, 2010 
 
   Comments:     EC - 1  YES                    On Cards:   YES   
     Therapeutic Code:  8052009 FIBRINOLYTICS/ANTIFIBRINOLYTICS  
 

Archival  copy:  ELECTRONIC (GATEWAY)      Sections   I  
Review copy:  NA         E-Media Disposition:  NA 
Not applicable to electronic sections                
 
PART 3 Combination Product Category   N Not a Part3 Combo Product   
(Must be completed for ALL Original Applications)           Refer to the Part 3 Combination Algorithm 

 
 
Reviewing 
CSO/CST      FELECIA (LISA) TAN 
 
        Date    11/9/2010   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        Reference ID: 2863866
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Reference ID: 2863866



 
 
MODULE 1 
     ADMINISTRATIVE                  
                                                                     ACCEPTABLE 

 
1.1 

 
1.1.2  Signed and Completed Application Form (356h)  (original signature)  
     (Check Rx/OTC Status) RX YES  

 

  
1.2 Cover Letter  Dated: JULY 23, 2010 YES  

1.2.1 Form FDA 3674  (PDF)YES OPTION B  

    * 
 

Table of Contents (paper submission only) YES   
 

    1.3.2 Field Copy Certification (original signature) NA  
(N/A for E-Submissions)   

 
 

    1.3.3 Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other: 
1. Debarment Certification (original signature)   YES  
2. List of Convictions statement (original signature) YES 
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MODULE 1 (Continued) 
     ADMINISTRATIVE     
                                                                                                                                           ACCEPTABLE                  
   
   
1.12.12 
 

 
Comparison between Generic Drug and RLD-505(j)(2)(A) 
1. Conditions of use    SAME 
2. Active ingredients  SAME 
3. Inactive ingredients  JUSTIFIED 
4. Route of administration  SAME 
5. Dosage Form  SAME 
6. Strength   SAME 

 
 

1.12.14  Environmental Impact Analysis Statement YES 21CFR25.31 
 

 

1.12.15 
 

Request for Waiver  
Request for Waiver of In-Vivo BA/BE Study(ies): NA 
PLEASE SEE NEW DBE GUIDANCE FOR INDUSTRY FOR THIS DRUG 
PRODUCT ATTACHED ABOVE. 

 
 

1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1  4 copies of draft (each strength and container)  YES 
1.14.1.2  1 side by side labeling comparison of containers and carton with all 
differences annotated and explained  YES 
1.14.1.3  1  package insert (content of labeling) submitted electronically  YES 
    ***Was a proprietary name request submitted?  NO     
    (If yes, send email to Labeling Reviewer indicating such.) 
++COMMITMENT FOR SPL ON COVER. 

 
 

 1.14.3 
 

Listed Drug Labeling  
1.14.3.1  1 side by side labeling (package and patient insert) comparison with all 
differences annotated and explained  YES 
1.14.3.3  1 RLD label and 1 RLD container label  YES 
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MODULE 2 
     SUMMARIES                               ACCEPTABLE 
 
2.3 

 
Quality Overall Summary (QOS)  
     E-Submission:  PDF YES  
                                Word Processed e.g., MS Word YES 
 
A model Quality Overall Summary for an immediate release tablet and an extended release capsule 
can be found on the OGD webpage http://www fda.gov/cder/ogd/   
 
Question based Review (QbR) YES 
 
2.3.S  
    Drug Substance (Active Pharmaceutical Ingredient) YES 
       2.3.S.1 General Information 
       2.3.S.2 Manufacture 
       2.3.S.3 Characterization 
       2.3.S.4 Control of Drug Substance 
       2.3.S.5 Reference Standards or Materials 
       2.3.S.6 Container Closure System 
       2.3.S.7 Stability 
 
2.3.P 
    Drug Product YES 
       2.3.P.1 Description and Composition of the Drug Product 
       2.3.P.2  Pharmaceutical Development        
                  2.3.P.2.1 Components of the Drug Product 
                            2.3.P.2.1.1 Drug Substance 
                            2.3.P.2.1.2 Excipients 
                 2.3.P.2.2 Drug Product 
                 2.3.P.2.3 Manufacturing Process Development 
                 2.3.P.2.4 Container Closure System 
      2.3.P.3 Manufacture 
      2.3.P.4 Control of Excipients 
      2.3.P.5 Control of Drug Product 
      2.3.P.6 Reference Standards or Materials 
      2.3.P.7 Container Closure System 
      2.3.P.8 Stability  

 
 

 
2.7 

Clinical Summary (Bioequivalence) 
Model Bioequivalence Data Summary Tables 
           E-Submission:  PDF YES  
                                      Word Processed e.g., MS Word YES 
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 Background and Overview 
            Table 1. Submission Summary YES 
              Table 4. Bioanalytical Method Validation YES 
              Table 6. Formulation Data YES 
2.7.1.2 Summary of Results of Individual Studies  
              Table 5. Summary of In Vitro Dissolution YES 
2.7.1.3 Comparison and Analyses of Results Across Studies  
            Table 2. Summary of Bioavailability (BA) Studies YES 
              Table 3. Statistical Summary of the Comparative BA Data YES 
2.7.1.4 Appendix  
2.7.4.1.3 Demographic and Other Characteristics of Study Population 
             Table 7. Demographic Profile of Subjects Completing the Bioequivalence Study YES 
2.7.4.2.1.1 Common Adverse Events 
             Table 8. Incidence of Adverse Events in Individual Studies YES 

 
 

 
 
MODULE 3 
     3.2.S DRUG SUBSTANCE                                                                                            ACCEPTABLE 
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MODULE 3 
     3.2.P DRUG PRODUCT                                                                                                ACCEPTABLE 

 
3.2.P.1 

             
Description and Composition of the Drug Product 
     1. Unit composition YES 
     2. Inactive ingredients and amounts are appropriate per IIG JUSTIFIED PER IIG 

 
 

 
3.2.P.2 

             
Pharmaceutical Development 
Pharmaceutical Development Report  YES 

 
 

 
3.2.P.3 

 
Manufacture  
3.2.P.3.1 Manufacture(s) (Finished Dosage Manufacturer and Outside Contract Testing 
Laboratories) 
    1. Name and Full Address(es)of the Facility(ies)    YES 
    2. CGMP Certification:  YES 
    3. Function or Responsibility   WATSON LAB INC FLORIDA 
    4. CFN or FEI numbers   3003194604 
3.2.P.3.2 Batch Formula YES 
3.2.P.3.3 Description of Manufacturing Process and Process Controls 
    1. Description of the Manufacturing Process YES 
    2. Master Production Batch Record(s) for largest intended production runs  
        (no more than  10x pilot batch) with equipment specified   

 
    3. If sterile product: Aseptic fill  / Terminal sterilization N/A 
    4. Reprocessing Statement   21CFR211.115 
3.2.P.3.4 Controls of Critical Steps and Intermediates SUBMITTED 
3.2.P.3.5 Process Validation and/or Evaluation N/A 
    1. Microbiological sterilization validation  
    2. Filter validation (if aseptic fill)   

 
 

 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)  
 Source of inactive ingredients identified  YES 
3.2.P.4.1 Specifications 
    1. Testing specifications (including identification and characterization) YES 
    2. Suppliers' COA (specifications and test results) YES 
3.2.P.4.2 Analytical Procedures SUBMITTED 
3.2.P.4.3 Validation of Analytical Procedures SUBMITTED 
3.2.P.4.4 Justification of Specifications SUBMITTED 
    Applicant COA  YES 
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(b) (4)





3.2.P.8 
 

3.2.P.8.1 Stability (Finished Dosage Form) 
     1. Stability Protocol submitted  YES 
     2. Expiration Dating Period  MONTH EXP 
3.2.P.8.2 Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments YES 
3.2.P.8.3 Stability Data  
     1. 3 month accelerated stability data YES 
     2. Batch numbers on stability records the same as the test batch YES: 3720R0012 
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(b) 
(4)



 
MODULE 3 
     3.2.R  Regional Information 
                                                                                                                                              ACCEPTABLE 

3.2.R 
(Drug 
Substance) 

 
3.2.R.1.S Executed Batch Records for drug substance (if available)  
3.2.R.2.S Comparability Protocols N/A 
3.2.R.3.S Methods Validation Package  YES 
       Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 
       (Required for Non-USP drugs)  

 
 

 
3.2.R 
(Drug 
Product) 

 
3.2.R.1.P.1 
    Executed Batch Records 
    Copy of Executed Batch Record with Equipment Specified, including Packaging Records 
    (Packaging and Labeling Procedures) 
    Batch Reconciliation and Label Reconciliation  YES 
         Theoretical Yield  SEE BELOW 
         Actual Yield  SEE BELOW 
         Packaged Yield  SEE BELOW 
3.2.R.1.P.2 Information on Components  N/A 
3.2.R.2.P Comparability Protocols  N/A 
3.2.R.3.P Methods Validation Package YES 
        Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 
       (Required for Non-USP drugs) 

 
 

 
MODULE 5 
     CLINICAL STUDY REPORTS                                                                                    ACCEPTABLE  

 
5.2 
 

 
Tabular Listing of Clinical Studies SUBMITTED 
 

 
 

 
5.3.1 
(complete 
study data) 

Bioavailability/Bioequivalence 
1. Formulation data same?  
    a. Comparison of all Strengths (check proportionality of multiple strengths)       
    b. Parenterals, Ophthalmics, Otics and Topicals  

       per 21 CFR 314.94 (a)(9)(iii)-(v)        
2. Lot Numbers of Products used in BE Study(ies):       
3. Study Type:  IN-VIVO PK STUDY(IES)     (Continue with the appropriate study type box below) 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 202093 
 
 
 
 
 
 
Watson Laboratories Inc.-Florida 
Attention: Janet Vaughn 
4955 Orange Drive 
Fort Lauderdale, FL 33314 
 
Dear Madam: 
 
We acknowledge the receipt of your abbreviated new drug application 
submitted pursuant to Section 505(j) of the Federal Food, Drug and 
Cosmetic Act.   
 
Reference is also made to the email correspondence dated October 28, 
2010 and your correspondence dated November 9, 2010. 
 
NAME OF DRUG: Tranexamic Acid Tablets, 650 mg 
  
DATE OF APPLICATION: July 23, 2010 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: July 26, 2010  
 
We will correspond with you further after we have had the opportunity 
to review the application. 
 
Please identify any communications concerning this application with 
the ANDA number shown above. 
 
Should you have questions concerning this application, contact: 
 
 

Frank J. Nice                  
Project Manager 
240-276-8555 
 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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Item Verified: YES NO Required
Amount

Amount
Sent

Comments

Protocol Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Assay Methodology Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Procedure SOP Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Methods Validation The firm did not provide
bioanalytical method validation
report

Study Results Ln/Lin Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Adverse Events Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

IRB Approval Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report
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Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Dissolution Data Module 2: 2.7. Clinical Summary.
(summary table #5, 12 individual
data was attached following table
#5)

Pre-screening of Patients Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.24. Case Report
Forms [Site ID]

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.24. Case Report
Forms [Site ID]

Chromatograms Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Consent Forms Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Composition Module 2: 2.3. Quality Overall
Summary, 2.3.P Drug Product

Module 3: 3.2.P.1. Description and
Composition of the Drug Product

Summary of Study Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Individual Data & Graphs,
Linear & Ln

Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report
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PK/PD Data Disk
Submitted)

Module 5: 5.3.1.2. 02361vh-Fasting
Study 5.3.1.2.25. Individual
Subject Data Listing

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.25. Individual Subject
Data Listing

Randomization Schedule Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Protocol Deviations Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Clinical Site Module 2: 2.7. Clinical Summary.
(summary table 10)

Analytical Site Module 2: 2.7. Clinical Summary.
(summary table 10)

Study Investigators Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Medical Records Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.24. Case Report
Forms [Site ID]

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.24. Case Report
Forms [Site ID]

Clinical Raw Data Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.24. Case Report
Forms [Site ID]

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.24. Case Report
Forms [Site ID]

Test Article Inventory The firm did not provide the
pharmacy records and dispensing
logs for the test and reference
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products for both fasting and fed
studies

BIO Batch Size Module 2: 2.7. Clinical Summary.
(BE summary table #11 Product
information)

Assay of Active Content
Drug

Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Content Uniformity Module 2: 2.7. Clinical Summary.
(BE summary table #11 Product
information)

Date of Manufacture Module 2: 2.7. Clinical Summary.
(BE summary table #11 Product
information)

Exp. Date of RLD Module 2: 2.7. Clinical Summary.
(BE summary table #11 Product
information)

BioStudy Lot Numbers Module 2: 2.7. Clinical Summary.
(BE summary table #11 Product
information)

Statistics Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Summary results provided
by the firm indicate studies
pass BE criteria

Module 5: 5.3.1.2. 02361vh-Fasting
study 5.3.1.2.1. Legacy Study
Report

Module 5: 5.3.1.2. 02364vh-Fed
study 5.3.1.2.1. Legacy Study
Report

Module 2: 2.7. Clinical Summary
(BE summary table #3)

Waiver requests for other
strengths / supporting data

N/A
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Food Effect Studies
A randomized single dose comparative bioavailability 4-way crossover trial with healthy
nonsmoking adult female volunteers was conducted to assess the single dose relative
bioavailability of Lysteda following a 1,300 mg (2 x 650 mg) dose, under fasting and fed
states (study# XP12B-102). A single dose administration (two 650 mg tablets) of Lysteda TM

MR with food increased both C max and AUC inf by 7% and 16%, respectively. The 90% CI
fell within the range of 80-125% for AUC inf and C max indicating that Lysteda is
bioequivalent under fasting and fed states for TBM formulation (MR). Therefore, Lysteda
may be administered without regard to meals. In the phase 3 clinical trials, patients were
instructed to take Lysteda without regards to meals.

Dose Proportionality Stud(ies)
Dose proportionality study was performed in Phase I thorough QT study (XP12B-MR-104)5.
The Cmax and AUCinf following supratherapeutic dose (3.9 g) in the thorough QT study were
1.8 and 1.9 fold, respectively when compared to the therapeutic dose (1.3 g). The increase in
3-fold dose produced approximately 2-fold increase in exposures indicating less than dose
proportional PK of tranexamic acid at the studied doses.

Analytical Section
Blood samples were collected during each phase I trial period at pre dose, 0.5, 1, 1.5, 2, 2.5,
3, 3.5, 4, 5, 6, 10, 14, 24, 28, 32, and 36 hours post-dose for female subjects who were
given Lysteda. Plasma tranexamic acid was separated from heparinized plasma by
liquid/liquid
extraction. All tranexamic acid samples were derivatized using Methyliodide. The
concentrations of tranexamic acid samples were determined by GC/MS method using
Negative Chemical Ionization and Selected Ion Monitoring.

As per labeling the recommended dose of Lysteda TM for women with normal renal function
is two 650 mg tablets taken three times daily (3900 mg/day) for a maximum of 5 days during
monthly menstruation. In most of the PK studies the female volunteers were dosed by a
single oral administration of two 650 mg tablets of Lysteda TM (2 x 650 mg). In the study of
dosage adjustment for renal impairment, 650 mg (1x650 mg) once a day for a maximum of 5
days during menstruation was used, and the plasma concentration of tranexamic was
detectable. In addition, in fasting and fed BE studies in ANDA 202093 (1st generic drug),
the plasma concentration of tranexamic acid is well above the limit of quantitation (50
ng/mL) with a single oral administration of one 650 mg tablets, therefore, administration of
one 650 mg dosage is recommended to establish the bioequivalence to the RLD Lysteda TM.

In vitro alcohol dose dumping
In the original submission, since the To-Be-Marketed formulation was proposed to be the
MR formulation by the sponsor, the sponsor was asked to address the robustness of the MR
formulation in presence of alcohol 6. The impact of different ratios of alcohol in the
dissolution medium on the drug release from the dosage form was studied. The f2

comparisons show that the dissolution profiles in 5%, 10%, and 20% alcohol were similar to
the dissolution profile in DI water (f2 >50). The dissolution profile in 40% alcohol was,
however, dissimilar from the dissolution profile in DI water (f2=26.74). There was also a
trend showing a reduction in the dissolution rate as the amount of alcohol in the dissolution

5 DARRTS: REV-CLINPHARM-01(General Review) for NDA 022430 dated 5/18/2009.
6 DARRTS: REV-CLINPHARM-01(General Review) under IND 68096 dated 11/5/2008
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Dissolution Sample Preparation: At pull times, withdraw approximately 10 mL from each
dissolution vessel and filter through a 0.45 m Nylon filter, discarding the first 2-3
mL of filtrate.

In the original submission dated 1/30/2009, since the sponsor claimed Lysteda TM as a
modified release tablet, the firm proposed the following dissolution specification:

After removing the
“modified-release” from LYSTEDA labeling and updated it as “LYSTEDA (tranexamic
acid) tablet” in its amendment dated 6/30/2009, the firm revised the finished drug product
dissolution specification to a single time point of NLT % (Q) at 90 minutes, which was
found acceptable.

The firm also conducted dissolution testing in different pH (0.1N HCl, pH 1.2, 4.5 and 6.8).
The f2 comparisons show similar dissolution profiles in all media (f2>60) except pH 6.8
Phosphate buffer (f2=48.01). There was also a trend showing a reduction in the dissolution
rate as the pH of the dissolution medium increased with the slowest dissolution occurring at
pH 6.8.

7. Summary and Conclusions

The DBE requests the following to demonstrate bioequivalence to Lysteda TM (tranexamic
acid) tablets:

Fasting Study8: The DBE requests a single-dose, two-way crossover, fasting in-vivo
bioequivalence study comparing Tranexamic Acid Tablets, 650 mg, to the reference listed
drug (RLD), LystedaTM (tranexamic acid) Tablets, 650 mg.

Fed Study: The DBE requests a single-dose, two-way crossover, fed in-vivo bioequivalence
study comparing Tranexamic Acid Tablets, 650 mg, to the reference listed drug (RLD),
LystedaTM (tranexamic acid) Tablets, 650 mg.

As per the DBE’s current policy, a fed BE study can be exempt under the following situations:
a) The drug product is classified as a BCS Class 1; or
b) When the RLD label clearly indicates that the drug should be taken on an empty

stomach; or
c) A study population of cancer patients has difficulty in successfully ingesting a

high fat meal; or
d) A fed study would cause safety or efficacy concerns.

The RLD labeling for LystedaTM stated that “LYSTEDA may be taken with or without food.”
Therefore, based on the current DBE policy, a fed BE study is requested.

Special Consideration: DBE recommends that in vivo BE studies be conducted in normal
healthy non-pregnant females for the following reasons: (1)Tranexamic Acid Tablets, 650
mg is indicated for the treatment of woman cyclic heavy menstrual bleeding and (2) the

8 FDA’s Guidance for Industry: Bioavailability and Bioequivalence Studies for Orally Administered Drug Products – General
Considerations (posted March, 2003) states that a BE study under fasting conditions should be conducted for all orally administered
immediate-release drug products. Since this is an orally administered immediate-release drug product, the DBE requests a fasting BE study
as per the guidance.

(b) (4)

(b) 
(4)

(b) 
(4)

(b) (4)
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NDA used female subjects in all PK studies (e.g., XP12B-101, XP12B-102 and XP12B-103,
etc) for this indication.

Measurement of Parent Drug in Plasma: The DBE requests that only the parent drug,
tranexamic acid be measured in plasma.

FDA’s Guidance for Industry: Bioavailability and Bioequivalence Studies for Orally
Administered Drug Products – General Considerations states that metabolite plasma
concentrations should be measured if the metabolite is formed by presystemic metabolism
and contributes meaningfully to safety and efficacy.

As per labeling of RLD LystedaTM, only a small fraction of the tranexamic acid is
metabolized. Tranexamic acid is eliminated by urinary excretion primarily via glomerular
filtration with more than 95% of the dose excreted unchanged. Therefore, only the parent
drug, tranexamic should be measured in plasma.

Waiver request of in vivo testing: Not Applicable

Dissolution Method: FDA-recommended method

Apparatus: USP apparatus II (paddles)
Speed: 50 rpm
Medium: water at 37°C
Volume: 900 mL
Sampling Times: 15, 30, 45, 60, 75 and 90 minutes
Specification: NLT % (Q) in 90 minutes

8. Recommendations to the firm

The firm should be recommended the following:

The firm is requested to provide bioanalytical method validation report and pharmacy
records and dispensing logs for the test and reference products..

(b) 
(4)
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Contains Nonbinding Recommendations

Draft Guidance on Tranexamic Acid

Active ingredient: Tranexamic Acid

Form/Route: Tablets/Oral

Recommended studies: 2 studies

Type of study: Fasting
Design: Single-dose, two-way crossover in-vivo
Strength: 650 mg
Subjects: Normal healthy non-pregnant females, general population.
___________________________________________________________________________

Type of study: Fed
Design: Single-dose, two-way crossover in-vivo
Strength: 650 mg
Subjects: Normal healthy non-pregnant females, general population.
___________________________________________________________________________

Analytes to measure (in appropriate biological fluid): Tranexamic acid in plasma

Bioequivalence based on (90% CI): Tranexamic acid

Waiver request of in vivo testing: Not Applicable

Dissolution test method and sampling times: Please note that a Dissolution Methods
Database is available to the public at the OGD website at
http://www.accessdata.fda.gov/scripts/cder/dissolution/. Please find the dissolution information
for this product at this website. Please conduct comparative dissolution testing on 12 dosage
units each of all strengths of the test and reference products. Specifications will be determined
upon review of the application.

This draft guidance, once finalized, will represent the Food and Drug Administration's (FDA's) current
thinking on this topic. It does not create or confer any rights for or on any person and does not operate
to bind FDA or the public. You can use an alternative approach if the approach satisfies the
requirements of the applicable statutes and regulations. If you want to discuss an alternative approach,
contact the Office of Generic Drugs.
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Appendix

Fed Bioequivalence studies:

Co-administration of food with oral drug products can influence BE. Therefore, fed BE
studies can determine whether test and RLD products are bioequivalent when co-
administered with meals. We usually recommend a single-dose, two-period, two-
treatment, two-sequence, crossover study for fed BE studies.

When a fasting in vivo BE study is indicated for an orally administered, immediate
release product, we also recommend that applicants conduct a fed study, except as
follows:

 When both test product and RLD are rapidly dissolving, have similar dissolution
profiles, and contain a drug substance with high solubility and high permeability
(BCS Class I)

 When the dosage and administration section of the RLD labeling states that the
product should be taken only on an empty stomach (e.g., the labeling states that the
product should be administered one hour before or two hours after a meal).

For orally administered, immediate release products labeled to be taken only with food,
fasting and fed studies are recommended, except when serious adverse events are
anticipated with fasting administration. In these cases, we recommend that applicants
conduct only a fed study; a fasting study is not recommended.

For all orally administered, modified release drug products, we recommend that
applicants conduct a fed BE study in addition to a fasting BE study. These studies are
usually conducted on the highest strength of the drug product, unless safety
considerations preclude the use of that dose in study subjects.

b. Test Meal Composition

We recommend that applicants conduct fed BE studies using meals that provide the
greatest effects on GI physiology and systemic drug availability. We recommend a high-
fat (approximately 50 percent of total caloric content of the meal), high-calorie
(approximately 800 to 1000 calories) test meal for fed BE studies. This test meal should
derive approximately 150, 250, and 500-600 calories from protein, carbohydrate, and fat,
respectively1. The caloric breakdown of the test meal should be provided in the study
report.

1 An example test meal would be: two eggs fried in butter, two strips of bacon, two slices of toast with butter, four ounces of hash brown potatoes
and eight ounces of whole milk. Substitutions in this test meal (e.g., beef instead of bacon) can be made as long as the meal provides a similar
amount of calories from protein, carbohydrate, and fat and has comparable meal volume, density, and viscosity. In general, completely vegetarian
meals are not recommended.
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9. Enter Review Productivity and Generate Report

ANDA: 202093

Completed Assignment for 202093 ID: 12131

Reviewer: Xia, Li Date Completed:

Verifier: Date Verified:

Division: Division of Bioequivalence

Description: checklist for Tranexamic acid tablets

Productivity:

ID
Letter
Date

Productivity Category Sub Category Productivity
Subtota

l

12131 7/23/2010 Paragraph 4 Paragraph 4 Checklist 1 1

12131 7/23/2010 Controlled
Correspondence

Controlled
Correspondence

1 1

Bean Total: 2

DBE2 Productivity points:

Checklist
First Generic Checklist 1
Control Correspondence 1
Total 2
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
          PUBLIC HEALTH SERVICE 
      FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE   :  August 23, 2010 
 
TO       : Director 
        Division of Bioequivalence (HFD-650) 
 
FROM   : Chief, Regulatory Support Branch 

Office of Generic Drugs (HFD-615) 
 
SUBJECT: Examination of the bioequivalence study submitted with an ANDA 202093  
                        for Tranexamic Acid Tablets, 650 mg to determine if the application is substantially 

complete for filing. 
 

Watson Laboratories Inc. (Florida ) has submitted ANDA 202093 for Tranexamic Acid 
Tablets, 650 mg.  It is a first generic.  In order to accept an ANDA that contains a first 
generic, the Agency must formally review and make a determination that the application is 
substantially complete.  Included in this review is a determination that the bioequivalence 
study is complete, and could establish that the product is bioequivalent. 

 
Please evaluate whether the request for study submitted by Watson Laboratories Inc. 
(Florida) on July 23, 2010 for its Tranexamic Acid product satisfies the statutory 
requirements of "completeness" so that the ANDA may be filed. 

 
A "complete" bioavailability or bioequivalence study is defined as one that conforms with 
an appropriate FDA guidance or is reasonable in design and purports to demonstrate that 
the proposed drug is bioequivalent to the "listed drug". 

 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
ANDA-202093 ORIG-1 WATSON

LABORATORIES
INC FLORIDA

TRANEXAMIC ACID

---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
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EDA E HOWARD
08/24/2010




