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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
                             

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 090790 
 
 
 
 
 
 
Apotex Corp. 
Attention: Kiran Krishnan 
   Associate Director, Regulatory Affairs 
2400 N. Commerce Parkway, Suite 400 
Weston, FL 33326 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated August 27, 2008, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg.  
 
Reference is also made to the tentative approval letter issued 
by this office on August 11, 2010, and to your amendments dated 
February 1, August 12, September 21, September 24, September 27, 
September 28, and October 4, 2010. 
 
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 Losartan Potassium Tablets USP, 25 mg, 50 mg and 
100 mg, to be bioequivalent and, therefore, therapeutically 
equivalent to the reference listed drug, Cozaar Tablets, 25 mg, 
50 mg, 100 mg, respectively, of Merck Research Laboratories. 
Your dissolution testing should be incorporated into the 
stability and quality control program using the same method 
proposed in your application.    
 
The reference listed drug (RLD) upon which you have based your 
ANDA, Cozaar Tablets, 25 mg, 50 mg, and 100 mg, of Merck Research 
Laboratories, is subject to a period of patent protection. As 
noted in the agency’s publication titled Approved Drug Products 
with Therapeutic Equivalence Evaluations (the “Orange Book”), 
U.S. Patent No. 5,210,079 (the ‘079 patent) is scheduled to 
expire on November 11, 2010 (with pediatric exclusivity 
extension). 



 
Your ANDA contains a statement under section 505(j)(2)(A)(viii) 
of the Act that the ‘079 patent is a method-of-use patent, and 
that this patent does not claim any indication for which you are 
seeking approval. 
 
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.  
 
We 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 505-1(i). 
 
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 
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  
 Division of Drug Marketing, Advertising, and Communications  
 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 Division of 
Drug Marketing, Advertising, and Communications 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/U CM072392.pdf 
 
The SPL will be accessible via publicly available labeling 
repositories. 
        
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Keith Webber, Ph.D. 
Deputy Director 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
 



Reference ID: 2845346

---------------------------------------------------------------------------------------------------------
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
10/06/2010
Deputy Director, Office of Generic Drugs
for Keith Webber, Ph.D.
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             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 090790 
 
 
 
 
 
 
Apotex Corp. 
U.S. Agent for: Apotex, Inc. 
Attention: Kiran Krishnan 
   Associate Director, Regulatory Affairs 
2400 North Commerce Parkway, Suite 400 
Weston, FL 33326 
  
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated August 27, 2008, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Losartan Potassium Tablets USP, 25 mg, 50 mg, and 100 mg.  
 
Reference is also made to your amendments dated March 5, July 7, 
September 8, and September 14, 2009; and January 15, January 20, 
January 25, February 1, February 18, February 19, February 23, 
March 5 and March 15, 2010. 
 
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.   
 
The reference listed drug (RLD) upon which you have based your 
ANDA, Cozaar Tablets, 25 mg, 50 mg, and 100 mg, of Merck 
Research Laboratories, is subject to periods of patent 
protection.  As noted in the agency's publication titled 
Approved Drug Products with Therapeutic Equivalence Evaluations 
(the “Orange Book”), U.S. Patent No. 5,210,079 (the '079 patent) 
is scheduled to expire on November 11, 2010, and U.S. Patent No. 



 

5,608,075 (the '075 patent) expired on September 4, 2009 (both 
with pediatric exclusivity added).  
 
With respect to the '079 patent, your ANDA contains a statement 
under section 505(j)(2)(A)(viii) of the Act that this is a 
method of use patent, and that your ANDA does not claim any 
indication protected by this patent. 
 
Your ANDA also contains a paragraph IV certification to the ‘075 
patent under section 505(j)(2)(A)(vii)(IV) of the Act stating 
that the patent is invalid, unenforceable, or will not be 
infringed by your manufacture, use, or sale of Losartan 
Potassium Tablets USP, 25 mg, 50 mg, and 100 mg, under this 
ANDA.  You have notified the agency that Apotex, Inc. (Apotex) 
complied with the requirements of section 505(j)(2)(B) of the 
Act, and that no action for infringement was brought against 
Apotex within the statutory 45-day period, which action would 
have resulted in a 30-month stay of approval under section 
505(j)(5)(B)(iii).  
 
However, we are unable at this time to grant final approval to 
your ANDA.  Prior to the submission of your ANDA, another 
applicant submitted an ANDA for Losartan Potassium Tablets USP, 
25 mg, 50 mg, and 100 mg, which contained a paragraph IV 
certification to the ‘075 patent.  Your ANDA will be eligible 
for final approval upon the expiration of the other applicant’s 
180-day exclusivity identified in section 505(j)(5)(B)(iv) of 
the Act, or that exclusivity is otherwise resolved. 
 
To reactivate your ANDA prior to final approval, please submit a 
“MINOR AMENDMENT – FINAL APPROVAL REQUESTED” upon receipt of 
this letter.  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. 
 
Any significant changes in the conditions outlined in this ANDA 
as well as changes in the status of the manufacturing and 
testing facilities' compliance with current good manufacturing 
practices (cGMPs) are subject to agency review before final 
approval of the application 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 application, or 
prior to submitting additional amendments, please contact Dat 
Doan, Project Manager, at (240) 276-9336. 
 
   

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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LABELING REVIEWS



 
REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:    90-790              
Date of Submission:  August 27, 2008  
Applicant's Name:   Apotex Corporation 
Established Name:   Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg tablets 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:   
   
  1.  GENERALCOMMENTS 

 
a. Referring to the  proposed count bottles, the Agency does 

NOT approve bulk labeling.  Please delete this count bottle from your HOW 
SUPPLIED section.  

 
b. We note that you did NOT include information related to the “Preparation of the 

suspension” and/or the suspension in the labeling.  This is not protected information.  
Please revise and/or comment. 

 
2.   CONTAINER – Bottles of 30s, 90s and 1000s 
   

Side Panel:  Revise to read 
 
   Each tablet contains: 
   xx mg Losartan Potassium USP 

 
3.   CARTON – 100 (10X10 unit-dose blisters) 

     
See comment above. 

 
4.   Unit-Dose Blisters – 10s 
    

Satisfactory in draft as of the August 27, 2008 electronic submission 
 
5.     PACKAGE INSERT and PATIENT INFORMATION LEAFLET 

 
a. Please revise your labeling to be in accord with the most recently approved labeling for 

the reference listed drug, Cozaar® Tablets (NDA 20-386/S-049; June 4, 2009).   
 
     b. See comment under CONTAINER above 
 
Submit your revised labels and labeling electronically in final print format. 
 
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   
 
 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://www.fda.gov/cder/cdernew/listserv.html 
 
 

(b) (4)



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 the enclosed copy of the reference listed 
drug's labeling with all differences annotated and explained. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
  6.   Revisions needed post-approval: None 

 
 
BASIS OF APPROVAL: 
Was this approval based upon a petition? No 

 What is the RLD on the 356(h) form: Cozaar® Tablets 
NDA Number: 20-386/S-049 
NDA Drug Name: Cozaar® Tablets 
NDA Firm: Merck & Co. Inc. 

 Date of Approval of NDA Insert and supplement: NDA 20-386/S-049; June 4, 2009 
Has this been verified by the MIS system for the NDA? Yes   
Was this approval based upon an OGD labeling guidance? No 
Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed 
drug, Cozaar® Tablets. 

 
 
 
FOR THE RECORD 
 
 
1. The model labeling was based on the most recently approved labeling for this 
 drug product, Cozaar® (NDA 20-386/S-049; approved June 4, 2009).   
 
 
2. Storage/Dispensing Conditions: 
 NDA: Store at 25°C (77°F), excursions permitted to 15 – 30°C (59 – 86°F)[See USP Controlled Room 

temperature]. 
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled        
Room Temperature].  

 USP: NOT USP and NOT PF. 
NDA: Dispense in a well-closed container as defined in the USP.  

ANDA: Dispense in a tight, light resistant container.  
 
 
3. In July of 2007, this decision (below) was reversed by Peter Rickman and John Grace. 
 (Previous submission)  This applies to this application even though different patent 

certifications filed, they are the same pertaining to this Indication 
 After further review on 1/23/2006, Peter Rickman and John Grace decided that the exclusivity 

“Treatment of Type II Diabetic Neuropathy” (Use code I-383), should be included in the labeling.  It was 
to loosely associated with patent #5210079*PED “(U-496- Method for Treating Chronic Renal Failure).  

 
 
4. Product Line: 

The innovator markets their product in three strengths (25 mg, 50 mg and 100 mg).  They are 
packaged in bottles of 30, 90, 100 and 1000 tablets and unit-dose cartons of 100 tablets 
The applicant proposes to market their product in bottles of 30s, 90s and 1000s as well as unit-dose 
cartons of 100 tablets for all strengths. 

 
 
5. Patent/ Exclusivities: 
   
  NDA: 20-386 
 

Patent No. Patent Expiration Use Code Description How Filed Labeling Impact 
5138069*PED 
5153197*PED 
5210079*PED 
5608075*PED 

         Feb. 11, 2010     
        April 6, 2010       
  November 11, 2010  
       Sept 4, 2014 
    

 
  U-3 
      U-496 
       

 
   Treatment of Hypertension  
 Method for Treating Chronic Renal Failure 
 
 

Paragraph III 
Paragraph III 

MOU 
Paragraph IV 

  None 
None 
None 

(b) (4)
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REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:    090790           
Date of Submission:  September 8, 2009 
Applicant's Name:   Apotex Inc. 
Established Name:   Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:   
   
  1.  GENERALCOMMENTS 

a. Did your firm submit stability data supporting this suspension storage in your Chemistry 
data? Please comment.  (Also, please note that this information (suspension) cannot be 
carved out of your labeling since it is not protected.) 

 
b. Please note that Losartan Potassium Tablets are now subject to a “USP” monograph.  

Please revise to include this designation in your labeling where appropriate. 
 

2.   CONTAINER – Bottles of 30s, 90s and 1000s 
  See comment 1.(b.) above.   

 
3.   CARTON – 100 (10X10 unit-dose blisters) 

    See comment 1.(b.) above.     
 

4.   Unit-Dose Blisters – 10s 
   Satisfactory in draft as of the August 27, 2008 electronic submission 
 
5.     PACKAGE INSERT   

PRECAUTIONS 
     Revise the following subsection to read as follows – 
 
     Electrolyte Imbalance  

Electrolyte imbalances are common in patients with renal impairment, with or without 
diabetes, and should be addressed.  
 
Information for Patients  
Pregnancy: Female patients………. 

 
  6.  PATIENT INFORMATION LEAFLET 

We note that a Patient Information Leaflet was never submitted for review.  Note that a PIL 
was approved for the reference listed drug on April 13 and September 21, 2006.  Please 
address this and/or comment. 

 
Submit your revised labels and labeling electronically in final print format. 
 
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   
 
 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://www.fda.gov/cder/cdernew/listserv.html 
 



 
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 the enclosed copy of the reference listed 
drug's labeling with all differences annotated and explained. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



  7.   Revisions needed post-approval: None 
 

 
BASIS OF APPROVAL: 
Was this approval based upon a petition? No 

 What is the RLD on the 356(h) form: Cozaar® Tablets 
NDA Number: 20-386/S-049 
NDA Drug Name: Cozaar® Tablets 
NDA Firm: Merck & Co. Inc. 

 Date of Approval of NDA Insert and supplement: NDA 20-386/S-049; June 4, 2009 
Has this been verified by the MIS system for the NDA? Yes   
Was this approval based upon an OGD labeling guidance? No 
Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed 
drug, Cozaar® Tablets. 

 
 
 
FOR THE RECORD 
 
 
1. The model labeling was based on the most recently approved labeling for this 
 drug product, Cozaar® (NDA 20-386/S-049; approved June 4, 2009).   
 
2. Storage/Dispensing Conditions: 
 NDA: Store at 25°C (77°F), excursions permitted to 15 – 30°C (59 – 86°F)[See USP Controlled Room 

temperature]. 
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled        
Room Temperature].  

 USP: NOT USP and NOT PF. 
NDA: Dispense in a well-closed container as defined in the USP.  

     ANDA: Dispense in a tight, light resistant container.  
 
3. In July of 2007, this decision (below) was reversed by Peter Rickman and John Grace. 
 (Previous submission)  This applies to this application even though different patent 

certifications filed, they are the same pertaining to this Indication 
 After further review on 1/23/2006, Peter Rickman and John Grace decided that the exclusivity 

“Treatment of Type II Diabetic Neuropathy” (Use code I-383), should be included in the labeling.  It was 
to loosely associated with patent #5210079*PED “(U-496- Method for Treating Chronic Renal Failure).  

 
4. Product Line: 

The innovator markets their product in three strengths (25 mg, 50 mg and 100 mg).  They are 
packaged in bottles of 30, 90, 100 and 1000 tablets and unit-dose cartons of 100 tablets 
The applicant proposes to market their product in bottles of 30s, 90s and 1000s as well as unit-dose 
cartons of 100 tablets for all strengths. 

 
5. Patent/ Exclusivities: 
   
  NDA: 20-386 
 

Patent No. Patent Expiration Use Code Description How Filed Labeling Impact 
5138069*PED 
5153197*PED 
5210079*PED 
5608075*PED 

         Feb. 11, 2010     
        April 6, 2010       
  November 11, 2010  
       Sept 4, 2014 
    

 
  U-3 
      U-496 
       

 
   Treatment of Hypertension  
 Method for Treating Chronic Renal Failure 
 
 
 

Paragraph III 
Paragraph III 

MOU 
Paragraph IV 

  None 
None 
None 

 
Exclusivity Data– NDA 20-386  

 

(b) (4)
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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://www.fda.gov/cder/cdernew/listserv.html 
 
 
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 the enclosed copy of the reference listed 
drug's labeling with all differences annotated and explained. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



  7.   Revisions needed post-approval: None 
 

BASIS OF APPROVAL: 
Was this approval based upon a petition? No 

 What is the RLD on the 356(h) form: Cozaar® Tablets 
NDA Number: 20-386/S-049 
NDA Drug Name: Cozaar® Tablets 
NDA Firm: Merck & Co. Inc. 

 Date of Approval of NDA Insert and supplement: NDA 20-386/S-049; June 4, 2009 
Has this been verified by the MIS system for the NDA? Yes   
Was this approval based upon an OGD labeling guidance? No 
Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed 
drug, Cozaar® Tablets. 

 
FOR THE RECORD 
 
1. The model labeling was based on the most recently approved labeling for this 
 drug product, Cozaar® (NDA 20-386/S-049; approved June 4, 2009).   
 
2. Storage/Dispensing Conditions: 
 NDA: Store at 25°C (77°F), excursions permitted to 15 – 30°C (59 – 86°F)[See USP Controlled Room 

temperature]. 
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled        
Room Temperature].  

 USP: NOT USP and NOT PF. 
NDA: Dispense in a well-closed container as defined in the USP.  

     ANDA: Dispense in a tight, light resistant container.  
 
3. In July of 2007, this decision (below) was reversed by Peter Rickman and John Grace. 
 (Previous submission)  This applies to this application even though different patent 

certifications filed, they are the same pertaining to this Indication 
 After further review on 1/23/2006, Peter Rickman and John Grace decided that the exclusivity 

“Treatment of Type II Diabetic Neuropathy” (Use code I-383), should be included in the labeling.  It was 
to loosely associated with patent #5210079*PED “(U-496- Method for Treating Chronic Renal Failure).  

 
4. Product Line: 

The innovator markets their product in three strengths (25 mg, 50 mg and 100 mg).  They are 
packaged in bottles of 30, 90, 100 and 1000 tablets and unit-dose cartons of 100 tablets 
The applicant proposes to market their product in bottles of 30s, 90s and 1000s as well as unit-dose 
cartons of 100 tablets for all strengths. 

 
5. Patent/ Exclusivities: 
  NDA: 20-386 
 

Patent No. Patent Expiration Use Code Description How Filed Labeling Impact 
5138069*PED 
5153197*PED 
5210079*PED 
5608075*PED 

         Feb. 11, 2010     
        April 6, 2010       
  November 11, 2010  
       Sept 4, 2014 
    

 
  U-3 
      U-496 
       

 
   Treatment of Hypertension  
 Method for Treating Chronic Renal Failure 
 
 
 

Paragraph III 
Paragraph III 

MOU 
Paragraph IV 

  None 
None 
None 

 
Exclusivity Data– NDA 20-386  

 
Code Reference Expiration Labeling Impact 

(b) (4)
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REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:    090790           
Date of Submission:  January 25, 2010 
Applicant's Name:   Apotex Inc. 
Established Name:   Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:   
   
  1.   CONTAINER – Bottles of 30s, 90s and 1000s (all strengths) 

   Satisfactory in final print as of the January 15, 2010 e-submission 
 

2.   CARTON – 100 (  unit-dose blisters) (all strengths) 
a. Please add "Not for institutional use" on your carton labels since the unit dose blisters are 

not barcoded.      
 

b. Please change the quantity to read "  unit dose)”, since the blisters are packaged as 
such. 

 
3.   Unit-Dose Blisters –  

Revise the established name on the strip should read "...Tablet, USP" - delete the s and add 
comma. 

 
4.     PACKAGE INSERT   

 Satisfactory in final print as of the January 25, 2010 e-submission 
 
  5.  PATIENT INFORMATION LEAFLET 

   Satisfactory in final print as of the January 25, 2010 e-submission 
 
Submit your revised labels and labeling electronically in final print format. 
 
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   
 
 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://www.fda.gov/cder/cdernew/listserv.html 
 
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 the enclosed copy of the reference listed 
drug's labeling with all differences annotated and explained. 
 
 
 
 
 
 
 
 
 
 
 
 

(b) (4)

(b) (4)

(b) 
(4)



 
  6.   Revisions needed post-approval: None 
 

BASIS OF APPROVAL: 
Was this approval based upon a petition? No 

 What is the RLD on the 356(h) form: Cozaar® Tablets 
NDA Number: 20-386/S-049 
NDA Drug Name: Cozaar® Tablets 
NDA Firm: Merck & Co. Inc. 

 Date of Approval of NDA Insert and supplement: NDA 20-386/S-049; June 4, 2009 
Has this been verified by the MIS system for the NDA? Yes   
Was this approval based upon an OGD labeling guidance? No 
Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed 
drug, Cozaar® Tablets. 

 
FOR THE RECORD 
 
1. The model labeling was based on the most recently approved labeling for this 
 drug product, Cozaar® (NDA 20-386/S-049; approved June 4, 2009).   
 
2. Storage/Dispensing Conditions: 
 NDA: Store at 25°C (77°F), excursions permitted to 15 – 30°C (59 – 86°F)[See USP Controlled Room 

temperature]. 
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled        
Room Temperature].  

 USP: Store in tightly-closed containers, protected from light, at controlled room temperature 
NDA: Dispense in a well-closed container as defined in the USP.  

     ANDA: Dispense in a tight, light resistant container.  
 
3. In July of 2007, this decision (below) was reversed by Peter Rickman and John Grace. 
 (Previous submission)  This applies to this application even though different patent 

certifications filed, they are the same pertaining to this Indication 
 After further review on 1/23/2006, Peter Rickman and John Grace decided that the exclusivity 

“Treatment of Type II Diabetic Neuropathy” (Use code I-383), should be included in the labeling.  It was 
to loosely associated with patent #5210079*PED “(U-496- Method for Treating Chronic Renal Failure).  

 
4. Product Line: 

The innovator markets their product in three strengths (25 mg, 50 mg and 100 mg).  They are 
packaged in bottles of 30, 90, 100 and 1000 tablets and unit-dose cartons of 100 tablets 
The applicant proposes to market their product in bottles of 30s, 90s and 1000s as well as unit-dose 
cartons of 100 tablets for all strengths. 

 
5. Patent/ Exclusivities: 
  NDA: 20-386 
 

Patent No. Patent Expiration Use Code Description How Filed Labeling Impact 
5138069*PED 
5153197*PED 
5210079*PED 
5608075*PED 

         Feb. 11, 2010     
        April 6, 2010       
  November 11, 2010  
       Sept 4, 2014 
    

 
  U-3 
      U-496 
       

 
   Treatment of Hypertension  
 Method for Treating Chronic Renal Failure 
 
 
 

Paragraph III 
Paragraph III 

MOU 
Paragraph IV 

  None 
None 
None 

 
Exclusivity Data– NDA 20-386  

 
Code Reference Expiration Labeling Impact 

(b) (4)
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APPROVAL SUMMARY 
pending the approval of a stability study pertaining to the suspension 

REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:    090790           
Date of Submission:  February 19, 2010 
Applicant's Name:   Apotex Inc. 
Established Name:   Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Approval Summary:   
 
  1.  Do you have copies of final printed labels and labeling?  Yes 
   
  2.   CONTAINER – Bottles of 30s, 90s and 1000s (all strengths) 

   Satisfactory in final print as of the January 15, 2010 e-submission 
 

3.   CARTON – 100 (10 X 10 unit-dose blisters) (all strengths) 
     Satisfactory in final print as of the January 15, 2010 e-submission 
     

4.   Unit-Dose Blisters – 10s 
   Satisfactory in final print as of the February 19, 2010 e-submission 
 
5.     PACKAGE INSERT   

 Satisfactory in final print as of the January 25, 2010 e-submission 
 
  6.  PATIENT INFORMATION LEAFLET 

   Satisfactory in final print as of the January 25, 2010 e-submission 
 
  7.   Revisions needed post-approval: None 
 

BASIS OF APPROVAL: 
Was this approval based upon a petition? No 

 What is the RLD on the 356(h) form: Cozaar® Tablets 
NDA Number: 020386/S-049 
NDA Drug Name: Cozaar® Tablets 
NDA Firm: Merck & Co. Inc. 

 Date of Approval of NDA Insert and supplement: NDA 020386/S-049; June 4, 2009 
Has this been verified by the MIS system for the NDA? Yes   
Was this approval based upon an OGD labeling guidance? No 
Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed 
drug, Cozaar® Tablets. 

 
FOR THE RECORD 
 
1. The model labeling was based on the most recently approved labeling for this 
 drug product, Cozaar® (NDA 020386/S-049; approved June 4, 2009).   
 
2. Storage/Dispensing Conditions: 
 NDA: Store at 25°C (77°F), excursions permitted to 15 – 30°C (59 – 86°F)[See USP Controlled Room 

temperature]. 
ANDA: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [see USP Controlled        
Room Temperature].  

 USP: Store in tightly-closed containers, protected from light, at controlled room temperature 
(b) (4)









11. A patient information leaflet will be dispensed with each prescription. The PILs are 
distributed as follows: 
 
Bottles of 30 – one pull-out PIL attached to the package insert and a sufficient 
quantity provided as tear-off pads of 35 leaflets each (7 pads/ shipper). 
Bottles of 90 – one pull-out PIL attached to the package insert and a sufficient 
quantity provided as tear-off pads of 35 leaflets each (7 pads/ shipper of 72 bottles). 
Bottles of 1000 – one pull-out PIL attached to the package insert and a sufficient 
quantity provided as tear-off pads of 35 leaflets each (e.g. 25 mg – 64 pads/ shipper, 
50 mg – 48 pads/shipper, 100 mg – 36 pads/shipper). 

________________________________________________________________________________________
________________________________________________________________________________ 
 
Date of Review: 2/22/10     Date of Submission: February 19, 2010 
 
Primary Reviewer: Jim Barlow   Date: 
 
Team Leader: Koung Lee     Date: 
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38. Chemistry Comments to be Provided to the Applicant 

ANDA: 90-790 APPLICANT: APOTEX INC. 

DRUG PRODUCT: Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg  

The deficiencies presented below represent MINOR deficiencies: 
A. Deficiencies by Applicable Section: 
 
B. In addition to responding to the deficiencies presented above, please note and 

acknowledge the following comments in your response: 

1. The labeling information in the application will be reviewed by the 
division of Labeling and Program Support. The Division will 
communicate any questions regarding labeling of the drug product to you 
directly. 

2. The Division of Bioequivalence will review the bio-equivalency of the 
drug product and communicate questions regarding to you directly. 

3. The firms referenced in your ANDA relative to the manufacturing and 
testing of the drug substance and the product must be in compliance with 
the cGMP’s at the time of approval. 

 
Sincerely yours, 
 
Rashmikant M. Patel, Ph.D. Director 
Division of Chemistry I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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Final Approval Following a Tentative Approval 
Abbreviated New Drug Application Regulatory Assessment 

___________________________________________________________ 
 
1. ANDA # 090790, review #4 
 
2. NAME AND ADDRESS OF APPLICANT  
 Apotex Corp. 

U.S. Agent for: Apotex, Inc. 
Attention: Kiran Krishnan 

   Associate Director, Regulatory Affairs 
2400 N. Commerce Parkway, Suite 400 
Weston, FL 33326 

 
3. LEGAL BASIS FOR SUBMISSION  
 Cozaar Tablets of Merck 
 
4. PROPRIETARY NAME    
 N/A 
 
5. NONPROPRIETARY NAME  
 Losartan Potassium Tablets, USP 
 
6. CURRENT SUBMISSIONS AND OTHER DATES:  

• 8/12/10: final AP request 
• 9/21/10: original commitment  
• 9/28/10: final commitment 
   

 
 
 
7. PHARMACOLOGICAL CATEGORY   
 Anti-hypertensive 
 
8. Rx or OTC  
 Rx  
  
9.  SAMPLES AND RESULTS 
 

   N/A 
10.  LABELING STATUS  
 Acceptable, 2/25/10 
 
11.  BIOEQUIVALENCY STATUS 
 Acceptable, 2/16/10 
 
12.  MICROBIOLOGY STATUS  

N/A 



 
13.  ESTABLISHMENT INSPECTION  

Acceptable, 8/10/10 
  

14.  CONCLUSIONS AND RECOMMENDATIONS  
  Acceptable 

 
PROJECT MANAGER: DATE COMPLETED:  
Dat Doan    9/28/10  
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Division File 
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HFD-617/DDoan, Project Manager 
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The formulations for the 25 mg and 50 mg strengths of the test product are proportionally 
similar to the formulation of the 100 mg strength which underwent bioequivalence 
testing.  However, the waiver requests are granted.  However, the application is 
incomplete pending the firm’s acknowledgement of the dissolution  method and 
specification.  
 
No Division of Scientific Investigations (DSI) inspection is pending or necessary. The 
clinical and analytical sites were last inspected on November 13, 2008 for ANDA 65-508 
and the outcome was NAI. 
 
The application is incomplete. 
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Comments on the Pre-Study Method Validation: 
1. The frozen, long-term stability data of 185 days at -30°C and 97 days at -80°C 

exceed the storage period for both the fasted (37 days) and fed (41 days) BE 
studies.   

  
2. The firm used K2-EDTA as an anticoagulant for the method validation and 

clinical studies. 
 

3. The pre-study method validation is acceptable.    
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3.10 Deficiency Comments 

 
1. The firm's proposed specification of NLT % (Q) in 45 minutes is not acceptable. 

The firm should be advised to acknowledge the FDA-recommended specification of 
NLT 75% (Q) in 30 minutes. 

 
3.11 Recommendations 

1.  The Division of Bioequivalence finds the fasting BE study (LN4840) is acceptable.  
Apotex conducted the fasting BE study on its Losartan Potassium Tablets, 100 mg, 
(lot # LMTA/08054) comparing it to Merck & Co. Inc.’s Cozaar ® Tablets, 100 mg 
(lot # U2364). 

 
2.  The Division of Bioequivalence finds the fed BE study (LN4841) is acceptable.  

Apotex conducted the fed BE study on its Losartan Potassium Tablets, 100 mg, (lot # 
LMTA/08054) comparing it to Merck & Co. Inc.’s Cozaar ® Tablets, 100 mg (lot # 
U2364). 

 
3.  The firm’s in vitro dissolution testing is incomplete.  The dissolution testing should be 

conducted in 900 mL of water (deaerated) at 37ºC ± 0.5ºC using USP apparatus II 
(Paddles) at 50 rpm.  The test product should meet the following specification:  Not 
less than 75% (Q) in 30 minutes. 

 
 The firm is requested to acknowledge the FDA-recommended method and 

specification above. 
 
4.  The dissolution testing comparing the 25 mg and 50 mg strength of the test and RLD 

product is acceptable.  The formulations for Apotex’s Losartan Potassium Tablets, 25 
mg (lot # LMTC/08052) and 50 mg (lot # LMTB/08053) are proportionally similar to 
the 100 mg strength of Losartan Potassium Tablets that underwent bioequivalence 
testing.  However, the waiver requests for the 25 mg and 50 mg strength of the test 
product are granted.  

 
5.  This application is incomplete. 
 
The firm should be informed of the above deficiency comments and recommendations. 
 

(b) 
(4)
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4. Two (2) subjects (#31 and #56) experienced adverse events (AEs) that required 
therapy.  All AEs were mild in severity and resolved without an impact on the 
outcome of the study. 
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Reference 62 0.98 0.94 0.99 

 
Comments on Pharmacokinetic and Statistical Analysis: 
 
The mean AUCt/AUC∞ ratio >0.9 for both test and reference indicates that the firm’s 
sampling schedule was carried out for a sufficient period of time.  All subjects illustrated 
an AUCt/AUC∞ ratio >0.9 for the parent compound, losartan.  The reviewer agrees with 
the firm’s determination for Kel and therefore used the SAS Code, “CONTINU2”. 
 
Bioequivalence is based on the statistical analysis of the data for the parent drug, losartan, 
and the active metabolite, losartan acid, is used only as supportive data. 
 
Summary and Conclusions, Single-Dose Fasting Bioequivalence Study: 
The single-dose fasting bioequivalence study on 1 x 100 mg tablet is acceptable. 
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mL of whole milk, Sugar (5 gm), Butter (10 gm) The meal 
must be completely eaten by each of the study subjects 
prior to dosing”. In period 2 of the study, subject ID LN01 
did not consume 35 gms of Chicken tikka which 
amounted to 69.65 calories. The subject consumed all the 
contents of the standardized breakfast except for chicken 
tikka amounting to 35 gms within 30 minutes prior to 
dosing and hence was non compliant to the protocol 
requirements. No implications are expected as the total 
calorie consumed by subject is 900.37 calories instead of 
970.02 calories contributed by Carbohydrates, Fats and 
Proteins. Also as per FDA regulatory guidance on Food 
effect Bioavailability and Fed Bioequivalence studies 
guidelines approximately 800-1000 calories meal is 
required, hence no implications are expected. However 
subject consumed approximately 50 percent of the total 
caloric content of the meal derived from fat. The violation 
to this restriction was documented and also it was decided 
by Principal Investigator that the subject can be dosed for 
the study and hence the subject was continued in the 
study. 
Unplanned: 
According to the section 4.1 of the study protocol under 
standardization, “The subjects will be housed until 30 
hours post-dose in each period”. In period 1 of the study, 
Subject No. LN72 left the clinical facility at 09:43 hrs on 
01-May-08, accounting to around 24.0 hours of housing 
instead of 30 hours post dose. LN72 had to leave the 
clinical site due to personal reasons which he mentioned 
as urgent. 30.0 hr sample was not collected as he did not 
report back after release from the site and directly reported 
for period 2 check in. No implications are expected as the 
subject had no clinical complaints and the checkout 
procedures including vitals and physician assessment were 
completed. The subject’s safety was not compromised and 
also the study integrity is not affected. The subject was 
counseled about completing the study and the importance 
of obtaining the samples as per the protocol was explained 
to him. The subject reported for period 2 and completed 
the study. 

LN72 -- 

Unplanned: 
According to the section 4.4 of the study protocol under 
administration of food and fluid, “The standard breakfast 
to be served a maximum of 30 minutes prior to dosing” 
and according to the section 4.7 of the study protocol 
under sampling times, “Blood samples will be taken at 5–
45 minutes prior to dosing time (0), followed by further 
samples at 1, 1.5, 2, 2.5, 3, 3.5, 4, 4.33, 4.66, 5, 5.5, 6, 7, 
8, 9, 10, 12, 14, 16, 20, 24 and 30 hours after dosing”. In 
period 1 of the study, subject nos. LN51, LN52 & LN54 
consumed the given breakfast by exceeding the 30 
minutes of their given time and hence the dosing time was 
rescheduled for the same subjects. Also the pre dose 
sample timings exceeded 45 minutes prior to dosing for 
the same subjects. For subject number LN51 breakfast 

 
 

LN52 and LN54 

 
 

LN51 
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start and end timings were 0854 hrs and 0933 hrs, 
respectively, whereas scheduled and actual dosing timings 
were 0924 hrs and 0938 hrs, respectively. Similarly, for 
subject number LN52 breakfast start and end timings were 
0854 hrs and 0930 hrs, respectively, whereas scheduled 
and actual dosing timings were 0924 hrs and 0940 hrs, 
respectively. Also for subject number LN54 breakfast start 
and end timings were 0856 hrs and 0940 hrs whereas 
scheduled and actual dosing timings were 0926 hrs and 
0942 hrs, respectively. All the activities including blood 
sample collection, vitals and meal etc for these three 
subjects were rescheduled accordingly.  
The subjects were unable to consume the given quantity of 
the breakfast within 30 minutes prior to dosing and they 
were non compliant to the protocol requirements. Due to 
delay in consumption of breakfast and dosing time, pre 
dose sample timings were beyond 45 minutes of their 
dosing time. No implications are expected as the subjects 
were withdrawn from the study. The violations to these 
restrictions were documented on a case to case basis and 
also the subjects were withdrawn from the study as 
recommended by Pharmacokinetic department and also 
due to noncompliance with FDA regulatory guidance on 
Food effect Bioavailability and Fed Bioequivalence 
studies guidelines. 
 
Comments on Adverse Events/Protocol Deviations: 
 
1.  No serious adverse events (SAEs) were reported during the fed BE study. 
 
2.  Several blood sampling deviations were recorded at various time points.  The blood 

sampling time deviations were not significant (± 5%). 
 
3.  Three (3) subjects (#2, #9 and #11) experienced emesis during the fed study.  All 

subjects reported vomiting on one (1) occasion.  The episodes were mild in severity 
and occurred approximately 4 hours, 48 minutes and 45 minutes, respectively after 
the subjects had received a single-oral dose of the test product (#2 and #9) or 
reference product (#11).  The data for all three (3)  subjects were excluded in BE 
statistical evaluations for losartan and losartan acid, since; the episode (s) of emesis 
were reported within 2x the median Tmax for losartan and losartan acid, 1 hour and 
3-4 hours, respectively. 

 
4. Three (3) subjects (#1, #62 and #67) experienced an adverse event (AEs) that required 

therapy.  All AEs were mild in severity, not related to drug treatment and resolved 
without an impact on the outcome of the study. 
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much longer than the reported values of 2 hour and 6-9 hours, that’s illustrated by an 
AUCt/AUC∞ ratio below 0.8. See table below:  

Subject AUCt/AUC∞ ratio Treatment 
22 0.68 Test 

 
Bioequivalence is based on the statistical analysis of the data for the parent drug, losartan, 
and the active metabolite, losartan acid, is used only as supportive data. 
 
Comment on Tmax Difference: 
 
Although the median Tmax for the test and RLD products was comparable in the fasting 
study, the median Tmax for the test and RLD products in the fed study was dissimilar:  
2.50 hours and 4.17 hours, respectively.  Per the RLD labeling, the food delayed Tmax of 
the RLD product.  The delay was observed for the test product in the current ANDA.  
Additionally, based on the Tmax data from a fed study of ANDA 90083 (Aurobindo) 
reviewed previously (DARRTS), the median Tmax for the test and RLD products from 
this study was both 2.5 hours.  Also, based on the Tmax data from a fed study of ANDA 
78243 (Zydus) reviewed previously (DARRTS), the median Tmax for the test and RLD 
products from this study was 2.35 hours and 2.52 hours, respectively.  The median Tmax 
for the current test product under nonfasting conditions, although different from that of 
the RLD in the current fed study, appeared to be within the median Tmax values obtained 
in other fed studies.   Therefore, the Tmax difference could be contributed to the 
variability in the RLD product, and is considered acceptable. 
 
Summary/Conclusions, Single-Dose Fed Bioequivalence Study: 
The single-dose fed bioequivalence study on 1 x 100 mg tablet is acceptable. 
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Figure 2.  Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study 
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4.4 Detailed Regulatory History (If Applicable) 

None 
 
4.5 Consult Reviews 

None 
 

Following this page, 142 pages withheld in full - (b)(4)  SAS Output
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4.7 Additional Attachments 

None 
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BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 090790 

APPLICANT: Apotex Corp 

DRUG PRODUCT: Losartan Potassium Tablets, 100 mg, 50 mg 
and 25 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of your submissions acknowledged on the cover sheet.  
The following deficiency has been identified: 
 
Your dissolution testing data using the FDA-recommended 
method are acceptable. However, your proposed specification 
(NLT % (Q), 45 min) is not acceptable. Based on the data 
submitted, the DBE recommends a more appropriate 
specification for the test product.  Please acknowledge 
your acceptance of the following FDA-recommended 
dissolution method and specification: 
:  
The dissolution testing should be conducted in 900 mL of 
water (deaerated) at 37°C, using USP Apparatus II (paddles) 
@ 50 rpm. The test products should meet the following 
specification:  Not less than 75% (Q) in 30 minutes. 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

(b) 
(4)
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4.8 Outcome Page 

ANDA:  090790 
 
Enter Review Productivity and Generate Report 
http://cdsogd1/bioprod 
5 COMPLETED ASSIGNMENT FOR 90790 ID: 10197  

Reviewer: Johnson, Glendolynn  Date Completed:
Verifier: ,  Date Verified: 
Division: Division of Bioequivalence  
Description: Losartan Tablets (Apotex)  

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
10197  8/27/2008  Bioequivalence Study Fasting Study  1   1   
10197  8/27/2008  Bioequivalence Study Fed Study  1   1   
10197  8/27/2008  Other  Dissolution Waiver 2   2   
    Bean Total:  4   



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

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

GLENDOLYNN S JOHNSON
01/28/2010

YIH CHAIN HUANG
01/28/2010

HOAINHON N CARAMENICO on behalf of DALE P CONNER
01/28/2010



 1
DIVISION OF BIOEQUIVALENCE  

DISSOLUTION ACKNOWLEDGEMENT REVIEW 
 

ANDA No. 90-790  
Drug Product Name Losartan Tablets  
Strength 25 mg, 50 mg, and 100 mg  
Applicant Name Apotex Corp.  
Original Submission Date August 27, 2008  
Submission Date(s) of 
Amendment(s) Under Review February 1, 2010 

Reviewer   Alpita Popat, PharmD  
  
 
EXECUTIVE SUMMARY 
 
This is a review of the dissolution specification acknowledgement from the firm.  
 
The firm has accepted the FDA-recommended dissolution method and specification. 
 
The bioequivalence section of the application is complete. 
 
COMMENTS: 
 
None 

 
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 acceptable. 
 

 



 2
 
Enter Review Productivity and Generate Report 
http://cdsogd1/bioprod 
 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
ANDA-90790 ORIG-1 APOTEX CORP LOSARTAN POTASSIUM

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

ALPITA POPAT
02/03/2010

AIDA L SANCHEZ
02/04/2010

DALE P CONNER
02/16/2010



 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 90-790 

 
 
 

 
 

ADMINISTRATIVE and CORRESPONDENCE 
DOCUMENTS 









 
 
 

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 #: 90-790    FIRM NAME:  APOTEX  CORP. 
 
PIV: YES  Electronic or Paper Submission:  ELECTRONIC (ECTD FORMAT) 
  
 RELATED APPLICATION(S):  NA 

First Generic Product Received?  NO 
 
DRUG NAME:   LOSARTAN POTASSIUM  
DOSAGE FORM:  TABLETS, 25 MG, 50 MG AND 
100 MG   
Random Queue:  1  
Chem Team Leader: Mueller, Albert      Chem PM: Dat Doan      Labeling Reviewer: James Barlow                
Bio PM: Beth Fabian-Fritsch 

           Letter Date:   AUGUST 27, 2008  Received Date:  AUGUST 29, 2008 
 
   Comments:     EC - 3  YES                         On Cards:   YES         
     Therapeutic Code:  1020102 ANGIOTENSIN II RECEPTOR        
 

Archival  copy:  ELECTRONIC (ECTD FORMAT)            Sections   I       
Review copy:  NA               E-Media Disposition:  YES SENT TO EDR 
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      Iain Margand 
 
        Date    10/20/2008   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        
 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
10/16/08: Requested revision of Comparative Dissolution Table 5 in QOS as it lists the 100 mg strength only. 
                 Requested the components and composition for  Composition statement in excipient section 
                  is empty. 
10/20/08: Requested information sent via fax with electronic copy to follow. 
 
 
Contact: Kiran Krishnan  954-984-3986 

 

Bio Assignments: 
 

 BPH            BCE 

 BST            BDI 

 
 Micro Review 

      (No) 

(b) (4)



 
 
 
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: AUGUST 27, 2008        

1.2.1 Form FDA 3674  (PDF) YES   Box “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      

 
 

    1.3.4 Financial Certifications 
Bioavailability/Bioequivalence Financial Certification (Form FDA 3454) YES 
Disclosure Statement (Form FDA 3455, submit copy to Regulatory Branch Chief) NA       
 

 
 

    1.3.5 
 

1.3.5.1  Patent Information 
    Patents listed for the RLD in the Electronic Orange Book Approved Drug Products with  
    Therapeutic Equivalence Evaluations 
1.3.5.2  Patent Certification      
    1.  Patent number(s)       PIV  ‘075  exp. 9/4/2014       PIII  ‘197  exp. 4/6/2010 
    2.  Paragraph:  (Check  all certifications that apply)                  ‘069  exp. 2/11/2010 
         MOU  PI     PII    PIII                                MOU ‘079  exp. 11/11/2010 
         PIV   (Statement of Notification)  
    3. Expiration of Patent(s):     9/4/2014 
        a.   Pediatric exclusivity submitted?        
        b.   Expiration of Pediatric Exclusivity?      
    4. Exclusivity Statement:   YES          PED  exp. 9/11/07 

 
 

    1.4.1 
 

 

References 
     Letters of Authorization 

1. DMF letters of authorization 
a.    Type II DMF authorization letter(s) or synthesis for Active Pharmaceutical 
       Ingredient      Y 
b. Type III DMF authorization letter(s) for container closure      Y 

2. US Agent Letter of Authorization (U.S. Agent [if needed, countersignature  
on 356h])      Y 

 
 

 
   1.12.11 

 
Basis for Submission   
NDA# :   20-386          
Ref Listed Drug:  COZAAR        
Firm: MERCK & CO., INC.       
ANDA suitability petition required?  NA 
If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) 
see section 1.9.1        
 

 



 
MODULE 1 (Continued) 
     ADMINISTRATIVE     
                                                                                                                                           ACCEPTABLE                  
   
   
1.12.12 
 

 
Comparison between Generic Drug and RLD-505(j)(2)(A) 
1. Conditions of use    Same except for MOU 
2. Active ingredients  Losartan Potassium 
3. Inactive ingredients        
4. Route of administration  Oral 
5. Dosage Form  Tablet 
6. Strength   25 mg, 50 mg, 100 mg 
 

 
 

1.12.14  Environmental Impact Analysis Statement YES 
 

 

1.12.15 
 

Request for Waiver                        21 CFR 320.22(d)(2) 
Request for Waiver of In-Vivo BA/BE Study(ies): YES ON 25 MG AND 50 MG 

 
 

1.14.1 
 

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

 
 

 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       Y 
1.14.3.3  1 RLD label and 1 RLD container label       Y 
 

 
 



MODULE 2 
     SUMMARIES                               ACCEPTABLE 
 
2.3 

 
Quality Overall Summary (QOS)  
     E-Submission:  PDF      Y  
                                Word Processed e.g., MS Word      Y 
 
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)      Y 
 
2.3.S  
    Drug Substance (Active Pharmaceutical Ingredient)       
       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       
       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       Y 
                                      Word Processed e.g., MS Word      Y 
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 Background and Overview 
            Table 1. Submission Summary       
              Table 4. Bioanalytical Method Validation       
              Table 6. Formulation Data       
2.7.1.2 Summary of Results of Individual Studies  
              Table 5. Summary of In Vitro Dissolution       
2.7.1.3 Comparison and Analyses of Results Across Studies  
            Table 2. Summary of Bioavailability (BA) Studies       
              Table 3. Statistical Summary of the Comparative BA Data       
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       
2.7.4.2.1.1 Common Adverse Events 
             Table 8. Incidence of Adverse Events in Individual Studies       
 

 
 

 



 
MODULE 3 
     3.2.S DRUG SUBSTANCE                                                                                            ACCEPTABLE 
 
3.2.S.1 General Information 

3.2.S.1.1 Nomenclature 
3.2.S.1.2 Structure 
3.2.S.1.3 General Properties 

 
 

  
3.2.S.2 

 
Manufacturer 
3.2.S.2.1 
     Manufacturer(s) (This section includes contract manufacturers and testing labs) 
     Drug Substance (Active Pharmaceutical Ingredient) 
     1. Name and Full Address(es)of the Facility(ies)      Y 
     2. Function or Responsibility        Y 
     3. Type II DMF number for API      DMF#  
     4. CFN or FEI numbers        
 

 
 

  
3.2.S.3 

 
Characterization  

 

 
3.2.S.4 

 
Control of Drug Substance (Active Pharmaceutical Ingredient) 
3.2.S.4.1 Specification 
     Testing specifications and data from drug substance manufacturer(s)       Y 
3.2.S.4.2 Analytical Procedures      Y 
3.2.S.4.3 Validation of Analytical Procedures 
     1. Spectra and chromatograms for reference standards and test samples  see 3.2.S.4.4 
     2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance       Y 
         b. Same lot number(s)       Y 
3.2.S.4.4 Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s)       Y 
     2. Applicant certificate of analysis      Y 
3.2.S.4.5 Justification of Specification  Y 
 

 
 

  
3.2.S.5 

 
Reference Standards or Materials 

 
 

  
3.2.S.6 

 
Container Closure Systems                           Refer to DMF #  

 
 

  
3.2.S.7 

 
Stability                                                            Refer to DMF #  
 

 
 

 

(b) (4)

(b) (4)

(b) (4)



 
MODULE 3 
     3.2.P DRUG PRODUCT                                                                                                ACCEPTABLE 

 
3.2.P.1 

             
Description and Composition of the Drug Product 
     1. Unit composition      Y 

     2. Inactive ingredients and amounts are appropriate per IIG      Y – see attached 
 

 
 

 
3.2.P.2 

             
Pharmaceutical Development 
Pharmaceutical Development Report        

 
 

 
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   YES      
    4. CFN or FEI numbers         
3.2.P.3.2 Batch Formula      Y 
3.2.P.3.3 Description of Manufacturing Process and Process Controls 
    1. Description of the Manufacturing Process      Y 
    2. Master Production Batch Record(s) for largest intended production runs  
        (no more than  10x pilot batch) with equipment specified        
25mg –  tabs       50mg –  tabs        100mg –  tabs 
    3. If sterile product: Aseptic fill  / Terminal sterilization N/A 
    4. Reprocessing Statement        Y 
3.2.P.3.4 Controls of Critical Steps and Intermediates  Y 
3.2.P.3.5 Process Validation and/or Evaluation  N/A 
    1. Microbiological sterilization validation       
    2. Filter validation (if aseptic fill)  N/A  
 
 

 
 

 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)  
 Source of inactive ingredients identified       see 3.2.R.1.P.2 
3.2.P.4.1 Specifications 
    1. Testing specifications (including identification and characterization)      Y 
    2. Suppliers' COA (specifications and test results)      see 3.2.P.4.4 
3.2.P.4.2 Analytical Procedures  Y 
3.2.P.4.3 Validation of Analytical Procedures  N/A 
3.2.P.4.4 Justification of Specifications 
    Applicant COA       Y 

 
 

 

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



MODULE 3 
     3.2.P DRUG PRODUCT 
                                                                                                                                              ACCEPTABLE 

 
3.2.P.5 

 
Controls of Drug Product 
3.2.P.5.1 Specification(s)      Y 
3.2.P.5.2 Analytical Procedures      Y 
3.2.P.5.3 Validation of Analytical Procedures  Y 
     Samples - Statement of Availability and Identification of: 
    1. Finished Dosage Form       Y 
    2. Same lot numbers       Y 
3.2.P.5.4 Batch Analysis                                                          25mg – LMTC/08052 
     Certificate of Analysis for Finished Dosage Form         50mg – LMTB/08053 
3.2.P.5.5 Characterization of Impurities  Y                        100mg – LMTA/08054 
3.2.P.5.6 Justification of Specifications  Y 
 

 
 

3.2.P.7 Container Closure System 
     1. Summary of Container/Closure System (if new resin, provide data)      Y 
     2. Components Specification and Test Data      Y 
     3. Packaging Configuration and Sizes  75cc, 250cc, 400cc, 625cc,  plastic  
                                                                    bottles, blister pack 
     4. Container/Closure Testing       Y 
     5. Source of supply and suppliers address       Y 

 
 

3.2.P.8 
 

3.2.P.8.1 Stability (Finished Dosage Form) 
     1. Stability Protocol submitted       Y 
     2. Expiration Dating Period      24 months 
3.2.P.8.2 Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments      Y 
3.2.P.8.3 Stability Data                                                                            25mg – LMTC/08052  
     1. 3 month accelerated stability data      Y                                      50mg – LMTB/08053 
     2. Batch numbers on stability records the same as the test batch      100mg – LMTA/08054 

 
 

 

(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       
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       see attached 
         Theoretical Yield        
         Actual Yield        
         Packaged Yield        
3.2.R.1.P.2 Information on Components       Y 
3.2.R.2.P Comparability Protocols       Y 
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 
 

 
 

 
5.3.1 
(complete 
study data) 

Bioavailability/Bioequivalence 
1. Formulation data same?  
    a. Comparison of all Strengths (check proportionality of multiple strengths)       
         Strengths are proportional 
    b. Parenterals, Ophthalmics, Otics and Topicals  
       per 21 CFR 314.94 (a)(9)(iii)-(v)  N/A 
2. Lot Numbers of Products used in BE Study(ies):      100 mg – LMTA/08054 
3. Study Type:  IN-VIVO PK STUDY(IES)     (Continue with the appropriate study type box below) 
 

 
 

















---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Martin Shimer
10/23/2008 07:32:00 AM



 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 90-790 
 
 
 
 
 
Apotex Corp. 
U.S. Agent for: Apotex Corp. 
Attention: Kiran Krishnan 
2400 North Commerce Parkway 
Suite 400 
Weston, FL 33326 
 
Dear Sir: 
 
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 telephone conversation dated  
October 16, 2008 and your correspondence dated October 17, 2008. 
 
NAME OF DRUG: Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg 
 
DATE OF APPLICATION: August 27, 2008 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: August 29, 2008 
 
You have filed a Paragraph IV patent certification, in accordance with 
21 CFR 314.94(a)(12)(i)(A)(4) and Section 505(j)(2)(A)(vii)(IV) of the 
Act.  Please be aware that you need to comply with the notice 
requirements, as outlined below.  In order to facilitate review of 
this application, we suggest that you follow the outlined procedures 
below:   
 
CONTENTS OF THE NOTICE 
 
You must cite section 505(j)(2)(B)(ii) of the Act in the notice and 
should include, but not be limited to, the information as described in 
21 CFR 314.95(c). 
 
SENDING THE NOTICE 
 
In accordance with 21 CFR 314.95(a): 
 

• Send notice by U.S. registered or certified mail with 
return receipt requested to each of the following: 

 
1) Each owner of the patent or the representative 

designated by the owner to receive the notice; 
 



2) The holder of the approved application under section 
505(b) of the Act for the listed drug claimed by the 
patent and for which the applicant is seeking 
approval. 

           
3)   An applicant may rely on another form of    

       documentation only if FDA has agreed to such   
       documentation in advance. 
 
DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE 
 
You must submit an amendment to this application with the following: 
 

• In accordance with 21 CFR 314.95(b), provide a 
statement certifying that the notice has been provided 
to each person identified under 314.95(a) and that 
notice met the content requirements under 314.95(c). 

   

• In accordance with 21 CFR 314.95(e), provide 
documentation of receipt of notice by providing a copy 
of the return receipt or a letter acknowledging 
receipt by each person provided the notice.  

 

• A designation on the exterior of the envelope and 
above the body of the cover letter should clearly 
state "PATENT AMENDMENT".  This amendment should be 
submitted to your application as soon as documentation 
of receipt by the patent owner and patent holder is 
received. 

 
DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME 
 
You are requested to submit an amendment to this application that is 
plainly marked on the cover sheet “PATENT AMENDMENT” with the 
following: 
  

• If litigation occurs within the 45-day period as 
provided for in section 505(j)(4)(B)(iii) of the Act, 
we ask that you provide a copy of the pertinent 
notification. 

 

• Although 21 CFR 314.95(f) states that the FDA will 
presume the notice to be complete and sufficient, we 
ask that if you are not sued within the 45-day period, 
that you provide a letter immediately after the 45 day 
period elapses, stating that no legal action was taken 
by each person provided notice.   

 
 



 
• You must submit a copy of a copy of a court order or 

judgment or a settlement agreement between the 
parties, whichever is applicable, or a licensing 
agreement between you and the patent holder, or any 
other relevant information.  We ask that this 
information be submitted promptly to the application. 

 
If you have further questions you may contact Martin Shimer, Chief, 
Regulatory Support Branch, at (240)276-8419. 
 
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: 
 
 

Dat Doan              
Project Manager 
240-276-8573 
 
 
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 

 
 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Martin Shimer
10/23/2008 07:31:38 AM
Signing for Wm Peter Rickman







From: Shimer, Martin 
Sent: Tuesday, October 28, 2008 6:00 AM 
To: 'Bernice Tao' 
Cc: Shimer, Martin 
Subject: RE: Apotex Losartan Potassium Tablets ANDA 90-790 - Fedex Courier of 
Notice 
Bernice, 
  
It is acceptable to use FedEx in lieu of the US Postal service for the purpose of providing notice to 
the NDA holder and any patent assignees associated with PIV certifications contained within 
ANDA 90-790. 
  
Sincerely, 
  
Martin Shimer 
 

 
From: Bernice Tao [mailto:btao@apotex.com]  
Sent: Tuesday, October 28, 2008 12:40 AM 
To: Shimer, Martin 
Subject: Apotex Losartan Potassium Tablets ANDA 90-790 - Fedex Courier of Notice 

Hi Martin  
Further to the Acceptable for Filing letter for the Losartan Potassium Tablets ANDA # 90-790 
dated October 23, 2008, we would like to request authorisation to utilise Fedex courier in lieu of 
US Postal Service for the purpose of providing notice to the NDA holders and patent owners 
associated with the Paragraph IV certifications provided in the ANDA . Could you please confirm 
accepability? 

Regards,  
Bernice Tao  
Director, Regulatory Affairs US  
Apotex Inc.  
Tel: (416) 401-7889  
Fax: (416) 401-3817  
www.apotex.com  
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COMPLETE RESPONSE -- MINOR 
 
ANDA  90-790 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 
  
APPLICANT:  Apotex Corp. 
 
ATTN:  Kiran  Krishnan 
 
FROM:  Dat Doan 

TEL: (954) 384-3986 
 
FAX: (954) 349-4233 
 
FDA CONTACT PHONE: (240) 276-8573 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated August 27, 2008, submitted pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Losartan Potassium Tablets, 25 mg, 50 mg and 
100 mg.  
 
 

SPECIAL INSTRUCTIONS: please see attached 
 

Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
We have completed the review of your ANDA and have determined that we cannot approve this application in its present form.  
We have described below our reasons for this action and, where possible, our recommendations to address these issues in the 
following attachment ( 1   page).   This facsimile is to be regarded as an official FDA communication and unless requested, a 
hard copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 314.120 which will 
either amend or withdraw the application.  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.  The designation as a MINOR AMENDMENT should appear prominently 
in your cover letter. Upon OGD's acceptance for filing of your ANDA, it was determined that an adequate amount of 
information was submitted to allow for review of your Bioequivalence and Microbiology data.  You will be notified in a 
separate communication of any further deficiencies identified during our review of your Bioequivalence and Microbiology data  
If you have substantial disagreement with our reasons for not approving this application, you may request an opportunity for a 
hearing. 
 
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  

 





---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Albert Mueller
1/26/2009 11:24:01 AM









 
REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:    90-790              
Date of Submission:  August 27, 2008  
Applicant's Name:   Apotex Corporation 
Established Name:   Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg tablets 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:   
   
  1.  GENERALCOMMENTS 

 
a. Referring to the  proposed count bottles, the Agency does 

NOT approve bulk labeling.  Please delete this count bottle from your HOW 
SUPPLIED section.  

 
b. We note that you did NOT include information related to the “Preparation of the 

suspension” and/or the suspension in the labeling.  This is not protected information.  
Please revise and/or comment. 

 
2.   CONTAINER – Bottles of 30s, 90s and 1000s 
   

Side Panel:  Revise to read 
 
   Each tablet contains: 
   xx mg Losartan Potassium USP 

 
3.   CARTON – 100 (10X10 unit-dose blisters) 

     
See comment above. 

 
4.   Unit-Dose Blisters – 10s 
    

Satisfactory in draft as of the August 27, 2008 electronic submission 
 
5.     PACKAGE INSERT and PATIENT INFORMATION LEAFLET 

 
a. Please revise your labeling to be in accord with the most recently approved labeling for 

the reference listed drug, Cozaar® Tablets (NDA 20-386/S-049; June 4, 2009).   
 
     b. See comment under CONTAINER above 
 
Submit your revised labels and labeling electronically in final print format. 
 
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   
 
 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://www.fda.gov/cder/cdernew/listserv.html 
 
 

(b) (4)



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 the enclosed copy of the reference listed 
drug's labeling 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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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

JAMES T BARLOW
08/20/2009









 
REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:    090790           
Date of Submission:  September 8, 2009 
Applicant's Name:   Apotex Inc. 
Established Name:   Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:   
   
  1.  GENERALCOMMENTS 

a. Did your firm submit stability data supporting this suspension storage in your Chemistry 
data? Please comment.  (Also, please note that this information (suspension) cannot be 
carved out of your labeling since it is not protected.) 

 
b. Please note that Losartan Potassium Tablets are now subject to a “USP” monograph.  

Please revise to include this designation in your labeling where appropriate. 
 

2.   CONTAINER – Bottles of 30s, 90s and 1000s 
  See comment 1.(b.) above.   

 
3.   CARTON – 100 (10X10 unit-dose blisters) 

    See comment 1.(b.) above.     
 

4.   Unit-Dose Blisters – 10s 
   Satisfactory in draft as of the August 27, 2008 electronic submission 
 
5.     PACKAGE INSERT   

PRECAUTIONS 
     Revise the following subsection to read as follows – 
 
     Electrolyte Imbalance  

Electrolyte imbalances are common in patients with renal impairment, with or without 
diabetes, and should be addressed.  
 
Information for Patients  
Pregnancy: Female patients………. 

 
  6.  PATIENT INFORMATION LEAFLET 

We note that a Patient Information Leaflet was never submitted for review.  Note that a PIL 
was approved for the reference listed drug on April 13 and September 21, 2006.  Please 
address this and/or comment. 

 
Submit your revised labels and labeling electronically in final print format. 
 
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   
 
 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://www.fda.gov/cder/cdernew/listserv.html 
 



 
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 the enclosed copy of the reference listed 
drug's labeling 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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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://www.fda.gov/cder/cdernew/listserv.html 
 
 
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 the enclosed copy of the reference listed 
drug's labeling 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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BIOEQUIVALENCE AMENDMENT 
 
ANDA  90-790 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 

 
  
APPLICANT:  Apotex Corp. 
 
ATTN:  Kiran  Krishnan 
 
FROM:  Alpita Popat 

TEL: (954) 384-3986 
 
FAX: (954) 349-4233 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalence data submitted on August 27, 2008, pursuant to Section 505(j) of the 
Federal Food, Drug, and Cosmetic Act for Losartan Potassium Tablets, 25 mg, 50 mg and 100 mg.  
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached 1  page.  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: 
 
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 



 
 

ANDA: 090790 

APPLICANT: Apotex Corp 

DRUG PRODUCT: Losartan Potassium Tablets, 100 mg, 50 mg and 25 mg 

 
 
The Division of Bioequivalence (DBE) has completed its review of your 
submissions acknowledged on the cover sheet.  The following deficiency has 
been identified: 
 
Your dissolution testing data using the FDA-recommended method are 
acceptable. However, your proposed specification (NLT  (Q), 45 min) is not 
acceptable. Based on the data submitted, the DBE recommends a more 
appropriate specification for the test product.  Please acknowledge your 
acceptance of the following FDA-recommended dissolution method and 
specification: 
 
The dissolution testing should be conducted in 900 mL of water (deaerated) at 
37°C, using USP Apparatus II (paddles) @ 50 rpm. The test products should meet 
the following specification:  Not less than 75% (Q) in 30 minutes. 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

 

(b) (4)
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“Suspension” Letter to all ANDA applicants of Losartan Potassium Tablets USP 
 
The following letter was sent out to all Losartan ANDA holders on January 25, 2010. 
 
ANDA Holder Address 
 
Dear Madam/Sir, 
 
Currently approved labeling from the Reference Listed Drug (RLD) for Losartan 
Potassium Tablets USP provides for the preparation of a suspension as an alternate 
dosage option.   
 
We are requiring data that show your drug product is stable under the conditions of 
preparation and storage of the suspension.  The RLD labeling, as well as your labeling, 
quotes the following: 
 

“Add 10 mL of Purified Water USP to an 8 ounce (240 mL) amber 
polyethylene terephthalate (PET) bottle containing ten 50 mg losartan 
potassium tablets. Immediately shake for at least 2 minutes. Let the 
concentrate stand for 1 hour and then shake for 1 minute to disperse the 
tablet contents. Separately prepare a 50/50 volumetric mixture of Ora-
Plus™1 and Ora-Sweet SF™1. Add 190 mL of the 50/50 Ora-Plus™/Ora-
Sweet SF™ mixture to the tablet and water slurry in the PET bottle and 
shake for 1 minute to disperse the ingredients. The suspension should be 
refrigerated at 2 to 8°C (36 to 46°F) and can be stored for up to 4 weeks. 
Shake the suspension prior to each use and return promptly to the 
refrigerator.” Ora-Plus™ and Ora-Sweet SF™ are trademarks of Paddock 
Laboratories. 

 
As the above labeling suggests, the data should be generated on the prepared suspension 
upon storage in a refrigerator at 2 to 8°C (36 to 46°F) for four weeks.  Evaluation should 
consist of testing for any significant changes in appearance, potency and impurity profile 
of the suspension.  “Accelerated” data generated at room temperature 25°C (77°F) is not 
considered appropriate. 
 
This test data need only be generated on a one-time basis and need not be repeated on 
subsequent production batches. 
 
These data should be submitted as soon as possible.  This information from the package 
insert can not be removed from the product labeling and must be retained. 
 
If you have supplied these data previously, please indicate the manner and reference of 
this response. 
 
Questions regarding these requested data should be referred to Mr. Dat Doan, Project 
Manager, at 240-276-8573 for this drug product. 
 
Sincerely yours, 
 
Etc 
 
File:  c:\documents and settings\muellera\my documents\suspension.doc 





ALBERT J MUELLER
02/12/2010







REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:    090790           
Date of Submission:  January 25, 2010 
Applicant's Name:   Apotex Inc. 
Established Name:   Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg tablets 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:   
   
  1.   CONTAINER – Bottles of 30s, 90s and 1000s (all strengths) 

   Satisfactory in final print as of the January 15, 2010 e-submission 
 

2.   CARTON – 100 (  unit-dose blisters) (all strengths) 
a. Please add "Not for institutional use" on your carton labels since the unit dose blisters are 

not barcoded.      
 

b. Please change the quantity to read "(  unit dose)”, since the blisters are packaged as 
such. 

 
3.   Unit-Dose Blisters –  

Revise the established name on the strip should read "...Tablet, USP" - delete the s and add 
comma. 

 
4.     PACKAGE INSERT   

 Satisfactory in final print as of the January 25, 2010 e-submission 
 
  5.  PATIENT INFORMATION LEAFLET 

   Satisfactory in final print as of the January 25, 2010 e-submission 
 
Submit your revised labels and labeling electronically in final print format. 
 
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   
 
 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://www.fda.gov/cder/cdernew/listserv.html 
 
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 the enclosed copy of the reference listed 
drug's labeling 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 

 

(b) (4)

(b) (4)

(b) 
(4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

 
 
SENT VIA TELEFAX 
 
 
 
Docket No. FDA-2010-N-0134  
 
Dear ANDA Applicant: 
 
This is a follow-up to our letter of March 11, 2010, in which we asked for comment on legal and 
regulatory issues pertaining to 180-day exclusivity as described in section 505(j)(5)(B)(iv) of the 
Federal Food, Drug, and Cosmetic Act for abbreviated new drug applications (ANDAs) for 
losartan potassium tablets and losartan potassium-hydrochlorothiazide tablets. 
 
As noted in that letter, Merck Research Laboratories (Merck) holds the NDAs for Cozaar 
(losartan potassium) tablets and Hyzaar (potassium-hydrochlorothiazide) tablets, the reference 
listed drugs for these ANDAs.  Merck submitted U.S. Patent No. 5,608,075 (the ‘075 patent) to 
FDA for listing for the Cozaar and Hyzaar NDAs 20-386 and 20-387, respectively.  Merck 
requested in March 2005 that FDA delist the patent for these drug products.  The patent has 
remained listed in FDA's Approved Drug Products with Therapeutic Equivalence Evaluations 
(the Orange Book) for Cozaar and Hyzaar as a placeholder for any exclusivity that may result 
from an ANDA applicant's paragraph IV certification to the patent. 
 
At the time of our March 11, 2010 letter, the Orange Book listing for the ‘075 patent showed a 
patent expiration date of March 4, 2014.  We are writing now to inform you that the Orange 
Book has been updated to show additional information submitted by Merck pertaining to 
the ‘075 patent: the expiration date of the ‘075 patent is March 4, 2009.  This change in the 
expiration date for the ‘075 patent is for both the Cozaar and Hyzaar NDAs. 
 
If you have any questions regarding this correspondence, please contact Dave Read, Regulatory 
Counsel, Office of Generic Drugs, at 240-276-9310. 
 
     Sincerely, 
 

  {See appended electronic signature page} 
 
     Gary J. Buehler 
     Director 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

 
 
 
SENT VIA TELEFAX 
 
 
Docket No. FDA-2010-N-0134 
 
Dear ANDA Applicants: 
 
This letter addresses whether the March 4, 2009 expiration of U.S. Patent No. 5,608,075 ('075 
patent) affects the first applicant's eligibility for 180-day exclusivity for generic versions of 
Merck's Cozaar and Hyzaar drug products, and supplements the March 11, 2010 letter to ANDA 
applicants that was posted at www.regulations.gov in Docket No. FDA-2010-N-0134.  As 
explained below, in light of the Court of Appeals' decision in Teva Pharms., USA, Inc. v. 
Sebelius, No. 09-5281 (D.C. Cir. Mar. 2, 2010) ("Teva slip op."), we have concluded that the 
expiration of the '075 patent does not result in a forfeiture of the first applicant's eligibility for 
exclusivity for ANDAs referencing Cozaar and Hyzaar. 
 
Background 
 
FDA has pending before it ANDAs referencing Cozaar (losartan potassium) Tablets and Hyzaar 
(losartan potassium and hydrochlorothiazide) Tablets.  Among the patents submitted to FDA for 
Cozaar and Hyzaar, and thus relevant to the approval date for these ANDAs, is the '075 patent.  
FDA's Orange Book shows that the '075 patent was submitted by Merck, and that Merck later 
requested delisting of the patent.  Merck has also recently informed FDA that the expiration date 
for the '075 patent should be revised from March 4, 2014, to March 4, 2009.1  The Orange Book 
currently displays the March 4, 2009 expiration date for the '075 patent.  
 
The timing of approval of ANDAs referencing Cozaar and Hyzaar will be affected by, among 
other things, any 180-day exclusivity under section 505(j)(5)(B)(iv) of the Federal Food, Drug, 
and Cosmetic Act (the Act) available to a first applicant to challenge the '075 patent.2  Under the 
Act, as amended by the MMA, a 180-day exclusivity period will not delay approval of any 
ANDA referencing Cozaar or Hyzaar if the exclusivity has been forfeited by the first applicant.  
See section 505(j)(5)(D)(i).  The delisting of the '075 patent by Merck and the March 4, 2009 
patent expiration date implicate two distinct 180-day exclusivity forfeiture provisions in the Act, 
sections 505(j)(5)(D)(i)(I) and (VI), respectively. 
 
                                                 
1 Apotex notified FDA on March 9, 2010, that records of the U.S. Patent and Trademark Office (PTO) showed that 
the '075 patent had expired no later than March 30, 2009, due to non-payment of fees.  Pursuant to the procedure 
described in 21 C.F.R. § 314.53(f), FDA sought information from Merck regarding the correct expiration date for 
the '075 patent.  By letters of March 12, 2010, Merck stated that the correct expiration date for the '075 patent is 
March 4, 2009. 
 
2 The 180-day exclusivity for ANDAs referencing Cozaar and Hyzaar is governed by section 505(j)(5)(B)(iv) and 
related provisions, as modified by the Access to Affordable Pharmaceuticals provisions of the Medicare Prescription 
Drug, Improvement, and Modernization Act of 2003, Pub. L. No. 108-173, 117 Stat. 2066 (Dec. 8, 2003) (the 
MMA). 



 2

Delisting of the '075 Patent  
 
The U.S. Court of Appeals for the D.C. Circuit recently considered the effect of the delisting of 
the '075 patent on a first applicant's claim to 180-day exclusivity arising from a paragraph IV 
certification to that patent.  Teva slip op.  The court reviewed the delisting provision, section 
505(j)(5)(D)(i)(I)(bb)(CC).  The Agency had applied this provision in previous adjudications 
such that delisting of the patent for any reason by the NDA holder could result in forfeiture.  
Teva had asserted that FDA's interpretation of the delisting provision, although applied by FDA 
only in adjudications involving other drugs and different parties, was both subject to immediate 
review by the court and not supported by the statute.3  The court, in a 2-1 decision, agreed with 
Teva on both grounds, and ruled that Merck's delisting of the '075 patent could not be the basis 
for forfeiture of exclusivity by the first applicant for generic Cozaar and Hyzaar.  Slop. op at 29.   
 
The D.C. Circuit, in response to a request from Teva, issued the mandate on an expedited basis 
on March 12, 2010, and remanded the case to the district court.4  On March 26, 2010, the district 
court amended an order it had issued on March 16, 2010, to clarify that Teva has not forfeited its 
180-day exclusivity under the Failure to Market provision, section 505(j)(5)(D)(i)(I).  The 
district court stated that forfeiture due to patent expiration under section 505(j)(5)(D)(i)(VI) was 
not raised in Teva's Complaint and was not addressed by the D.C. Circuit in either its March 2, 
2010 Opinion or in the March 12, 2010 issuance of the mandate.  The district court ordered FDA 
to file a notice of its decision on the '075 patent expiration issue by 5 p.m. on March 26, 2010. 
 
Expiration of the '075 Patent 
 
When Teva first raised the question of 180-day exclusivity for ANDAs referencing Cozaar and 
Hyzaar before the district court in June 2009, FDA's records showed a March 4, 2014 expiration 
date for the '075 patent, and no outside party had brought any other expiration date for the patent 
to the Agency's attention.  It was only after the March 2, 2010 Teva decision that FDA was 
notified by Apotex that the Patent and Trademark Office records showed that the '075 patent had 
expired for failure to pay fees.  Now that Merck has confirmed to FDA that the '075 patent 
expired on March 4, 2009, FDA is addressing whether the patent expiration is a separate basis, 
apart from the delisting, for forfeiture of exclusivity.5  To obtain comment from interested parties 
on the effect of the revised patent expiration date, FDA sent a letter to ANDA applicants on 
March 11, 2010, and opened a public docket for submission of comments (FDA-2010-N-0134).  

                                                 
3 On July 31, 2009, the U.S. District Court for the District of Columbia found that it had jurisdiction to review the 
matter, but granted judgment in favor of the government on the merits.  Teva Pharms. USA, Inc. v. Sebelius, 638 F. 
Supp. 2d 42 (D.D.C. 2009). 
 
4 The Solicitor General is considering seeking rehearing of the Court of Appeals’ decision.  If rehearing is sought by 
the government and granted, the mandate would be recalled. 
 
5 In Teva, the government argued that the court should not address the dispute concerning 180-day exclusivity being 
pressed by plaintiff Teva until FDA had decided that issue.  One basis for the government's position was the 
potential that factual and/or legal issues specific to the circumstances associated with the Teva claim would require 
an FDA analysis that would, at a minimum, be useful to the court in its decision-making.  The court rejected that 
position.  FDA believes that the new and complicated issues raised by the expiration of the patent at issue in this 
case provide a good example of why courts should await an agency decision in a particular matter rather than 
anticipate an agency's decision based on previous rulings in similar matters. 
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FDA has considered these submissions, as well as the relevant statutory provisions, regulations, 
and case law, in developing the views described in this response.6         
 
Neither the district court nor the D.C. Circuit addressed the effect of the expiration of the '075 
patent on the first applicant's eligibility for 180-day exclusivity, nor could they have done so 
because, as noted, when the courts ruled, neither they nor FDA was aware of the fact that the 
'075 patent had expired.  Therefore, FDA is addressing the matter here.  First, the Agency 
analyzes the issue as if it were writing on a clean slate, and interpreting and applying the statute 
without reference to the recent Teva decision.  Second, the Agency describes the effect of the 
Court of Appeals' reasoning in the Teva delisting decision on the outcome in this particular 
patent expiration matter.   
 
Merck, the NDA holder, has notified FDA that the sole patent giving rise to a claim of 180-day 
exclusivity for ANDAs referencing Cozaar and Hyzaar, the '075 patent, has expired.  The patent 
information provided to FDA by the NDA holder controls for patent certification purposes.  Teva 
Pharms., USA, Inc. v. Leavitt, 548 F.3d 103, 106 (D.C. Cir. 2008) ("FDA operates in a purely 
ministerial role, relying on NDA holders to provide the Agency with accurate patent 
information.").  Therefore, in assessing the first applicant's claim to exclusivity, FDA will rely on 
Merck's statement that the '075 patent has expired.     
 
The effect of a patent expiration on exclusivity is specifically addressed in the 180-day 
exclusivity provisions applicable to the ANDAs referencing Cozaar and Hyzaar.  Section 
505(j)(5)(B)(iv) of the Act, as amended by the MMA, states:  
 

Subject to subparagraph (D), if the application contains a certification described 
in paragraph (2)(A)(vii)(IV) and is for a drug for which a first applicant has 
submitted an application containing such a certification, the application shall be 
made effective on the date that is 180 days after the date of the first commercial 
marketing of the drug (including the commercial marketing of the listed drug) 
by any first applicant. 

 
"Subparagraph (D)" describes how a first applicant will forfeit its 180-day exclusivity period 
upon the occurrence of different types of a "forfeiture event" with respect to that applicant.  
Section 505(j)(5)(D).  Among the defined events resulting in forfeiture is "Expiration of All 
Patents," which occurs when "[a]ll of the patents as to which the applicant submitted a 
certification qualifying it for the 180-day exclusivity period have expired."  Section 
505(j)(5)(D)(i)(VI).  If this forfeiture event applies to a first applicant, the applicant forfeits 
exclusivity immediately upon the expiration of all patents as to which it qualified as a first 

                                                 
6 Due to the limited amount of time remaining before April 6, 2010, when one or more ANDAs referencing Cozaar 
and Hyzaar are expected to be eligible for final approval, FDA initiated its request for comment on the effect of a 
March 4, 2009 expiration date for the '075 patent before it had received the confirmation from Merck of the correct 
expiration date.  Further, because of the exceptional circumstances of this case, FDA is making a decision on 180-
day exclusivity before April 6, 2010.  Because of the possibility that relevant facts will change, it is FDA's usual 
practice to wait until at least one ANDA is otherwise eligible for final approval before the Agency makes decisions 
regarding 180-day exclusivity.  Among other considerations underlying FDA's decision to address the patent 
expiration at this time is the Teva court's decision on 180-day exclusivity based on events involving the same patent 
at issue in the current matter.  
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applicant.7  If there is only one patent that serves as a basis for 180-day exclusivity, when that 
patent expires, there will be no exclusivity for the drug product, and the Agency may approve 
any otherwise approvable ANDA.   
 
Under FDA's longstanding interpretation, once a patent expires, eligibility for 180-day 
exclusivity based on that patent is extinguished.  This is true under both the pre-MMA 180-day 
exclusivity provisions and the MMA exclusivity provisions applicable to the ANDAs referencing 
Cozaar and Hyzaar.  The pre-MMA exclusivity provisions did not explicitly address whether 
180-day exclusivity could survive the expiration of the patent.  In addressing that statutory gap, 
FDA stated that once a patent expires, the correct certification to the patent is a "paragraph II" 
certification pursuant to section 505(j)(2)(A)(vii)(II)("that such patent has expired").  Once the 
application no longer contains a paragraph IV certification to the patent, the applicant no longer 
has a basis to obtain exclusivity as to that patent.  This was held to be a reasonable interpretation 
of the pre-MMA exclusivity provision.  Dr. Reddy's Labs., Inc. v. Thompson, 302 F. Supp. 2d 
340, 356-57 (D.N.J. 2003).  Moreover, even when the D.C. Circuit found in Ranbaxy Labs. Ltd. 
v. Leavitt, 469 F.3d 120 (D.C. Cir. 2006), that the pre-MMA exclusivity provisions would not 
permit an NDA holder's delisting of a patent to defeat a first applicant's claim on exclusivity, the 
court noted that "as Ranbaxy and Teva acknowledged at oral argument, the text and the structure 
of the [pre-MMA] statute suggest a distinction between expiration and delisting such that the 
first generic applicant may no longer retain exclusivity when the patent has expired."  Id. at 126 
n.3 (citing, inter alia, Dr. Reddy's Labs.).  The forfeiture provision at section 505(j)(5)(D)(i)(VI), 
enacted in the MMA, thus embodies the familiar principle that 180-day exclusivity does not 
survive patent expiration.8 
 
The issue presented by the expiration of the '075 patent is not whether, as a general rule, 
exclusivity will be forfeited pursuant to section 505(j)(5)(D)(i)(VI) upon the expiration of a 
patent, but whether a patent expiration for failure to pay fees is an exception to this rule.9  The 
                                                 
7 The forfeiture events described in sections 505(j)(5)(D)(i)(II)-(V) are similarly immediate in effect if they are 
found to apply to a first applicant.  It is interesting to note the contrast between these "immediate" forfeiture events, 
which provide no opportunity for the first applicant to use its exclusivity period once the forfeiture event has 
occurred, and the "Failure to Market" forfeiture event described in 505(j)(5)(D)(i)(I), which provides that upon the 
occurrence of certain events, rather than face immediate forfeiture, the first applicant will have the opportunity to 
begin commercial marketing of the drug product and thus start the running of its 180-day exclusivity period.  For 
each of the events set out in 505(j)(5)(D)(i)(I)(bb), the first applicant has 75 days from the date of the specified event 
to begin marketing and receive the benefits of exclusivity.  These provisions describe events that could occur with 
respect to "the first applicant or any other applicant" (emphasis added), as well as the patent delisting provision 
interpreted by the court in Teva.  Presumably, Congress structured this exclusivity forfeiture provision so that, even 
if it is an applicant other than a first applicant that triggers a forfeiture by, for example, obtaining a final decision of 
non-infringement, the first applicant will nevertheless have a limited opportunity to benefit from being the first to 
challenge the patent.  It is reasonable for FDA to conclude that, once at least one applicant has obtained a final court 
decision or settlement stating that the patent at issue is invalid or not infringed - or the patent has been delisted by 
the NDA holder because it does not meet the patent listing requirements - Congress sought to balance the benefits 
derived from the exclusivity incentive against the delay in the availability of generic drugs resulting from that 
exclusivity, and thus established a limit on the length of time during which the exclusivity would be available.  In 
the case of patent expiration, Congress concluded that not even a limited 180-day exclusivity barrier to approval was 
warranted once the patent expired.   
 
8 The MMA did not revise the descriptions of patent certifications set forth at section 505(j)(2)(A)(vii).  
 
9 Teva, for example, appears to acknowledge that forfeiture will occur upon "natural patent expiry."  March 18, 2010 
Comment from Teva at 3.   
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Agency's view is that, if it were writing on a clean slate, it would interpret the statute so that 
patent expiration for any reason is a patent expiration forfeiture event.  FDA believes that 
interpretation is most consistent with the plain meaning of the words of the statute and with a 
workable and appropriate approach to administration of the statute.      
 
The text of the patent expiration forfeiture event provision does not provide a basis to distinguish 
between "natural patent expiry" and expiration for some other reason.10  Section 
505(j)(5)(D)(i)(VI) refers broadly to forfeiture when "all of the patents … have expired."  There 
is no language qualifying the type of expiration the Agency is to consider relevant for 
forfeiture.11  Thus, there is no apparent statutory basis for the Agency to conclude that only some 
patent expirations result in forfeiture.  
 
Some of the comments noted a number of reasons why FDA should create an exception to patent 
expiration forfeiture when the patent expires because the patent owner has failed to pay 
applicable fees.  Among these are concerns about the lack of certainty regarding the expiration 
when the patent expires due to non-payment of fees.  The March 18, 2010 comments from Teva 
and from Olsson, Frank & Weeda (OFW) identify situations in which a patent that has expired 
can be "revived" through payment by the patent owner of fees.  Teva comment at 2-3; OFW 
comment at 3-4, 9-10.     
 
Although it may well be the case that a patent that has expired for failure to pay fees could, in 
certain circumstances, be revived, this possibility alone is an inadequate basis to maintain that a 
later expiration date must control.  As an initial matter, FDA will not change the applicable 
patent expiration date unless the NDA holder tells the Agency to do so.  If the NDA holder (who 
is also likely to be the patent owner or licensee) notifies FDA that the patent has expired due to 
failure to pay fees, it can be presumed to have resolved at least to a reasonable certainty the 
finality of the patent expiration.  Further, the concerns about uncertainty of expiration would 
presumably extend to all situations in which a patent has expired due to failure to pay fees, 
including those in which, although 180-day exclusivity is not an issue, reliance on a later 
expiration date could delay generic drug approvals.  For example, if an NDA holder notified 
FDA that a patent on a drug as to which no ANDA had yet been submitted had expired due to 
failure to pay fees, but FDA refused to accept the NDA holder's representation because of 
uncertainty that the patent would remain "expired," future ANDA applicants would be required 
to submit patent certifications for a patent that may have its natural patent expiration years in the 
future.  If the NDA holder is sufficiently certain its patent has expired that it notifies FDA of that 
fact, FDA believes that generic drug applicants are entitled to rely on that patent expiration date 
in seeking approval for their drug products.   
 

                                                                                                                                                          
 
10  Teva's comment does not define "natural patent expiry."  For example, that term presumably could encompass 
both the expiration of the original 17 or 20 year term of a patent and the expiration of the term of certain patent 
claims that have been extended under 35 U.S.C. § 156.  FDA's requirements do not limit the type of patent 
expiration information that may be submitted to FDA.  21 C.F.R. § 314.53. 
 
11 Based on the lengthy list of patents that expired on March 4, 2009, that was submitted as Attachment B to the 
March 9, 2010 Apotex letter raising the '075 patent expiration issue, expiration for failure to pay fees is not 
uncommon.  Nonetheless, FDA is not aware of any other case in which it has been notified by an NDA holder that a 
patent that had been submitted to FDA and listed in the Orange Book has expired due to non-payment of fees. 



 6

Finally, in assessing what expiration date should control for purposes of 180-day exclusivity, it is 
appropriate for FDA to continue to rely on the NDA holder's representations to FDA.  Teva v. 
Leavitt, 548 F.3d at 106.  In this case, for example, although Apotex brought the question of the 
correct expiration date for the '075 patent to FDA's attention, the Agency did not consider the 
patent expiration date to be March 4, 2009 (and publish that date in the Orange Book) until 
Merck notified FDA that March 4, 2009 was the correct date.  Had Merck maintained that the 
patent expiration date remained March 4, 2014, FDA would have retained the March 4, 2014 
date in its records and relied on that date for patent certification, exclusivity, and application 
approval purposes.  As stated in FDA's regulations,  
 

Unless the application holder withdraws or amends its patent information in 
response to FDA's request, the agency will not change the patent information in 
the list [the Orange Book]. If the new drug application holder does not change the 
patent information submitted to FDA, … an abbreviated new drug application 
under section 505(j) of the act submitted for a drug that is claimed by a patent for 
which information has been submitted must, despite any disagreement as to the 
correctness of the patent information, contain an appropriate certification for each 
listed patent.  

 
21 C.F.R. § 314.53(f).  Even though information on patent expirations due to failure to pay fees 
is available from the PTO, it would not be an appropriate use of FDA resources for FDA to forgo 
its ministerial role in these matters and make its own assessments of patent expiration.  In light of 
the commenters' concerns about the uncertain nature of these patent expirations, it would seem 
particularly important that the Agency continue to defer to the NDA holder's judgment regarding 
the expiration of its patent. 
 
The expiration of a patent is a specific basis for forfeiture of exclusivity under the MMA, and it 
also necessitates a change in the ANDA applicants' patent certifications.  The MMA patent 
certification provisions, like the pre-MMA provisions, state that the appropriate certification to 
an expired patent is a "paragraph II" (that such patent has expired).  Section 505(j)(2)(A)(vii)(II).  
Upon expiration of a patent, a paragraph IV certification to the patent automatically becomes 
invalid.  Ranbaxy Labs Ltd. v. FDA 96 Fed. Appx. 1 (D.C. Cir. 2004) (unpublished).  Thus, a 
paragraph IV certification to the expired '075 patent is invalid, and the appropriate certification 
to the patent is "paragraph II."  The 180-day exclusivity provision at section 505(j)(5)(B)(iv) 
directs that FDA determine whether an ANDA "contains a [paragraph IV] certification … and is 
for a drug for which a first applicant has submitted an application containing such a 
certification."  When a first applicant's ANDA does not contain a valid paragraph IV certification 
or a non-first applicant's ANDA no longer contains a paragraph IV certification, the 180-day 
exclusivity provision at section 505(j)(5)(B)(iv), by its own terms, does not apply.12  Thus, 
permitting the first applicant to retain exclusivity as to an expired patent requires FDA to take an 
action that is not sanctioned by the words of the statute.  
 

                                                 
12 The MMA also defines a "first applicant" eligible for exclusivity as an applicant that, among other things "submits 
a substantially complete application that contains and lawfully maintains [a paragraph IV certification]."  Section 
505(j)(5)(B)(iv)(II)(bb) (emphasis added).  An applicant cannot lawfully maintain a paragraph IV certification to a 
patent that has expired. 
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For the reasons described above, FDA concludes that if it were assessing this issue without 
reference to the Teva decision, it would find that, under the plain language of the statute, because 
the '075 patent will have expired by the time any ANDA referencing Cozaar or Hyzaar is ready 
for approval, any first applicant previously eligible for 180-day exclusivity as to the '075 patent 
forfeits that exclusivity.  Moreover, even if the statutory language is considered ambiguous, FDA 
concludes loss of exclusivity under these circumstances is most consistent with the statute's text 
and goals, and provides the most reasonable way of administering the statute. 
 
Effect of Teva Decision on Patent Expiration Forfeiture 
 
FDA does not believe it can assess the effect of expiration of the '075 patent due to nonpayment 
of fees on exclusivity for generic Cozaar and Hyzaar without consideration of the D.C. Circuit's 
Teva decision and the reasoning in that decision regarding the delisting of the '075 patent.   
 
In Teva, the D.C. Circuit concluded that Teva is entitled to exclusivity, in spite of the fact that 
the NDA holder has requested delisting of the patent, based on the "structure" of the statute, 
regardless of the words of the statute.13  Moreover, the court concluded that this analysis was 
appropriately considered under "Chevron step one," i.e., that there was no statutory ambiguity 
that FDA is free to resolve based on its understanding of the statute and the industry it regulates.  
Slip op. at 29.  After rejecting Teva's "linguistic" argument, slip op. at 24, the court adopted a 
"structural argument" based on the pre-MMA Ranbaxy case.  Slip op. at 24.  It found that the 
structure of the MMA exclusivity provisions, as with the pre-MMA exclusivity provision 
considered in Ranbaxy, does not permit an NDA holder to "unilaterally" deprive the generic 
applicant of its exclusivity on the basis of delisting.14  Slip op. at 5, 29.  This reasoning thus 
appears to preclude a forfeiture of exclusivity on the basis of a patent expiration where the 
expiration is in the control of the NDA holder.  Because the '075 patent expired due to Merck's 
                                                 
13 The  D.C. Circuit specifically stated: 

We see nothing in the 2003 amendments to the Food, Drug, and Cosmetic Act that changes the 
structure of the statute such that brand companies should be newly able to delist challenged 
patents, thereby triggering a forfeiture event that deprives generic companies of the period of 
marketing exclusivity they otherwise deserve. For that reason, the interpretation of the statute that 
the FDA has adopted in two recent adjudications, and that it regards itself as bound by law to 
apply to Teva’s ANDAs for losartan products, fails at Chevron step one. 

Slip op. at 29. 
 
14 The Teva court's decision suggests that it believed the statute would permit innovator companies to delist patents 
at will to deprive the first applicant of exclusivity, i.e., that "Brand manufacturers are . . . free to delist challenged 
patents whenever they please …."  Slip op. at 24, 25.  Patent listing is not optional.  In fact, NDA holders are 
required by statute to provide patent information to FDA if, but only if, the patent claims the drug product or an 
approved use of the product, and if "a claim of patent infringement could reasonably be asserted if a person not 
licensed by the owner engaged in the manufacture, use, or sale of the drug."  Section 505(b)(1).  Thus, the patent 
holder may not simply withdraw or change patent information previously submitted to FDA because of some desire 
to interfere with the 180-day exclusivity of a potential generic competitor.  It is, of course, true that FDA does not 
have the patent expertise to enforce the statutory requirement that appropriate patents be listed or delisted.  Because 
the continued listing of an inappropriate patent, with the resulting blocking of competition, can place the NDA 
holder in jeopardy of antitrust damages, considerations of antitrust liability may well be factors in innovator 
decisions to withdraw patent information previously submitted.  In fact, settlement of disputes between innovator 
companies and the Federal Trade Commission can result in patent delistings.  See, e.g., Report, In the Matter of 
Bristol-Myers Squibb Co., Docket No. C-4076 (Federal Trade Comm'n, June 20, 2003) (describing delisting of 
patents for Serzone, Buspar, and Taxol).  The Teva decision could affect the availability and effectiveness of 
delisting as a remedy.     
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failure to pay applicable fees, that expiration, consistent with the Court of Appeals' reasoning in 
Teva, is not a grounds for forfeiture of the first applicant's exclusivity.  Although FDA believes 
this result is inconsistent with the plain language of the statute, as discussed above, it believes it 
is appropriate to apply the Court of Appeals' reasoning to the present facts.  In the event the D.C. 
Circuit reconsiders and revises the decision in Teva, FDA reserves the right to revisit these 
conclusions regarding 180-day exclusivity for ANDAs referencing Cozaar and Hyzaar. 
 
FDA thus finds that, consistent with the reasoning of the Court of Appeals, despite having been 
delisted by the patent owner and having expired, the '075 patent nevertheless must be considered 
to remain a basis for 180-day exclusivity.  FDA will not approve any other ANDA referencing 
Cozaar or Hyzaar until the first applicant has received approval of its ANDA, begun commercial 
marketing, and the 180-day exclusivity period has expired.15  The Agency makes this finding 
even though it is not the result that FDA, as the agency that administers the statute, believes is 
appropriate given the relevant statutory language or the policies underlying the statute.   
 
Conclusion 
 
For the reasons described above, the Agency has concluded that, in light of the D.C. Circuit's 
decision in Teva, the March 4, 2009 expiration of the '075 patent for failure to pay applicable 
fees does not result in forfeiture of the first applicant's 180-day exclusivity for ANDAs 
referencing Cozaar and Hyzaar.  If you have any questions regarding this decision, please contact 
Dave Read, Regulatory Counsel, Office of Generic Drugs at (240) 276-9310. 
 
     Sincerely, 
 

  {See appended electronic signature page} 
 
     Gary Buehler 
     Director 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
 

                                                 
 
15 We note that even though the Teva litigation has proceeded on the assumption that a first applicant will receive 
approval and begin marketing promptly after all applicable patent and exclusivity barriers expire, the rule derived 
from this case would presumably apply even if the first applicant did not promptly obtain approval and begin to 
market, e.g., because of changes in the application that required additional review, unsatisfactory inspections, or 
unavailability of materials.  In such cases, FDA could be barred from approving otherwise approvable subsequent 
ANDAs until either the first applicant eventually triggered its exclusivity with commercial marketing and the 180-
day period expired, or the delisted patent expired "naturally," with the result that competition from lower priced 
generic drugs would be delayed. 
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 OGD APPROVAL ROUTING SUMMARY 
 
ANDA # 090790 Applicant Apotex Corp. 
Drug  Losartan Potassium Tablets, 25 mg, 50 mg, and 100 mg    Strength(s) 
 
APPROVAL    TENTATIVE APPROVAL    SUPPLEMENTAL APPROVAL (NEW STRENGTH)    OTHER  
 
REVIEWER:       DRAFT Package  FINAL Package 
 
1.   Martin Shimer        
     Chief, Reg. Support Branch   

Contains GDEA certification:   Yes    No  Determ. of Involvement? Yes   No  
(required if sub after 6/1/92)      Pediatric Exclusivity System 
       RLD =Cozaar NDA#20-386 
Patent/Exclusivity Certification: Yes    No        Date Checked Granted 
If Para. IV Certification- did applicant        Nothing Submitted         
Notify patent holder/NDA holder Yes    No   Written request issued    
Was applicant sued w/in 45 days:Yes    No   Study Submitted     
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:Full Approval.  
Comments:ANDA submitted on 8/29/2008, BOS=Cozaar NDA 20-386, PIII to '069 and '197, 
PIV to '075 and section viii to '079.  ANDA ack for filing with PIV on 8/29/2008(LO 
dated 10/23/2008).  Patent Amendment submitted on 10/29/2008-notice was sent via Fed 
Ex to Merck and Co. in West Point PA, in Whitehouse Station NJ, and in Rahway NJ, all 
notices were delivered on 10/29/2008. Patent Amendment submitted on 11/3/2008-Merck 
and company submitted a letter dated 11/3/2008 to Apotex confirming that suit would 
not be brought on the '075 patent.  
The '069 patent is now expired and the '197 patent will expire on 4/6/2010.  The 
innovator firm has requested that the Agency delist the '075 patent as of January 
2009.  Delisting of a patent is one of several events that can lead to forfeiture of 
180 day exclusivity.  A things currently stand, the Agency considers the first Filer 
TEVA to have forfeited eligibility for 180 day exclusivity.  A DC has ruled in the 
Agency's favor on this policy but TEVA has appealed the DC ruling. 
 
Final recommendation: The Agency will prepare as if TEVA has forfeited exclusivity 
meaning that this ANDA will be eligible for Full Approval on 4/6/2010.  However, prior 
to issuing any Full Approvals on 4/6/2010, OGD must check to see if TEVA prevailed in 
their appeal.   
 
Update 4/6/2010-TEVA did prevail in their appeal and they are currently in position to 
be Fully Approved with 180 day exclusivity.  This award of 180 day exclusivity would 
effectively preclude the Agency from Full Approving any other ANDAs for Losartan 
Potassium Tablets.  Apotex has submitted a request for a TRO which if granted would 
likely preclude the Agency from approving any ANDAs for Losartan Potassium Tablets.  
If the court were to grant the TRO it would have no real impact on this ANDA as it is 

Date26 February 2010 
  

Date 4/6/10 

InitialsMHS Initials rlw 



currently eligible for TA only due to the appellate court ruling. 
As of 4:03 p.m. the OGD has not been informed of any change in litigation status or 
that a TRO was granted in response to Apotex's request.  ANDA is eligible for TA only 
as indicated above.      

 
 
 
2.  Project Manager, Dat Doan Team1     Review Support Branch       
     

Original Rec′d date12/1/08 EER Status   Pending   Acceptable  OAI  
Date Acceptable for Filing12/1/08 Date of EER Status  
Patent Certification (type)IV, mou Date of Office Bio Review  
Date Patent/Exclus.expires4/6/10 Date of Labeling Approv. Sum  
Citizens' Petition/Legal Case Yes  No    
(If YES, attach email from PM to CP coord) 

Labeling Acceptable Email Rec'd Yes  No  
Labeling Acceptable Email filed Yes  No  

First Generic                 Yes  No   Date of Sterility Assur. App.    
Priority Approval   Yes  No  
(If yes, prepare Draft Press Release, Email 
it to Cecelia Parise) 

Methods Val. Samples Pending  Yes  No  
MV Commitment Rcd. from Firm  Yes  No  
Modified-release dosage form: Yes   No  

Acceptable Bio review tabbed Yes  No   Interim Dissol. Specs in AP Ltr:  Yes  
Bio Review Filed Electronically: Yes  No   
Suitability Petition/Pediatric Waiver  
Pediatric Waiver Request Accepted   Rejected  Pending  
Previously reviewed and tentatively approved            Date       
Previously reviewed and CGMP def. /NA Minor issued        Date        
Comments:bio ac 2/16/10; labeling ac 2/25/10 
 
EES acceptable 8/10/10 

 
 
3. Labeling Endorsement  
 Reviewer:           Labeling Team Leader: 
 
  

 Comments: 
 ______________________________________________  
From:  Lee, Koung U   
Sent: Thursday, April 01, 2010 3:12 PM 
To: Barlow, James T; Doan, Dat 
Subject: RE: 90790/Apotex/Losartan 
 
I concur. 
 
Koung 
 
_____________________________________________  
From:  Barlow, James T   
Sent: Thursday, April 01, 2010 2:21 PM 
To: Doan, Dat; Lee, Koung U 

Date2/4/10   Date      

Initialsdd Initials      

Date        Date 4/6/10 
Name/Initials      Name/Initials rlw/for 



Subject: RE: 90790/Apotex/Losartan 
 
I checked Drugs@FDA,OB and USP.   
The labeling Approval Summary signed by Koung Lee on 2/25/10 remains acceptable. 
 
The stability study for the suspension was deemed acceptable per chemistry review dated 3/16/10 
 
Stability Data: Satisfactory 
The available stability data and the results are summarized in the Review section P.8.1 Stability 
Summary and Conclusion. 
Apotex provided stability data to demonstrate that its Losartan Potassium Tablets, USP 50 mg is 
stable under the conditions of preparation and storage of a suspension as described in the product 
labeling. A suspension consisting of 10 tablets in water/Ora-Plus/Ora-Sweet was prepared as 
90-790 Rev #2 Page 34 of 37 
CHEMISTRY REVIEW 
described in the DOSAGE AND ADMINISTRATION section of the package insert and stored 
in a refrigerator for 4 weeks. Samples evaluated at one week intervals for appearance, potency, 
and impurity profile. There were no significant changes in these parameters over the 4-week 
period. 
 
_____________________________________________  
From:  Doan, Dat   
Sent: Thursday, April 01, 2010 1:51 PM 
To: Barlow, James T; Lee, Koung U 
Subject: 90790/Apotex/Losartan 
Importance: High 
 
 
Hi Jim, Koung: 
 
Can you please endorse this for me?  Per Bob, since we still don't know the outcome of the legal situation, there is no need 
to look at the AP letter.  Bob and Co. will make sure it is correct. 
 
 << File: 90790.labeling.ap.summary.pdf >>  
 
Thanks, 
 
Dat 
 
 
 
 
4. David Read (PP IVs Only) Pre-MMA  Language included    Date 5Apr10 
 OGD Regulatory Counsel,   Post-MMA Language Included    InitialsDTR 

Comments:OK. 
 
 
5. Div. Dir./Deputy Dir.               Date3/24/10 
    Chemistry Div. I II OR III       InitialsPS 

Comments:CMC ok for approval. 
 



 
 
 
6.  Frank Holcombe  First Generics Only    Date 4/6/10 
    Assoc. Dir. For Chemistry       Initials rlw/for    Comments: (First generic drug 
review) 
 N/A.  Multiple ANDAs have been tentatively approved for this drug product. 
 
 
            
7.   Vacant          Date       Deputy Dir., DLPS   
      Initials      
 RLD = Cozaar Tablets  25 mg, 50 mg and 100 mg 
            Merck Research Laboratories  NDA 20-286 
 
 
 
 
8.   Peter Rickman         Date 8/11/10 
     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) on the 100 mg tablet  

strength found acceptable.  In-vitro dissolution testing for all three tablet  
strengths also found acceptable.  Waivers granted to the 25 mg and 50 mg tablet 
strengths under 21 CFR 320.22(d)(2).  Bio study sites have acceptable DSI 
inspection histories.  Office-level bio endorsed 1/28/10 and 2/16/10. 
 
Final-printed labeling (FPL) found acceptable for approval 4/1/10. 
 
CMC found acceptable for approval (Chemistry Review #3). 

 
OR 
 
 
8. Robert L. West         Date 8/11/10 
      Deputy Director, OGD        Initials RLWest 
      Para.IV Patent Cert: Yes  No ; Pending Legal Action: Yes  No ; Petition: Yes  No  
      Press Release Acceptable  
 Comments:Acceptable EEs dated 8/10/10.  No "OAI" Alerts noted. 
 
      Apotex provided a paragraph IV cetification to the '075 patent, but was not 
      sued within the 45-day period.  Apotex also provided a method-of-use statement 
      to the '079 patent and has "carved-out" information pertaining to the use of the 
      drug product for the treatment of chronic renal failure (U-496) from its labeling.  
      This is acceptable.  There are no additional patents or exclusivity listed in the 
      current "Orange Book" for this drug product. 
 
      Final approval of this ANDa is currently blocked by TEVA's 180-day generic drug 
      exclusivity due to expire on October 3, 2010. 
 



      This ANDA is recommended for tentative approval. 
 
 
 
9.   Gary Buehler         Date  8/11/10 

Director, OGD         Initials rlw/for 
Comments: Keith Webber, Ph.D.  Deputy Director, OPS 
First Generic Approval       PD or Clinical for BE      Special Scientific or Reg.Issue  

 Press Release Acceptable  
 
 
10. Project Manager, Team Dat Doan      Date8/11/10 

Review Support Branch        Initials dd 
 

     Date PETS checked for first generic drug (just prior to notification to firm)  
 
Applicant notification: 
8/11/10 Date notified of approval by phone  
8/11/10 Date approval letter faxed 
 
FDA Notification: 
8/11/10 Date e-mail message sent to "CDER-OGDAPPROVALS″ distribution list. 
8/11/10 Date Approval letter copied to \\CDS014\DRUGAPP\ directory. 
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From: Doan, Dat 
Sent: Monday, September 20, 2010 4:34 PM 
To: Doan, Dat 
Subject: Concerning your ANDA for Losartan Tablets USP 
 
Importance: High 
Hi, 
 
The RLD of Losartan Potassium Tablets USP has recently updated the drug product labeling. 
The 50 mg tablet of Merck's Cozaar (Losartan Potassium) Tablets is now scored, whereas the 25 
mg and 100 mg tablets remain unscored. Please provide a commitment to update your ANDA 
with respect to MAPP 5223.2 prior to marketing. Please also commit to demonstrate acceptable 
content uniformity of scored tablet segments (divided by hand) for the tablet batch manufactured 
with the score.  

 

Thanks, 

Dat Doan, R.Ph. 
LCDR, USPHS 
Project Manager, OGD, FDA 
7500 Standish Place 
MPN 2, HFD-617, Rm N147 
Rockville, MD 20855 
(p) 240-276-9336 
(f) 240-276-8440 
Email: dat.doan@fda.hhs.gov 
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From: Doan, Dat 
Sent: Monday, September 27, 2010 5:02 PM 
To: Doan, Dat 
Subject: Losartan Update!!!  Please send response ASAP! 
 
Importance: High 
Hi, 
 
As the 50 mg tablet of Merck's Cozaar® (Losartan Potassium) Tablets is now scored, the 
Office of Generic Drugs recommends the following actions be taken: 
 

1. A commitment should be provided to supplement your ANDA with respect to 
MAPP 5223.2, within 3 months of receipt of approval.  

2. Please also provide a commitment to demonstrate acceptable uniformity of scored 
tablet segments (divided by hand) for the 50 mg tablet batch manufactured with 
the scored configuration.  Testing and criteria may follow the recommendations as 
found in USP <905> for uniformity of dosage. 

3. Any unscored 50 mg tablets manufactured in anticipation of ANDA approval may 
be distributed, however, no new unscored 50 mg tablets batches should be 
manufactured without a change in the scoring configuration to match the RLD 
and subsequent approval of the related supplement. 

4. The above mentioned commitments must be submitted and received in order to 
receive full approval. 

 
 
If you've already sent in a commitment based on the email sent out September 21, 2010, please 
send in another commitment to these points ASAP to ensure that all criteria are met.   
 
• Email me an electronic copy (pdf) of your response submission.  Dat.Doan@fda.hhs.gov 
• Make sure your submission includes some type of electronic format (i.e. Gateway or pdf copy 

on a disc, etc.) 
 
Thank you, 
 
Dat Doan, R.Ph. 
LCDR, USPHS 
Project Manager, OGD, FDA 
7500 Standish Place 
MPN 2, HFD-617, Rm N147 
Rockville, MD 20855 
(p) 240-276-9336 
(f) 240-276-8440 
Email: dat.doan@fda.hhs.gov 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 090790 
 
 
 
 
Apotex Corp. 
U.S. Agent for: Apotex, Inc. 
Attention: Kiran Krishnan 
Associate Director, Regulatory Affairs 
2400 N. Commerce Parkway, Suite 400 
Weston, FL 33326 

 
 
Dear Sir: 

 
This is in reference to your abbreviated new drug application (ANDA) dated August 27, 
2008, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the 
Act), for Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg.  

 
Reference is also made to the tentative approval letter issued by this office on August 11, 
2010 and to your amendments dated February 1, August 12, September 21 and September 
28, 2010. 
 
The reference listed drug (RLD), Cozaar, was approved for new labeling on September 23, 
2010.  The 180-days generic exclusivity is scheduled to expire on October 3, 2010. FDCA 
Section 505(j)(10) (added by Section 10609 of the Patient Protection and Affordable Care 
Act) permits the FDA to approve an ANDA with labeling that differs from that of the RLD 
provided the change to the RLD labeling is approved within 60 days of the expiration of a 
patent, an exclusivity period, or 30-month stay, and the labeling changes do not include a 
change to the WARNINGS section, the Agency has determined that the continued presence 
of the labeling in effect before the revision will not adversely impact the safe use of the 
drug, and the applicant agrees to submit revised labeling of the drug not later than 60 days 
after being notified of the required changes.   
 
Under Section 505(j)(10),  we can approve your losartan tablet ANDA provided you commit 
to supplementing your application with updated labeling reflecting the change to the Cozaar 
labeling within 60 days of your receipt of notification, i.e., of today's date. Your 
commitment must be in writing, in a letter addressed to: 

 
 
Office of Generic Drugs (HFD-600) 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Metro Park North VII 
7620 Standish Place 
Rockville, MD 20855 



Please note that this commitment letter must be received before full approval of your drug 
product can be granted.  Thank you in advance for your prompt attention regarding this 
matter.   

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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Cozaar who might require combination therapy with a diuretic and NSAIDS.  A summary 
of the changes is provided below. 
 
 S-052, Approved 9/23/2010 
 Non-Steroidal Anti-Inflammatory Drugs (NSAIDs) Including Selective Cyclooxygenase-2 Inhibitors 

(COX-2 Inhibitors): In patients who are elderly, volume-depleted (including those on diuretic therapy), 
or with compromised renal function, co-administration of NSAIDs, including selective COX-2 
inhibitors, with angiotensin II receptor antagonists (including losartan) may result in deterioration of 
renal function, including possible acute renal failure.  These effects are usually reversible.  Monitor 
renal function periodically in patients receiving losartan and NSAID therapy.  
 
The antihypertensive effect of angiotensin II receptor antagonists, including losartan, may be attenuated 
by NSAIDs, including selective COX-2 inhibitors. 

 
Merck submitted final printed labeling on September 24, 2010, for the changes approved 
on September 23, 2010.  In its cover letter, Merck states “Final printed Labeling will be 
used on or before 01-May-2011 in all packages sold or distributed from the Company’s 
manufacturing facilities.”   
 
Teva is currently the only ANDA approved for the 25 mg, 50 mg, and 100 mg strengths 
of losartan tablets (ANDA 76-958).  Their 180-day generic exclusivity is scheduled to 
expire on October 4, 2010.  (As of September 27, 2010, Teva has not updated its losartan 
labeling to contain the change.)   
 
Implementation of the labeling change by the RLD may not occur for over 7 months.  
Upon approval of other losartan ANDAs on October 4, 2010, the labeling for these 
ANDAs will be the same as that of the RLD and Teva currently in the marketplace.  
Apotex committed to supplement its ANDA with revised labeling within 60 days of their 
commitment letter dated October 1, 2010. 
 
       {see appended electronic signature} 
                           
       Labeling Reviewer 

    
   Supervisory Comment/Concurrence: 

 
       {see appended electronic signature} 
       ______________________________ 
       Team Leader 
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ROUTING SHEET 
 APPROVAL     TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)    CGMP 

 
Division: IV Team: 1 PM: Dat Doan 
 
ANDA #:090790 
Firm Name:Apotex 
ANDA Name:Losartan Potassium Tablets USP, 25 mg, 50 mg and 100 mg  
RLD Name:NDA Number: 020386/S-049 NDA Drug Name: Cozaar® Tablets NDA Firm: Merck & Co. Inc. 
 
Electronic AP Routing Summary Located: 
V:\Chemistry Division 4\Team 41\Electronic AP Summary 
 

AP/TA Letter Located: 
V:\Chemistry Division 4\Team 41\Final Version For DARRTS Folder 

 
Project Manager Evaluation:        Date: 9/20/10   Initials: dd 

 Previously reviewed and tentatively approved --- Date 8/11/10 
 Previously reviewed and CGMP Complete Response issued -- Date        

 
Original Rec′d date 8/29/08 Date of Application 8/27/08 Date Acceptable for Filing 10/23/08 
Patent Certification (type) IV Date Patent/Excl. expires 10/3/10 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: 8/10/10  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) 9/29/10        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 2/16/10       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 2/25/10  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro)       
 
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:        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 
 Keith Webber 

 
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  



 

 

OGD APPROVAL ROUTING SUMMARY 
 
1. Regulatory Support Branch Evaluation 

Martin Shimer           Date: 9/28/2010 
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 =Cozaar NDA#20-386 

Date Checked       
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:This ANDA was previously TA'd on 8/11/2010.  At the time of the TA the firm had PIV certs to the '075, PIII 
to the '069 and '197 and a section viii to the '079.  At this point in time the only unexpired patent is the '079 to which the 
applicant has provided a section viii statement-therefore this patent is not a barrier to approval of this ANDA.  The last 
remaining regulatory barrier to the approval of this ANDA is TEVA's (76958) eligibility for 180 day exclusivity which 
will expire on 10/3/2010.  This Application is eligible for Full Approval on or after 10/3/2010.  

 
2.  Labeling Endorsement 
 

Reviewer,      :            Labeling Team Leader,      : 
 
  
  

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

 
Comments: 

  
______________________________________________  
From:  Lee, Koung U   
Sent: Wednesday, September 29, 2010 12:26 PM 
To: Barlow, James T; Doan, Dat 
Cc: Wu, Ruby (Chi-Ann); Rickman, William P 
Subject: RE: 90790/Apotex/Losartan 
Importance: High 
 
Dat, 
 
I concur. 
Koung 
_____________________________________________  
From:  Barlow, James T   
Sent: Wednesday, September 29, 2010 12:13 PM 
To: Doan, Dat; Lee, Koung U 
Subject: RE: 90790/Apotex/Losartan 
 
I checked Drugs@FDA,OB and USP.   

Date        Date 10/5/10 
Initials      Initials rlw/for 



 

 

The labeling Approval Summary signed by Koung Lee on 2/25/10 remains acceptable.  Please note that the suspension stability 
was found acceptable in 3/16/10 chemistry review. 
 
 
_____________________________________________  
From:  Doan, Dat   
Sent: Wednesday, September 29, 2010 11:39 AM 
To: Barlow, James T; Lee, Koung U 
Subject: 90790/Apotex/Losartan 
Importance: High 
 
Hi Jim, Koung: 
 
Please endorse this for me. 
 
 << File: 90790.ap.letter.DOC >>  
 
 << File: 90790.labeling.ap.summary.pdf >>  
 
Thanks, 
 
 
Dat Doan, R.Ph. 
 
3. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date  10/5/10 
OGD Regulatory Counsel           Initials rlw/for 

Pre-MMA Language included     
Post-MMA Language Included     
Comments: Apotex provided a method-of-use statement to the '079 patent.  There are no other unexpired patents 
currently listed in the "Orange Book". 

 
4. Quality Division Director /Deputy Director Evaluation      Date  10/5/10 

Chemistry Div. SELECT DIV # Initials rlw/for 
Comments:This approval package was endorsed on 10/4/10 by Robert Iser, Acting Director, Division of Chemistry 
IV. (approval routing summary). 

 
5. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date 10/5/10 
  Assoc. Dir. For Chemistry          Initials rlw/for     
  Comments: (First generic drug review) 
 N/A.  TEVA's ANDA 76-958 for this drug product was approved on 4/6/10. 
 
OGD Office Management Evaluation  
 
6. Peter Rickman           Date 10/5/10 
  Director, DLPS           Initials rlw/for 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments:  This ANDA was granted tentative approval on August 11, 2010.  Final approval was blocked at that 
time by TEVA's eligibility for 180-day generic drug exclusivity.  Refer to the administrative sign-off form 
created at that time.  TEVA's eligibility expired on 10/3/10. 
 
CMC found acceptable for final approval (Project Manager's Regulatory Assessment) 9/29/10.  Apotex has provided 
a commitment to provide for a scored 50 mg tablet as requested.  This is acceptable. 
 
Final-printed labeling (FPL) remains acceptable for approval (see above).  Apotex has provided a commitment to 
update its final-printed labeling to be consistent with the newly approved changes to the RLD labeling.  This is 



 

 

acceptable.  Memorandum to the record filed in DARRTS to addesss this issue. 
 
 

 
AND/OR 
 
7. Robert L. West           Date  10/5/10 

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 8/10/10 (Verified 10/5/10).  No "OAI" Alerts noted. 
 
           Apotex has provided a method-of-use statement to the '079 patent and has deleted reference to the use of the drug product 
           for the treatment of chronic renal failure from its labeling.  This is acceptable.  There are no additional patents or 
           exclusivity listed in the current "Orange Book" for this drug product. 
 
           With the expiration of TEVA's 180-day generic drug exclusivity, this ANDA is recommended for final approval. 
 
8. OGD Director Evaluation 

Keith Webber            
Deputy Director, OPS           

Comments: RLWest for Keith Webber, Ph.D.  10/5/10. 
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
  
 Comments:      
 
9. Project Manager 

Date 10/6/10 
Initials dd 
 
Check Communication and Routing Summary into DARRTS 
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