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MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
DATE:  October 4, 2013 
 
TO: File 
 
THROUGH: Ramesh K. Sood, Ph.D., Acting Division Director, ONDQA 

 
FROM:  Mohan K. Sapru, Ph.D., Senior CMC Reviewer  
      
SUBJECT:  Final CMC Approval Recommendation for NDA 205208 
(Desvenlafaxine Extended-Release Tablets) 
 
Background: The applicant, Teva Pharmaceuticals Ltd., has sought U.S. marketing 
approval for desvenlafaxine extended-release tablets under the provisions of Section 
505(b)(2) of the Federal Food and Cosmetic Act and 21 CFR §314.54. Based on the 
Chemistry, Manufacturing and Controls (CMC) review for this NDA (refer to Quality 
Review by Dr. Mohan Sapru, dated 9/30/2013), there were no pending CMC deficiencies.  
However, from the CMC perspective, the NDA 205208 could not be recommended for 
approval because the Office of Compliance had not issued an overall ‘acceptable’ 
recommendation for the relevant manufacturing and testing facilities. 
 
Update: Based on the updated Establishment Evaluation Request Summary, dated 
October 3, 2013, the Office of Compliance has revised the assessment of the facilities, 
and has made an overall “acceptable” recommendation for all the listed manufacturing 
and testing facilities (refer to Establishment Evaluation Summary at the end of this 
memo).  
 
Conclusion: In view of the overall “acceptable” recommendation by the Office of 
Compliance for all the listed manufacturing and testing facilities, from the CMC 
perspective, the new drug application (NDA 205208) for desvenlafaxine extended-release 
tablets (50 mg and 100 mg) is recommended for approval.  
 

 
 Note:  Establishment Evaluation Summary is on the next page.    

Reference ID: 3384330





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

MOHAN K SAPRU
10/04/2013

RAMESH K SOOD
10/04/2013

Reference ID: 3384330























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

MOHAN K SAPRU
09/30/2013

RAMESH K SOOD
09/30/2013

Reference ID: 3381087







PRODUCT QUALITY - BIOPHARMACEUTICS  
FILING REVIEW  

File name: NDA 205208 Product Quality - Biopharmaceutics Filing Review.doc Page 3 
 

 

Reference ID: 3262151





PRODUCT QUALITY - BIOPHARMACEUTICS  
FILING REVIEW  

File name: NDA 205208 Product Quality - Biopharmaceutics Filing Review.doc Page 5 
 

1) Dissolution profile of the Teva’s product for eq. 50 and 100 mg to Pristiq® (50 and 100 mg) 
in the proposed method.  

2) Dissolution profile of the Teva’s product for eq. 50 and 100 mg to Pristiq® (50 and 100 mg) 
in  Acetate Buffer (pH 4.5),   

3) Dissolution profile of the Teva’s product for eq. 50 and 100 mg to Pristiq® (50 and 100 mg) 
in the proposed method with 0%, 5%, 10%, 20 % and 40% alcohol.  

4) Dissolution profile of the Teva’s product for eq. 50 and 100 mg to Pristiq® (50 and 100 mg) 
in 0.1 N HCl with 0%, 5%, 10%, 20 % and 40% alcohol.  
 

 
The Biopharmaceutics review will be focused on 1) the evaluation and acceptability of the proposed 
dissolution method and acceptance criteria, and 2) the evaluation of the dissolution data included in 
the in vitro alcohol induced dose dumping study. 
 
 
RECOMMENDATION:  
From the ONDQA-Biopharmaceutics perspective, NDA 205208 for Desvenlafaxine Fumarate 
Tablets is fileable. The following comments should be conveyed to the Applicant in the 74-Day 
Letter. 
 
Provide a copy of the dissolution method development report supporting the selection of the 
proposed dissolution test.   The dissolution report should include the following information:  
 
Detailed description of the dissolution test being proposed for the evaluation of your product and the 
developmental parameters (i.e., selection of the equipment/apparatus, in vitro dissolution/release 
media, agitation/rotation speed, pH, assay, sink conditions, etc.) used to select the proposed 
dissolution method as the optimal test for your product.  The testing conditions used for each test 
should be clearly specified.  The dissolution profile should be complete and cover at least 85% of 
drug release of the label amount or whenever a plateau (i.e., no increase over 3 consecutive time-
points) is reached.  We recommend use of at least twelve samples per testing variable. 
 
 
 
 
 
 
 
{See appended electronic signature page}  
Banu S. Zolnik, PhD  02/15/13 
Biopharmaceutics Reviewer        Date 
Office of New Drug Quality Assessment 
 
{See appended electronic signature page}  
Sandra Suarez Sharp, Ph.D.  02/15/13 
Biopharmaceutics Team Leader (Acting)    Date 
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Office of New Drug Quality Assessment 
Division of New Drug Quality Assessment I (Branch I) 

 

Initial Quality Assessment 
NDA: 205208 

 
OND Division:      Division of Psychiatry Products 
Applicant:       Teva Pharmaceuticals USA 
NDA Filing Category:     505(b)(2) 
Letter Date:       12-DEC-12 
Stamp Date:     13-DEC-12 
PDUFA Date:      12-OCT-13 
Proposed Trade Name: Tradename has not been proposed 
Established Name:      Desvenlafaxine Fumarate Extended-Release Tablets 
Dosage Form:      Tablet (Extended-Release) 
Strengths:   Equivalent to 50 mg and 100 mg Desvenlafaxine  
Route of Administration:      Oral 
Indication:     Treatment of major depressive disorder [MDD] 
Assessor:      Chhagan G. Tele, Ph.D. 
ONDQA Fileability:  Yes 
Background 
Desvenlafaxine fumarate extended-release tablets for oral administration contain desvenlafaxine 
fumarate, a selective inhibitor of the human serotonin and norepinephrine reuptake inhibitor 
(SNRI) for the treatment of MDD. Desvenlafaxine (O-desmethylvenlafaxine) is the major active 
metabolite of the antidepressant venlafaxine, a medication used to treat major depressive, 
generalized anxiety, social anxiety, and panic disorders. The applicant pursued this 505(b)(2) 
application on the findings of safety and effectiveness of Pristiq® Extended-Release Tablets 
(desvenlafaxine succinate salt Eq. to 50 mg & 100 mg base) manufactured by Wyeth 
Pharmaceuticals Inc. (NDA 21992, approved 29-FEB-08) for the treatment of MDD. The route of 
administration, dosage form, and strengths of Desvenlafaxine Fumarate ER Tablets 50 mg and 
100 mg of Teva Pharmaceuticals are same as that of the Reference Listed Drug, Pristiq® 
(desvenlafaxine succinate) ER Tablets 50 mg and 100 mg. The application contains a full report 
of three (3) in vivo bioequivalence studies. These studies compared Desvenlafaxine Fumarate 
Extended-Release Tablets, Eq. to 100 mg base to the reference listed drug, Pristiq® Extended-
Release Tablets, Eq. to 100 mg base under both fasting and post-prandial conditions. In addition, 
Desvenlafaxine Fumarate Extended-Release Tablets, Eq. to 50 mg base was compared to 
Pristiq® Extended-Release Tablets, Eq. to 50 mg base under fasting conditions. This study 
included a post-prandial arm to compare Desvenlafaxine Fumarate Extended-Release Tablets, 
Eq. to 50 mg base to the fasted study in order to determine the food effect for their product. 
Electronic submission is provided for the CMC information for the review. The applicant provided 
Quality Overall Summary in the submission. The applicant had Pre-IND meetings (IND 113629, 
Type B, ) with the clinical division to discuss CMC, 
biopharmaceutics, and clinical biopharmacetics issues. Minutes of these meetings can be found 
in DARRTS and should be read by the respective reviewers. No CMC specific meetings have 
been held with the sponsor; however the reviewers need to bridge any changes and agreements 
evolved from this meeting, amendments, and annual reports submitted during the drug 
development. Since Teva submitted a 505(b)(2) application for a new active ingredient of a 
currently approved drug, Pristiq®, this change in the active ingredient may be subject to the 
pediatric studies requirement. Accordingly, the applicant requested a full waiver of that 
requirement for the proposed product under the Federal Food, Drug, and Cosmetic Act, Section 
505B. The labeling proposed for the Teva Pharmaceuticals USA drug product is the same as the 
labeling for the listed drug except for changes required because (1) the drugs are produced and 
distributed by different manufacturers, (2) differences in package configurations, (3) differences in 
the salt form of the active ingredient, including differences in the molecular weight and 
equivalency statements, (4) inactive ingredients are not identical, and (5) differences in the tablet 
descriptions. 
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Comments and Recommendation: 
The NDA is fileable from a CMC perspective. The NDA does not appear to incorporate elements 
of QbD.  The drug substance is manufactured 
under DMF #26379. DMF should be reviewed to support this NDA. Assignment of the NDA to a 
single reviewer is recommended. The dissolution part of the submission should be consulted to 
the ONDQA biopharm group. Biopharmceutics reviewer has been assigned yet. 
 
A claim for categorical exclusion under 21 CFR §25.31(b) is provided in Module 1. In accordance 
with 21 CFR §25.31, Teva Pharmaceuticals USA requested a categorical exclusion [25.31(a)] 
from the requirement for an Environmental Assessment or Environmental Impact Statement 
based upon two facts indicating that the approval of the drug product will not increase the use of 
the active moiety and not toxic to organisms in the environment. In addition, Teva 
Pharmaceuticals USA certified that it will maintain compliance with all appropriate Federal, State, 
and Local environmental laws and regulations in the manufacture and distribution of 
Desvenlafaxine Fumarate Extended-Release Tablets, Eq. to 50 mg & 100 mg base. 
 
The list of manufacturing, testing, and packaging sites for drug substance and drug product is 
provided to enter into EES. The ONDQA PM need to submit all testing, packaging, and 
manufacturing sites into EES. The reviewer will need to confirm that these sites are correct and 
that there are no additional sites that need to be entered.  
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7.  

Are drug substance 
manufacturing sites 
identified on FDA Form 
356h or associated 
continuation sheet?  For 
each site, does the 
application list: 
 Name of facility, 
 Full address of facility 

including street, city, 
state, country  

 FEI number for facility (if 
previously registered 
with FDA) 

 Full name and title, 
telephone, fax number 
and email for on-site 
contact person.  

 Is the manufacturing 
responsibility and 
function identified for 
each facility?, and 

 DMF number (if 
applicable) 

X   

8.  

Are drug product 
manufacturing sites are 
identified on FDA Form 
356h or associated 
continuation sheet.  For 
each site, does the 
application list: 
 Name of facility, 
 Full address of facility 

including street, city, 
state, country  

 FEI number for facility (if 
previously registered 
with FDA) 

 Full name and title, 
telephone, fax number 
and email for on-site 
contact person. 

 Is the manufacturing 
responsibility and 
function identified for 
each facility?, and 

 DMF number (if 
applicable) 

X   
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