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Office of New Drug Quality Assessment 
Division of New Drug Quality Assessment I (Branch I) 

 

Initial Quality Assessment 
NDA: 205583 

 
OND Division:       Division of Psychiatry Products 
Applicant:       Sun Pharma Global FZE, United Arab Emirates 
NDA Filing Category:      505(b)(2) 
Letter Date:       28-MAR-13 
Stamp Date:     28-MAR-13 
PDUFA Date:       28-JAN-14 
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. 
CMC Reviewer:   Shastri Bhamidipati, Ph.D. 
ONDQA Biopharm Reviewer: Elsbeth Chikhale, Ph.D. 
Clinical PM:    Sandy Chang 
ONDQA PM:   Teshara Bouie 
ONDQA Fileability:  Yes 
 
Background 
Desvenlafaxine (O-desmethylvenlafaxine), a serotonin and norepinephrine reuptake inhibitor (SNRI), is the 
major active metabolite of the antidepressant, venlafaxine. Desvenlafaxine succinate monohydrate was 
originally approved by FDA in February 2008 as Pristiq® (NDA 021992) for the treatment of major 
depressive disorder (MDD). Pristiq® is available in 50 mg and 100 mg strength tablets. The recommended 
dose is 50 mg once daily, with or without food, although higher doses are also used (up to 400 mg/day in 
clinical trials). The route of administration, dosage form, and strengths of Desvenlafaxine Fumarate ER 
Tablets 50 mg and 100 mg of Sun Pharma are same as that of the Reference Listed Drug (RLD), Pristiq® 
(desvenlafaxine succinate) ER Tablets 50 mg and 100 mg. Sun has developed Desvenlafaxine Extended 
Release Tablets in strengths equivalent to 50 mg and 100 mg of desvenlafaxine (as the free base). As this 
represents a new salt of the active moiety, this New Drug Application (NDA) is submitted under Section 
505(b)(2) of the Food, Drug and Cosmetic Act, identifying Pristiq® as the reference product. Both the 50-mg 
and 100-mg tablets are similar in size and shape, but differ in color for identification purposes. 
Desvenlafaxine Extended Release Tablets are intended for the treatment of adults with MDD, the same 
indication as Pristiq® with the same dosage and administration instructions as the RLD. 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 meeting (IND 113361, Type B, 12-SEP-2011) with 
the clinical division to discuss biopharmaceutics, pharmtox, 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. The labeling proposed for the Sun Pharma Global FZE, United Arab Emirates 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. No toxicological testing 
has been performed related to impurities and excipients. Sun's proposed drug product Desvenlafaxine 
Extended-Release Tablets, 100 mg has undergone, a randomized, open label, three treatments, three 
periods, six sequence, single dose, crossover, bioequivalence study in healthy human adult subjects under 
fasting conditions, to demonstrate its bioequivalence to the listed drug, Pristiq® (desvenlafaxine) Extended-
Release Tablets, 100 mg strength of Wyeth Pharmaceuticals Inc. and to evaluate effect of food on 
pharmacokinetic parameters of Sun's proposed drug product when administered under fasting and fed 
condition. Sun's proposed drug product Desvenlafaxine Extended-Release Tablets, 50 mg has undergone, a 
randomized, open label, two treatment, two periods, two sequence, single dose, crossover, bioequivalence 
study in healthy human adult subjects under fasting conditions to demonstrate its bioequivalence to the 
listed drug, Pristiq® (desvenlafaxine) Extended-Release Tablets, 50 mg strength of Wyeth Pharmaceuticals. 
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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, Sun Pharma Global FZE 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, it is noted that 
Desvenlafaxine Extended-Release Tablets, 50 mg and 100 mg will be administered at the same 
dosage level, for the same indications as the "Iisted" drug, Pristiq® (desvenlafaxine) Extended-
Release Tablets, 50 mg and 100 mg. In addition, Sun Pharma indicated that they are unaware of 
any other data that would establish that its Dcsvcnlafaxine Extended-Release Tablets, 50 mg and 
100 mg might be toxic to organisms in the environment at expected levels of exposure. Sun 
Pharma Global FZE also ceertifies that, it is in compliance with all federal. state and local 
environmental protection requirements. On the basis of the foregoing, Sun Pharma Global FZE 
submits that an Environmental Assessment statement is not required with this application and 
therefore requests that it be categorically excluded from the requirement to submit an 
Environmental Assessment statement. 
 
The list of manufacturing, testing, and packaging sites for drug substance and drug product is 
provided to enter into EES. The ONDQA PM submitted 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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