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

 

Initial Quality Assessment 
NDA: 204-150 

 
OND Division:      Division of Psychiatry Products 
Applicant:       Alembic Pharmaceuticals Limited 
NDA Filing Category:     505(b)(2) 
Letter Date:       29-FEB-12 
Stamp Date:     29-FEB-12 
PDUFA Date:      29-DEC-12 
Proposed Trade Name: Tradename has not been proposed 
Established Name:      Desvenlafaxine (base) Extended-Release Tablets 
Dosage Form:      Tablet (Extended-Release) 
Strengths:   50 mg and 100 mg 
Route of Administration:      Oral 
Indication:     Treatment of major depressive disorder [MDD] 
Assessor:      Chhagan G. Tele, Ph.D. 
ONDQA Fileability:  Yes 
 

Background 
Desvenlafaxine (base) is a selective inhibitor of the human serotonin (5-HT) and norepinephrine 
(NE) monoamine transporters and is commonly referred to as a serotonin-norepinephrine 
reuptake inhibitor (SNRI) for oral administration. Desvenlafaxine (base) Extended-Release tablet 
(50 mg and 100 mg strengths) was developed for the treatment of major depressive disorder in 
adults under IND 113,100 (allowed 13-DEC-11 for MDD). Applicant has developed an extended-
release tablet formulation that contains desvenlafaxine (Base) as the active ingredient as 
opposed to desvenlafaxine succinate salt (Pristiq®, Wyeth's US NDA 21-992) which is a currently 
approved (approved 29-FEB-08) product in the United States for the treatment of MDD. The route 
of administration, dosage form, and strengths of Desvenlafaxine (Base) ER Tablets 50 mg and 
100 mg of Alembic Pharmaceuticals Limited are same as that of the Reference Listed Drug, 
PRISTIQ® (desvenlafaxine) ER Tablets 50 mg and 100 mg.  Applicant relies on the existing data 
approved for the listed US NDA 21-992, Pristiq® Tablets of Wyeth to pursue this 505(b)(2) 
application. The Agency's previous findings of safety and effectiveness for the innovator 
Desvenlafaxine Succinate product (Pristiq®) should be bridged by the bioequivalence to the 
applicant’s Desvenlafaxine 50 mg and 100 mg Tablets strengths. According to the information 
published in Approved Drug Products with Therapeutic Equivalence Evaluations (Orange Book) 
for the Reference Listed Drug PRISTIQ® (desvenlafaxine) ER Tablets, there are unexpired 
patents and exclusivity remaining under 505 (j)(4)(D) of the Food, Drug and Cosmetic Act. 
Electronic submission is provided for the CMC information for the review. The applicant provided 
Quality Overall Summary in the submission. The applicant had a Pre-IND meeting (Type B, 05-
OCT-2011) with the clinical division to discuss the following:  

 A proposal to submit marketing applications pursuant to section 505(b)(2) of the Federal 
Food, Drug, and Cosmetic Act to obtain approval of Desvenlafaxine Extended Release 
Tablets, 50 and 100 mg for the same indications as those approved for Pristiq®; 

 Acceptability of reliance on the FDA's previous findings of safety of Pristiq® to fulfill 
requirements for toxicological and clinical safety data; 

 Acceptability of establishing therapeutic equivalence of the proposed drug product by 
performing bioequivalence studies to demonstrate that the proposed formulation of the 
drug product achieve Cmax and AUC values within 80% to 125% of those of the 
reference listed drug product, Pristiq® 

Minutes of this meeting can be found in DARRTS and should be read by the reviewers (CMC and 
Biopharmaceutics). 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. 
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reviewer could request updated stability data by mid cycle before the PDUFA date to 
confirm the expiry date. 

 NDA submission contains no nanoscale materials. However, the reviewer should indicate 
that no nanoscale materials are present (see MAPP 5015.9 entitled, “Reporting Format 
for Nanotechnology—Related Information in CMC Review.”) 

 The reviewer need to confirm consistency in chemical structure, chemical name, 
molecular formula, and molecular weight of the drug substance with the current USP 
dictionary and USAN in the Description section of the labeling. Additionally reviewer need 
to confirm that all the excipients used in the drug product formulation are included. 

 
Comments and Recommendation: 
The NDA is fileable from a CMC perspective. The NDA does not appear to incorporate elements 
of QbD. NDA submission contains no nanoscale materials. The drug substance is manufactured 
under DMF #25527. 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. Dr. John Duan has been assigned as the biopharm reviewer. 
 
A claim for categorical exclusion under 21 CFR §25.31(b) is provided in Module 1. In accordance 
with 21 CFR §25.31,  claims a categorical exclusion [25.31(a)] from 
the requirement for an Environmental Assessment or Environmental Impact Statement as 
approval of the drug product will not increase the use of the active moiety. In addition, the 
applicant states that to the best of their knowledge, no extraordinary circumstances exist that 
would preclude this claim for categorical exclusion. 
 
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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