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

Initial Quality Assessment 
NDA 204168 

OND Division:      Division of Psychiatry Products 
NDA:    204168 
Applicant:       Forest Laboratories Inc. 
NDA Filing Category:     505(b)(1) 
Letter Date:       25-SEP-12 
Stamp Date:     25-SEP-12 
PDUFA Date:      25-JUL-13 
Proposed Trade Name: not provided 
Established Name:      levomilnacipran (base) and levomilnacipran hydrochloride (salt) 
Dosage Form:      sustained-release capsule 
Strengths:   20 mg, 40 mg, 80 mg, and 120 mg 
Route of Administration:      Oral 
Indication: Treatment of Major Depressive Disorder (MDD) 
Assessor:      Chhagan G. Tele, Ph.D. 
ONDQA Fileability:  Yes

Background
The applicant submitted this NDA under section 505(b)(1) in an e-CTD format seeking approval 
for levomilnacipran hydrochloride (F2695) sustained release capsules 20 mg, 40 mg, 80 mg, and 
120 mg once daily for the treatment of MDD. Levomilnacipran HCl will be initiated at 20 mg once 
daily as a starting titration dose. Levomilnacipran HCl inhibits both norepinephrine (NE) and 5-
hdroxtryptamine (serotonin [5-HT]) reuptake in vitro and in vivo and is approximately 2-fold more 
potent at inhibiting NE reuptake than 5-HT reuptake transporters. Levomilnacipran is the more 
active of the 2 enantiomers present in the racemate of milnacipran which was approved by the 
FDA on 14-JAN-2009 for the management of fibromyalgia under the trade name Savella® (NDA 
022256, film coated tablets, Cypress Bioscience Inc., Approved, 14-JAN-2009). The chemistry, 
manufacturing, and controls information of drug substance is the subject of the current IND 
104483 (allowed 08-MAR-2009) for the clinical evaluation for the treatment of MDD. The clinical 
development program for levomilnacipran HCl consisted of 5 short-term placebo-controlled 
studies and 2 long-term studies (1 open-label and 1 randomized-withdrawal). Several meetings 
(End of Phase 2, Pre-NDA CMC specific, Pre-NDA clinical, and Type C ) have 
been held with the sponsor prior to submission of the NDA to discuss the drug development 
program. Minutes of these meetings can be found in DARRTS and should be read by the 
reviewer. The reviewer needs to bridge any changes and agreements evolved from the meetings, 
amendments, and annual reports submitted during the drug development. The applicant provided 
Quality Overall Summary in the submission. 
 
Structure of levomilnacipran hydrochloride  
 

 

 
 
 
Chemical Name (USAN 2011): (1S,2R)-2-(Aminomethyl)-N,N-diethyl-1-phenylcyclopropane 
carboxamide monohydrochloride 
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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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