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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:   20 JUL 2012 
 
FROM:   David J. Claffey, PhD 
 
SUBJECT:   Approval recommendation for NDA 202-971 

 
 
 
 
At completion of the CMC review of this application (22 MAY 2012) an approval 
recommendation could not be made from a CMC perspective as recommendations from CDER 
OC and the microbiological reviewer had not yet been finalized.   
 
On 19 JUL 2012 the microbiological reviewer, Jessica Cole, PhD, made an approval 
recommendation from a microbiological review perspective after the Applicant withdrew the 
alternative drug substance manufacturing site    
 
On 20 JUL 2012 CDER OC provided an overall acceptable recommendation for the 
manufacturing sites. 
 
An approval recommendation from a CMC perspective can now be made for this application. 
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Initial Quality Assessment 
 

Office of New Drug Quality Assessment 
Division of New Drug Quality Assessment I 

 
OND Division:      Division of Psychiatry Products 
NDA:    202-971 
Applicant:       Otsuka Pharmaceutical Company, Ltd. 
NDA Filing Category:     505(b)(1) 
Letter Date:       26-SEP-11 
Stamp Date:     26-SEP-11 
PDUFA Date:      26-JUL-12 
Proposed Trade Name: Abilify® Sociell™  
Established Name:      aripiprazole  
Dosage Form:      Suspension for Injection (Extended-release) 
Strengths:   300 mg/Vial and 400 mg/Vial 
Route of Administration:      Intramuscular Depot 
Indication:     Maintenance treatment of schizophrenia 
Assessor:      Chhagan G. Tele, Ph.D. 
ONDQA Fileability:  Yes 
 
SUMMARY AND CRITICAL ISSUES: 
 
Summary 
The applicant submitted this NDA under section 505(b)(1) in an e-CTD format seeking approval 
for Aripiprazole monohydrate Extended-release Suspension for Injection (Intramuscular Depot). 
Aripiprazole is a dopamine-serotonin system stabilizer discovered by Otsuka Pharmaceutical 
Company and co-developed with Bristol-Myers Squibb. Aripiprazole is a second generation 
antipsychotic, currently available in tablet (Otsuka NDA 21-436, approved November 15, 2002 for 
the treatment of schizophrenia), oral solution (Otsuka NDA 21-713, approved December 10, 2004 
for the treatment of schizophrenia)), orally disintegrating tablet (Otsuka NDA 21-729, approved 
June 7, 2006 for the treatment of schizophrenia)), and injectable formulation (NDA 21-866, 
approved September 20, 2006 for the treatment of agitation associated with schizophrenia or 
bipolar I disorder). Clinical rationale provided by the applicant for the development of an 
aripiprazole IM depot formulation is its proven efficacy and established safety/tolerability profile of 
a once-monthly treatment. Aripiprazole monohydrate Extended-release Suspension for Injection 
(300 mg/Vial and 400 mg/Vial) was developed for the maintenance treatment of schizophrenia 
under IND 67,380 (13-MAY-2003). Two CMC specific meetings have been held with the sponsor 
prior to submission of the NDA. The first was an End of Phase 2 meeting held on 09-SEP-2009 to 
discuss the designation of sterile aripiprazole monohydrate as part of the drug product 
manufacturing process, particle size distribution,  dissolution profiles between the  

drug substance and drug product specifications, and stability protocols and 
dissolution testing methodology. The second was Pre-NDA CMC specific meeting held on 09-
MAY-2011 to discuss the proposed dissolution method, quantitation of amorphous material in the 
drug product, proposal of not including the maximum injection force, the suspension viscosity, 
particle morphology, delivery volume of drug product, and the amorphous limit test in the drug 
product release. Discussion relevant to product packaging (kit) was also held with DMEPA and 
CDRH for the device information requirements. Pre-NDA meeting with the clinical division (07-
JUN-2011) was held to discuss the development of Aripiprazole monohydrate Extended-release 
Suspension for Injection for the maintenance treatment of schizophrenia. Minutes of these 
meetings can be found in DARRTS and should be read by the reviewer. The reviewer needs to 
bridge the agreements evolved from these meetings in the application. The applicant provided 
Quality Overall Summary in the submission. 
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CHEMISTRY, MANUFACTURING, AND CONTROLS 
FILING CHECKLIST FOR A NEW NDA 

 
NDA Number: 202-971 Applicant: Otsuka Pharmaceutical 

Company, Ltd. 
Stamp Date: 26-SEP-11

Drug Name: Aripiprazole monohydrate 
Extended-release Suspension for 
Injection (IM Depot) 

NDA Type: Standard Filing Meeting:  

 
The following parameters are necessary in order to initiate a full review, i.e., complete enough to 
review but may have deficiencies. 

 Content Parameter Yes No Comment 
1 Is the section legible, organized, indexed, and 

paginated adequately? 
X   

2 Are ALL of the manufacturing and testing sites 
(including contract sites) identified with full street 
addresses (and CFNs, if applicable)? 

X   

3 Is a statement provided to indicate whether each 
manufacturing or testing site is ready for inspection or, 
if not, when it will be ready? 

X   

4 Is a statement on the Environmental Impact provided 
as required in 21 CFR 314.50(d)(1)(iii)? 

X   

5 Is information on the Drug Substance provided as 
required in 21 CFR 314.50(d)(1)(i)? 

X   

6 Is information on the Drug Product provided as 
required in 21 CFR 314.50(d)(1)(ii)? 

X   

7 If applicable, has all information requested during the 
IND phases, and at the pre-NDA meetings been 
included? 

X   

8 Have draft container labels and package insert been 
provided? 

X   

9 Have all DMF References been identified? 
 

X   

10 Is information on the investigational formulations 
included? 

X   

11 Is information on the Methods Validation included? 
 

X   

12 If applicable, is documentation on the sterilization 
process validation included? 

NA   

 
IS THE CMC SECTION OF THE APPLICATION FILEABLE? __Yes______ 
 
If the NDA is not fileable from chemistry, manufacturing, and controls perspective, state the 
reasons and provide comments to be sent to the Applicant. NA 
 
Chhagan G. Tele, Ph.D.       28-OCT-11 
CMC Lead, DNDQA I, ONDQA      Date 
 
Ramesh Sood, Ph.D.        
Branch Chief, DNDQA I, ONDQA     Date 
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