
 
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

202971Orig1s000 
 
 

MICROBIOLOGY REVIEW(S) 



 

 

Product Quality Microbiology Review 
 

15 FEB 2013 
 

 
NDA:    202-971 
 
Drug Product Name 

Proprietary:   Abilify Maintena 
Non-proprietary:  Aripiprazole 

 
Review Number:   2 
 
 
Dates of Submission(s) Covered by this Review 

Submit Received Review Request Assigned to Reviewer 
31 AUG 2012 31 AUG 2012 31 AUG 2012 06 SEP 2012 
23 OCT 2012 23 OCT 2012 N/A N/A 

 
 
Submission History (for amendments only) 

Submit Date(s) Microbiology Review # Review Date(s) 
Multiple 1 19 JUL 2012 

 
Applicant/Sponsor 

Name:    Otsuka Pharmaceutical Company, Ltd. 
Address:   2-9 Kanda Tsukasa-cho 
    Chiyado-ku Tokyo, 101-8535 Japan 
Representative:  David Goldberger 
Telephone:   609-524-6797 

 
Name of Reviewer:  Jessica G. Cole, PhD 
 
Conclusion:   Recommended for Approval 
 

Reference ID: 3263091



NDA 202-971  Microbiology Review #2 
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Product Quality Microbiology Data Sheet 

 
A. 1. TYPE OF SUBMISSION: Class 2 Resubmission  

 
2. SUBMISSION PROVIDES FOR: Resubmission of an original 505(b)1 

NDA.   
 

3. MANUFACTURING SITE:   
 Drug Substance 

Otsuka Pharmaceutical Co., Ltd. 
Second Tokushima Factory 
224-18, Hiraishi Ebisuno, Kawauchi-cho 
Tokushima-shi, Tokushima 771-0182, Japan 
 
Drug Product 
Otsuka Pharmaceutical Co. Ltd 

 Tokushima Wajiki Factory 
 306-2 Aza Otsubo, Koniu, Naka-cho 
 Naka-gun, Tokushima 771-5209, Japan 
 
4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND 

STRENGTH/POTENCY:  
• Lyophilized powder for injection supplied with or without a  

vial of sterile water for injection and associated syringe 
components 

• Intramuscular depot of a suspension for extended release 
• 400 mg and 300 mg/vial 

 
5. METHOD(S) OF STERILIZATION:  

processing of sterile drug substance and sterile excipients 
 
6. PHARMACOLOGICAL CATEGORY: Maintenance treatment of 

schizophrenia 
 

B. SUPPORTING/RELATED DOCUMENTS:  Microbiology Review #1 dated 19 
July 2012.  Microbiology review of DMF  dated 15 February 2013.   
 

C. REMARKS: This submission was in the eCTD format.  There were no 
outstanding deficiencies from Review #1 but the resubmission proposes an 
alternate supplier of the sterile water for injection.  The microbiology review of 
DMF  found the DMF adequate to support approval of this NDA.   

 
 
filename: N202971R2.doc 

Reference ID: 3263091
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

JESSICA COLE
02/19/2013

JOHN W METCALFE
02/19/2013
I concur.

Reference ID: 3263091



Product Quality Microbiology Review 
 

18 JUL 2012 
 

 
NDA:    202-971 
 
Drug Product Name 

Proprietary:   Abilify Maintena 
Non-proprietary:  Aripiprazole 

 
Review Number:   1 
 
 
Dates of Submission(s) Covered by this Review 

Submit Received Review Request Assigned to Reviewer 
26 SEP 2011 26 SEP 2011 24 OCT 2011 24 OCT 2011 
09 NOV 2011 09 NOV 2011 N/A N/A 
21 DEC 2011 21 DEC 2011 N/A N/A 
22 MAR 2012 22 MAR 2012 N/A N/A 
28 MAR 2012 29 MAR 2012 N/A N/A 
25 MAY 2012 25 MAY 2012 N/A N/A 
13 JUN 2012 13 JUN 2012 N/A N/A 
29 JUN 2012 29 JUN 2012 N/A N/A 
18 JUL 2012  18 JUL 2012  N/A N/A 

 
 
Applicant/Sponsor 

Name:    Otsuka Pharmaceutical Company, Ltd. 
Address:   2-9 Kanda Tsukasa-cho 
    Chiyado-ku Tokyo, 101-8535 Japan 
Representative:  David Goldberger 
Telephone:   609-524-6797 

 
Name of Reviewer:  Jessica G. Cole, PhD 
 
Conclusion:   This NDA is recommended for approval.   
 

Reference ID: 3160779



NDA 202-971  Microbiology Review #1 
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Product Quality Microbiology Data Sheet 
 
A. 1. TYPE OF SUBMISSION: 505(b)1 NDA 

 
2. SUBMISSION PROVIDES FOR: New drug product 

 
3. MANUFACTURING SITES:   
 Drug Substance 

Otsuka Pharmaceutical Co., Ltd. 
Second Tokushima Factory 
224-18, Hiraishi Ebisuno, Kawauchi-cho 
Tokushima-shi, Tokushima 771-0182, Japan 
 

Reviewer’s Comment:  This site was pulled from the NDA and is no 
longer an alternate sterilization site for the drug substance. 

 
Drug Product 
Otsuka Pharmaceutical Co. Ltd 

 Tokushima Wajiki Factory 
 306-2 Aza Otsubo, Koniu, Naka-cho 
 Naka-gun, Tokushima 771-5209, Japan 
 
4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND 

STRENGTH/POTENCY:  
• Lyophilized powder for injection supplied with or without a  

vial of sterile water for injection and associated syringe 
components 

• Intramuscular depot of a suspension for extended release 
• 400 mg and 300 mg/vial 

 
5. METHOD(S) OF STERILIZATION:  

processing of sterile drug substance and sterile excipients 
 
6. PHARMACOLOGICAL CATEGORY: Maintenance treatment of 

schizophrenia 
 

B. SUPPORTING/RELATED DOCUMENTS: DMF  is referenced for the 
 drug substance manufacturing process and was found 

inadequate in the Microbiology Review dated .  The NDA holder 
withdrew the  site in an amendment dated 18 July 2012.  DMF  
contains information on the sterile vial  and was found adequate 
in the Microbiology Review dated 15 June 2012.    

 

Reference ID: 3160779
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

JESSICA COLE
07/18/2012

BRYAN S RILEY
07/19/2012
I concur.

Reference ID: 3160779



 

PRODUCT QUALITY MICROBIOLOGY FILING CHECKLIST 

NDA Number:  202-971 Applicant: Otsuka 
Pharmaceutical Company, Ltd. 

Letter Date: 26 September 2011 

Drug Name: Aripiprazole 
(extended release) 

NDA Type: 505(b)1 Stamp Date: 26 September 2011 

 
The following are necessary to initiate a review of the NDA application: 

 Content Parameter Yes No Comments 
1 Is the product quality microbiology information described 

in the NDA and organized in a manner to allow substantive 
review to begin? Is it legible, indexed, and/or paginated 
adequately?  

 
X 

  

2 Has the applicant submitted an overall description of the 
manufacturing processes and microbiological controls used 
in the manufacture of the drug product? 

X  A type II DMF is 
referenced for the 
sterile drug substance 
manufacturing 
process. Need the 
DMF number. 

3 Has the applicant submitted protocols and results of 
validation studies concerning microbiological control 
processes used in the manufacture of the drug product? 

 
 

X Summaries of the 
results were submitted 
but no protocols or 
detailed information 
were provided.  See 
Table 3.2.P.3.5.2.10-
1.   

4 Are any study reports or published articles in a foreign 
language?  If yes, has the translated version been included 
in the submission for review? 

  
X 

 

5 Has the applicant submitted preservative effectiveness 
studies (if applicable) and container-closure integrity 
studies? 

X   

6 Has the applicant submitted microbiological specifications 
for the drug product and a description of the test methods? 

X   

7 Has the applicant submitted the results of analytical method 
verification studies? 

X   

8 Has the applicant submitted all special/critical studies/data 
requested during pre-submission meetings and/or 
discussions? 

X   

9 Is this NDA fileable?  If not, then describe why. X   

 
Additional Comments: This is an extended release formulation for intramuscular depot and uses 
the same active ingredient as the originally approved oral formulation for treatment of 
schizophrenia under NDA 21-713.  This NDA submission was previously covered under IND 

Reference ID: 3046592
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