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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 217006 

Applicant Name Otsuka Pharmaceutical Company, Ltd. 

Drug Product Name 
Aripiprazole 2-Month Ready-to-Use Long-Acting 
Injectable (Aripiprazole 2M RTU LAI) 300 mg/mL 

Dosage Form.   Injection, extended release 

Proposed Strength(s)   720 mg and 960 mg (300 mg/mL) 

Route of 
Administration 

  Intramuscular 

Maximum Daily Dose 960 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication Treatment of schizophrenia 

Drug Product 
Description 

White suspension in a 5 mL pre-filled syringe  
720 mg/syringe and  960-mg/syringe) for 
intramuscular (IM) injection in the gluteal muscle 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

   20–25 oC 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Katie Duncan Gaetan Ladouceur 

Drug Product/ 
Labeling 

Venkat Pavuluri Julia Pinto 

Manufacturing Sateesh Podaralla Nathan Davis 

Biopharmaceutics Jia Yin Ta-Chen Wu 
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Microbiology Peggy Kriger Elizabeth Bearr 

Other (specify): 
 
 

N/A N/A 

RBPM Teshara Bouie 

ATL Valerie Amspacher 

Consults N/A 

 

2. Final Overall Recommendation  - Approval with QPA(s) 

3. Action Letter Information 

a. Expiration Dating: The proposed shelf-life of 24 months is acceptable 

when stored at 20°–25°C (68°–77° F). 

 

b. Additional Comments for Action 
 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

The CMC recommendation is for approval of this application based on 

reviews from drug substance, drug product, process/facilities, 

biopharmaceutics and microbiology. 

 

NDA 217006 is aripiprazole 2-month ready-to-use long-acting injectable (2M 

RTU LAI) for the treatment of schizophrenia and maintenance monotherapy 

treatment of bipolar I disorder in adults. Aripiprazole 2M RTU LAI is an 

extended-release aripiprazole formulation intended for administration every 2 

months (8 weeks) via gluteal intramuscular (IM) injection by healthcare 

professionals. FDA approved aripiprazole 1-month LAI (Abilify Maintena IM 

depot, 300 mg and 400 mg) under NDA 202971. 

 

FDA agreed that pharmacokinetic (PK) bridging to the 1 month product 

approved under NDA 202971 established effectiveness of aripiprazole 2M 

LAI (see IND 134612). 
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FDA CONTROLLED DOCUMENT NOT INTENDED FOR PUBLIC DISCLOSURE 

As a result of the limited clinical studies, there is no in-vivo/in-vitro correlation 

for the 2 month drug product. 

This makes setting appropriate particle size specifications especially critical.  

As a result, after several rounds of negotiation, the applicant tightened the 

primary and secondary particle size specifications to be in agreement with 

the particle size range noted for the single clinical batch. Since CMC has no 

in-vivo data other than the single clinical batch on which to set specifications, 

the particle size specifications are set based on the specifications approved 

for the 1 month product and the single clinical batch used for the in-vivo 

study. These tightened specifications mitigate the risk posed by the limited 

clinical studies and lack of in-vivo/in-vitro correlation for the dissolution test. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate with QPAs 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 

   Biopharmaceutics - Adequate 

   Microbiology  - Adequate 
 

 Environmental Assessment:    Review & EI Statement - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: 

QPA’s 
4438-1 
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The Minimum Quantitation Limit (MQL) for the current leachables methods are 
greater than the revised AET of mcg/mL.  Revalidate the leachables methods 
such that the MQL is below the revised AET of mcg/mL.  Repeat the leachables 
study on the first 3 batches of each strength manufactured for commercial 
marketing and use the revalidated method. Test leachables at the timepoints as 
recommended in ICH Q1A. 

 
4438-2 
Identify compounds from the extractables studies with unknown structural formula 

that are above the revised AET of  mcg/mL.  Note simulation studies will not be 
considered accurate identification. 

 
4438-3 
No forced degradation studies have been provided to prove the analytical methods 

are stability indicating.  Provide data from forced degradation studies for the 
formulation in this NDA.  Use conditions including acid, base, oxidative, heat, light. 
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CHAPTER IV: LABELING 
For more details about the items in this template, please see Chapter IV 

(Labeling) of the NDA IQA Guide 
 

1.0 PRESCRIBING INFORMATION  

 
Assessment of Product Quality Related Aspects of the Prescribing 

Information: (as submitted in eCTD SN 0007, Dated 09-NOV-2022 and 

responses received following comments sent to sponsor) 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION  
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extended-release tablets, 
instructions for mixing with 
food) 

muscle are included in section 2.5 and in 
“Instructions for Use” (IFU).  

For parenteral products: 
include statement: 
“Parenteral drug products 
must be inspected visually 
for particulate matter and 
discoloration prior to 
administration, whenever 
solution and container 
permit”  

Adequate  

If there is a USP 
monograph for the drug 
product and it contains a 
labeling requirement, 
ensure the labeling 
requirement is fulfilled. 
Note the labeling 
requirement may be 
applicable to another 
section of the PI (e.g., 
Section 11). 

N/A Only drug substance has USP monograph. 

For radioactive products, 
include radiation dosimetry 
for the patient and 
healthcare practitioner(s) 
who administer the drug 

N/A  

For hazardous products, 
include the statement 
“DRUG X is a hazardous 
drug. Follow applicable 
special handling and 
disposal procedures.x” with 
x numerical citation to 
“OSHA Hazardous Drugs”. 

N/A  
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3.0 CONTAINER AND CARTON LABELING 

3.1 Container Labels  
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