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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

METHODS VALIDATION REPORT SUMMARY

TO: Sherita McLamore-Hines, CMC Reviewer 
Office of New Drug Quality Assessment (ONDQA)
E-mail Address: Sherita.McLamore-Hines@fda.hhs.gov
Phone: (301)-796-1710
Fax: (301)-796-9747

FROM: FDA
Division of Pharmaceutical Analysis
Michael Trehy, MVP Coordinator
Suite 1002
1114 Market Street
St. Louis, MO 63101
Phone: (314) 539-3815

Through: John Kauffman, Acting Deputy Director 
                 Phone: (314) 539-2168

SUBJECT: Methods Validation Report Summary

Application Number: 204370      

Name of Product: Cariprazine Capsules, 1.5 mg, 3 mg, 4.5 mg, 6 mg, 

Applicant: Forest Laboratories Inc.

Applicant’s Contact Person: Melina Cioffi

Address: Harborside Finanacial Center, Jersey City, NJ 07311

Telephone: Fax: (631) 858-7921

Date Methods Validation Consult Request Form Received by DPA: 11/27/12

Date Methods Validation Package Received by DPA: 11/27/12

Date Samples Received by DPA:  12/14/12

Date Analytical Completed by DPA:  8/9/13

Laboratory Classification: 1. Methods are acceptable for control and regulatory purposes.  
2. Methods are acceptable with modifications (as stated in accompanying report).  
3. Methods are unacceptable for regulatory purposes.  

Comments:  Analyst’s comments and suggested changes are in attached report.  The analyst suggests that the system suitability 
requirements for methods PRD-TM-ANL-00173 and PRD-TM-ANL-00174 could be tightened as shown in attached memo based on 
results at DPA.

Analyst’s work sheets and chromatograms are available at 

http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f8804c7218

Reference ID: 3390833
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Center for Drug Evaluation and Research
                                                                                     Division of Pharmaceutical Analysis

St. Louis, MO 63101
Tel. (314) 539-3897

Date: October 15, 2013

To: Sherita McLamore-Hines, CMC Reviewer

Through: John Kauffman, Deputy Director, Division of Pharmaceutical Analysis

From: Wei Ye, Chemist 

Subject: Method Validation for NDA 204370
Cariprazine Capsules, 1.5 mg, 3 mg, 4.5 mg, 6 mg,  
Forest Laboratories Inc.

The following methods were evaluated and are acceptable for quality control and regulatory purposes:

1. Identification, Assay and Content Uniformity by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00132)

2. Assay Determination of Cariprazine HCl by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00352)

3. Determination of Cariprazine HCl Impurities by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00353)

The following methods were evaluated and are acceptable for quality control and regulatory purposes with the 
following suggested modifications:

4. Determination of  by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00173)

 On page 6 of 15, under Working Standard Solution (Wstd) in Section H: System Suitability, the 
%RSD of the Peak Area Responses for the first six standard injections (Wstd) should be ≤ % 
(n=6) instead of ≤ % (n=6).

 On page 6 of 15, under Working Weight Check Solution (Wsq) in Section H: System Suitability, 
the limit for each weight check standard injection should be % instead of %.

 On page 9 of 15, Section J: Sample Analysis, the limit for each bracketing working standard injection 
should be % instead of %.

5. Determination of  and Degradation Products by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00174)

 On page 5 of 15, under Working Standard Solution (Wstd) in Section G: System Suitability, the 
%RSD of the Peak Area responses for the first six standard injections (Wstd) should be ≤ % 
(n=6) instead of ≤ % (n=6).

 On page 5 of 15, u der Working Weight Check Solution (Wsq) in Section G: System Suitability, 
the limit for each weight check standard injection should be % instead of %.

 On page 8 of 15, Section I: Sample Analysis, the limit for each bracketing working standard injection 
should be % instead of %.

Analyst’s work sheets and chromatograms are available at 

http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f8804c7218

DEPARTMENT OF HEALTH & HUMAN SERVICES
Food and Drug Administration
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Summary of Results NDA 204370

 Assay Determination of Cariprazine HCl by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00352)

Results:
Sample %Assay Avg. (2)

1
2

Limit:
% (

 Determination of Cariprazine HCl Impurities by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00353)

Results:

RT (min) RRT Impurity(%) Name RT (min) RRT Impurity(%)

Total: Total:

Sample1 Sample2

Limit:
≤ %
≤ %
≤ %
≤ %
≤ %

Unspecified (each) ≤ %
Total (specified and unspecified) ≤ %

 Determination of  by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00173)

 Determination of  and Degradation Products by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00174)

Results:
1.5 mg Capsule

RT (min) RRT Impurity (%) Name

Total:

Limit:
≤ % (PRD-TM-ANL-00173)
≤ % (PRD-TM-ANL-00173)

Unspecified (each) ≤ % (PRD-TM-ANL-00173)
≤ % (PRD-TM-ANL-00174)

Unspecified (each) ≤ % (PRD-TM-ANL-00174)
Total (specified and unspecified) ≤ % (both PRD-TM-ANL-00173 and PRD-TM-ANL-00174)
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Summary of Results (Cont’d) NDA 204370

Identification, Assay and Content Uniformity by HPLC

(Forest Laboratories Inc., Analytical Procedure PRD-TM-ANL-00132)

Results:
Assay

Dosage Sample mg/capsule %LC Avg. (2)

Limit:
90.0% - 110.0% of  label claim

Content Uniformity
Dosage Sample mg/capsule %LC Avg. (3) SD AV

Limit:
AV < 

Reference ID: 3390833
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Overall Conclusion: The application is recommended for “Approval” from CMC 
perspective.  

 
 
Ramesh K. Sood, Ph.D. 
Acting Director, DPA I/ONDQA 
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