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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
  PUBLIC HEALTH SERVICE 
  FOOD AND DRUG ADMINISTRATION 
  CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
DATE: August 15, 2014 
 
FROM: Raymond P. Frankewich, Ph.D., Review Chemist, Branch IV, DNDQA II/ONDQA 
 
THROUGH: Moo-Jhong Rhee, Ph.D., Branch Chief, Branch IV, DNDQA II/ONDQA 
 
TO: NDA 205718 
 
SUBJECT: Final Recommendation 
 
The previous CMC Review #1, dated 5-29-2014, made a recommendation of not approval of this 
NDA because of the following unresolved issues: 
 

1. Final recommendation from the Office of Compliance has not been received. 
2.   Label/labeling issues were not satisfactorily resolved from the CMC perspective. 

 
The Office of compliance has issued an overall “Acceptable” recommendation on July 23, 2014 
(Attachment 1).  
 
Labels/labeling were revised according to our recommendations in CMC Review #1 (Attachment 
2).  Updated container labels were submitted on April 25, 2014 and July 16, 2014.  Updated 
package insert was submitted on August 8, 2014. 
 
In CMC Review #1 under II.C (Basis for Approvability or Not-Approval Recommendation), it is 
noted “(see the List of Deficiencies, p. 171)”.  This is a typographical error.  The List of 
Deficiencies in CMC Review #1 begins on pg. 168.  
  
Recommendation: 
 
From the ONDQA  perspective, this NDA is now recommended for APPROVAL with expiration 
dating period of 24 months. 
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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: Raymond P. Frankewich, CMC Reviewer 
   

Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: raymond.frankewich@fda.hhs.gov  
Phone:  (301)-796-1354 
Fax: (301)-796-9749 
 

FROM: FDA 
 Division of Pharmaceutical Analysis 

Michael Trehy, MVP Coordinator 
645 S Newstead Avenue 

 St. Louis, MO 63110 
 Phone: (314) 539-3815 
 

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

SUBJECT: Methods Validation Report Summary 
 

 
Application Number: 205718       

 
 Name of Product: Akynzeo® (netupitant-palonosetron hydrochloride) capsule 

Applicant: Helsinn Healthcare SA 

 Applicant’s Contact Person: Dr. Craig Lehmann 

 Address: August Consulting, Inc. 
    515 Capital of Texas Highway, Suite 150 
    Austin, TX 78746  
 
 Telephone: (512) 347-1755 Fax: (512) 347-9375 
              
 
Date Methods Validation Consult Request Form Received by DPA: 10/11/2013      

Date Methods Validation Package Received by DPA: 10/11/2013  

Date Samples Received by DPA:  11/18/2013 

Date Analytical Completed by DPA:  4/28/2014        

 
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 link to analyst’s work sheets are attached. 
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Date: April 25, 2014 

 

To:  Raymond P. Frankewich, Ph. D., CMC Reviewer, ONDQA 

 Marie Kowblansky, Ph. D., CMC Lead, ONDQA 

 

Through: John Kauffman, Ph. D., Deputy Director, Division of Pharmaceutical Analysis   

 

From: Anjanette Smith, Chemist, Division of Pharmaceutical Analysis 

  

Subject: Method Validation for NDA 205718 

 Akynzeo ® (netupitant-palonosetron hydrochloride) Capsule 

 Helsinn Healthcare SA 

 

 

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

 

 Related Substances and Identification by HPLC, drug substance (ALC/146) 

 Assay by HPLC, drug substance (ALC/147) 

 Netupitant Impurities, drug product (32P25-7) 

 Assay of Netupitant, drug product (32P52-5) 

 Dissolution - Netupitant, drug product (32P52-11) 

 

The following method was evaluated and is acceptable for quality control and regulatory purposes with modification: 

 

  - Netupitant, drug substance (AGC/166) 

 

Analyst’s work sheets and data are available at http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f88068cb0c 

 

   DEPARTMENT OF HEALTH & HUMAN SERVICES 
Food and Drug Administration Center for Drug Evaluation and Research 

Division of Pharmaceutical Analysis 
645 S. Newstead Ave. 

St. Louis, Missouri 63110 
Telephone (314) 539-3858 

FAX (314) 539-2113 
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