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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:  July 29, 2014 
 
TO: File 
 
THROUGH: Olen Stephens, Ph.D., Acting Branch Chief, ONDQA 

 
FROM:  Mohan K. Sapru, Ph.D., Senior CMC Reviewer  
      
SUBJECT: Final Approval Recommendation from Chemistry, Manufacturing and Controls 
(CMC) for the Resubmitted NDA 204569 (Suvorexant). 
 
Summary: The applicant, Merck Sharp & Dohme Corp., sought U.S. marketing approval for the 
NME NDA (Suvorexant Tablets) under the provisions of Section 505(b)(1).  The initial NDA for 
suvorexant (MK-4305) tablets for the treatment of insomnia, submitted on August 30, 2012, proposed 
dosage strengths of 15 mg, 20 mg, 30 mg, and 40 mg. The NDA was recommended for approval 
from the CMC perspective.  However, based on clinical considerations, the Agency issued a 
Complete Response (CR) letter on June 28, 2013, which included the requirement to revise the 
available strengths to 5 mg, 10 mg, 15 mg, and 20 mg. Based on CMC review of resubmitted NDA 
204569, all the CMC issues have been resolved and the drug substance reviewer (refer to Dr. M. 
Sapru’s memo, dated June 25, 2014) and drug product reviewer (refer to Dr. A. Khairuzzaman’s 
memo, dated July 1, 2014) both have recommended approval.  
 
Recommendation and Conclusion on Approvability: Given that Office of Compliance (OC) has 
issued an overall ‘acceptable’ recommendation for all the manufacturing facilities, including the 

 manufacturing facility, from CMC perspective NDA 204569 is 
recommended for approval. 
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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: Akm Khairuzzaman, CMC Reviewer  

Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: Akm.Khairuzzaman@fda.hhs.gov  
Phone:  (301)-796-3886 
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: 204569       
 
 Name of Product:  (suvorexant) Tablets 

Applicant: Merck 

 Applicant’s Contact Person: Nadine Margaretten 

 Address: 126 Lincoln Avenue, P.O. Box 2000, RY33-208, Rahway, NJ 07065 
 
 Telephone: (732) 594-0373 Fax: (732) 594-5235 
              
 
Date Methods Validation Consult Request Form Received by DPA: 11/19/12      

Date Methods Validation Package Received by DPA: 11/19/12  

Date Samples Received by DPA:  12/10/12 

Date Analytical Completed by DPA:  5/10/13        

 
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:  See attached summary report for comments and sample results. 

Reference ID: 3308190

(b) (4)



 

DPATR-FY13-073     Page 2 of 3      Version: 2/6/2013 
 
 
 

 
 
  

      Center for Drug Evaluation and Research 
                                                                                     Division of Pharmaceutical Analysis 

St. Louis, MO 63101 
Tel. (314) 539-3797 

 
Date:     May 13, 2013  

 
To:     Martha R. Heimann, Ph.D. and Akm Khairuzzaman, Ph.D. Office of New Drug Quality Assessment 
 

              Through:    John Kauffman, Acting Deputy Director, Division of Pharmaceutical Analysis 
 
From:     Kallol Biswas, Ph.D., Chemist  
 
Subject:     Method Validation for NDA 204569  (suvorexant) Tablets 
 
 
 
The following methods were evaluated and are acceptable for quality control and regulatory purposes: 
 
Suvorexant Tablets: Assay, Degradates, and Identity- HPLC  Method Number: A3691M02.000 

 
Suvorexant : Assay and Impurities- HPLC  Method Number: A2001M01.001 

 
 
 Link to analysts work sheets at http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f8804501ca 
 

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

 
Method Results 

Suvorexant Tablets: 
Assay, Degradates, and 
Identity- HPLC  Method 
Number: A3691M02.000 

 
 

Assay results 
 

% Label Claim
Prep 1

Prep 2

Average  
 
Specification:  of Label Claim 
Meets Specification 
 
 

 
               No degradants greater than  were found in the tablet sample solutions. 
 
 

Method Results 

Suvorexant : Assay and 
Impurities- HPLC  Method 
Number: A2001M01.001 

 

 
 

Assay Results 
 

% Label Claim
Prep 1

Prep 2

Average  
 
Specification : 
Meets specification 

 

 
               No impurities greater than  were found in the drug substance sample solutions. 
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In conclusion, the applicant’s response is adequate and the genotoxic impurity issue is considered 
resolved. On 27th June, 2013, the Office of Compliance (OC) has made an overall recommendation as 
“Acceptable” to all facilities related to this NDA. Therefore, from Chemistry, Manufacturing and 
Control (CMC) point of view, this NDA is recommended for approval. 
 

ATTACHMENT 
EES Overal Recommendation 
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  (Suvorexant) Tablets 
  

NDA 204-569 
 

Summary Basis for Recommended Action 
from Chemistry, Manufacturing, and Controls 

 
 
Applicant:  Merck Sharp & Dohme Corp., 

P.O. Box. 100  
Whitehouse Station, NJ 08889 

  
   
Indication: For the treatment of insomnia.  
 
Presentation: The product is in four different strengths; 15 mg, 20 mg, 30 mg and 40 

mg. The different strength tablets are differentiated by color, shape and 
strength identifier numbers on one side of the tablets. The tablets will be 
packaged unit-of-use in  blisters  with aluminum film.  

 
EER Status:  Overall recommendation is pending as of 24-June-2013. 
 
Consults: ONDQA Biopharmaceutics – Acceptable as per Dr. Sandra Suarez 

Sharp’s review dated 30-Apr-13.   
Methods Validation – The methods sent to FDA labs were found to be 
acceptable for quality control and regulatory purposes (14-May-2013). 

  EA – Categorical exclusion granted under 21 CFR §25.31(c) 
 
Post-Approval Agreements:  None  
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All associated Drug Master Files are acceptable or the pertinent information has been 
adequately provided in the application. 
 

 
Overall Conclusion: “Approval” pending “acceptable” recommendation from OC. 
 
All the CMC related issues have been resolved. The final recommendation from the 

Office of Compliance is pending at the time of writing this memorandum.  A final 
memorandum with CMC recommendation will be entered into DARRTS once a 
recommendation from the OC is received.  

 
 
 
Ramesh K. Sood, Ph.D. 
Acting Director, DPA I/ONDQA 
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PQM Memo for NDA-204569 

Figure 1: Drug Product Process and In Process Control Flow Diagram 
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PQM Memo for NDA-204569 

Figure 2: Drug Product Unit Operations and Respective Design Space (DS) 
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