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CELIA CRUZ
09/04/2014

MILTON J SLOAN
09/05/2014

STEPHEN MILLER
09/05/2014
I concur: from the CMC perspective this application is recommended for approval. Please note that
this review was originally filed in DARRTS on Sept 4, 2014, but needed to be resubmitted on Sept
5th to correct the filling classification within DARRTS.
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
        

Food and Drug Administration

Memorandum

Regarding: NDA 203-093 VITEKTA (Elvitegravir) Tablets

Date: Apr 17, 2014

Subject: Resubmission Status Completeness Confirmed

This NDA was issued a CR letter in Apr 2013, with the following two deficiencies that relate to CMC 
issues:

CR Issue #1
During the current inspection of the Gilead Sciences, (Foster City, CA) facility for this application, FDA 
field investigators found significant deficiencies and discussed them with firm management. Firm 
management acknowledged these deficiencies in a letter dated April 23, 2013. Satisfactory resolution of 
significant deficiencies is required before this application may be approved.

Resubmission: All facilities are listed as ready for inspection on the 356h form in the April 4, 
2014 resubmission.

CR Issue #2
During the inspection of the Gilead Sciences (Foster City, CA) manufacturing facility, FDA field 
investigators found significant concerns regarding the release and stability data presented in the NDA and 
in DMF 25187 because of lack of method validation of the test methods used to obtain this data. Before 
the application can be approved, the integrity of the drug substance and drug product release and stability 
data need to be assured by submission of a detailed explanation to reconcile the analytical methods 
submitted in the NDA and the DMF with those used at the Foster City manufacturing site.

We recommend you submit a proposal outlining how you plan to resolve these deficiencies in a
meeting package in preparation for NDA resubmission.

Resubmission: A 9-page summary of the new or updated information that is included in the 
resubmission is provided in Module 1, Section 1.11.1.

FDA Meeting Minutes from a Jan 22, 2014 (relevant extracts):
Gilead intends to include the method validation and bridging study reports for those analytical methods 
used during clinical development for release and stability testing of elvitegravir and cobicistat on  

 drug substances and Vitekta and Tybost drug products in DMF 25187, DMF 25188, NDA 203093 
and NDA 203094, respectively.
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STEPHEN MILLER
04/29/2014
From the CMC perspective, the resubmission is a complete response to the issues in the CR letter,
and can be accepted for review.

RAPTI D MADURAWE
05/01/2014
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CELIA CRUZ
04/25/2013

MILTON J SLOAN
04/25/2013

RAPTI D MADURAWE
04/26/2013
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CELIA CRUZ
03/21/2013

RAPTI D MADURAWE
03/21/2013

Reference ID: 3280294





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

MILTON J SLOAN
09/25/2012

RAPTI D MADURAWE
09/25/2012
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Review Information 

 
 
1. INDICATION:  Treatment of HIV Infection 
 
 
2. ROUTE OF ADMINISTRATION: Oral 
 
 
3. STRENGTH/POTENCY: 85 mg and 150 mg 
 
 
4. Rx/OTC DISPENSED:     Rx         OTC 
 
 
5. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):  

   
Is this a SPOTS product?  Yes     No       Not evaluated at time of IQA. 
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6. RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 
 
DMF 

# TYPE HOLDER ITEM 
REFERENCED 

LOA DATE COMMENTS 

25187 2 Gilead Elvitegravir DS 2/28/12  
2/9/12  

5 other LOAs for Type 3 DMFs are included for packaging components 
 

b. Consults Recommended by CMC and Biopharmaceutics 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics  X  
Clin Pharm  X Clin-Pharm is part of the review team 
EES X   
Pharm/Tox  X  
Methods Validation  X  
EA  X  
New Drug Micro  X  
CDRH  X  
Other ( )    
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME DATE APPLICATION 

 NUMBER DESCRIPTION 

IND 72,177   Elvitegravir IND 
    

 
d. Previous Communications with the Applicant to note (if any): 
 

DOCUMENT 
NAME DATE  APPLICATION 

 NUMBER DESCRIPTION 

As listed in 
Section 1.6.3 
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7. 

Are drug substance 
manufacturing sites identified on 
FDA Form 356h or associated 
continuation sheet?  For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X   

8. 

Are drug product manufacturing 
sites are identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X   

9. 

Are additional manufacturing, 
packaging and control/testing 
laboratory sites are identified on 
FDA Form 356h or associated 
continuation sheet. For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

X  Additional clarification provided July 27, 2012 
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STEPHEN MILLER
08/27/2012
NDA is fileable from the CMC and BP perspectives.

KAREEN RIVIERE
08/29/2012

ANGELICA DORANTES
08/29/2012

RAPTI D MADURAWE
08/29/2012
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