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EXCLUSIVITY SUMMARY  

 
NDA # 203100     SUPPL # 0    HFD # 530 

Trade Name   Stribild 
 
Generic Name   elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate 
(EVG/COBI/FTC/TDF) Fixed-dose combination 150 mg/150 mg/200 mg 
 
Applicant Name   Gilead Sciences, Inc.       
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Version:  1/27/12 
  

 
• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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Min, Stacey 

From: Min, Stacey
Sent: Monday, August 20, 2012 11:03 AM
To: 'Christophe Beraud'
Subject: FW: NDA 203100 Postmarketing Requirements

Page 1 of 3

8/20/2012

Hello Christophe: 
  
In addition to the changes below, we are also adding MRP2 to the list of transporters for PMR 
#5.  
  
PMR #5 should read as follows: 
  
Evaluate inhibition by the components of Stribild of the renal transporters OCT2, MATE1, 
OAT1, OAT3, MRP2 and MRP4 and evaluate transport of the renally eliminated components 
of Stribild (FTC and TDF) by renal transporters OCT2, OAT1, OAT3 and MRP2. 
  
Thank you, 
Stacey 

From: Min, Stacey  
Sent: Thursday, August 16, 2012 4:00 PM 
To: 'Christophe Beraud' 
Subject: RE: NDA 203100 Postmarketing Requirements 
 
Dear Christophe: 
  
We have reviewed your response to the PMRs for Stribild and agree with your proposed 
changes to PMR 4 and PMR 5 as listed below: 
  

4. Evaluate inhibition by the components of Stribild of the hepatic transporters OATP1B1, 
OATP1B3, OCT1, and BSEP and evaluate transport of the hepatically eliminated components 
of Stribild (EVG and COBI) by the hepatic transporters OATP1B1, OATP1B3, and OCT1. 

5. Evaluate inhibition by the components of Stribild of the renal transporters OCT2, MATE1, 
OAT1, OAT3 and MRP4 and evaluate transport of the renally eliminated components of 
Stribild (FTC and TDF) by the renal transporters OCT2, OAT1, and OAT3. 

In addition, we propose the following change to PMR 3 as follows: 
  

3. Perform a clinical trial to better characterize the incidence of and risk factors for renal 
adverse events in women. Provide adequate renal monitoring in the proposed trial to assess 
renal safety employing a renal monitoring algorithm similar to that used in GS-US-236-0102 
and GS-US-236-0103. The algorithm will include an assessment of serum creatinine, 
creatinine clearance by Cockcroft-Gault, glomerular filtration rate (GFR) by cystatin C, serum 
phosphate, renal phosphate threshold (TmP/GFR), urine protein and urine glucose. The trial 
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Attached are the postmarketing studies for NDA 203100, Stribild. Please review the revised PMRs and the 
timelines and provide a response no later than August 15, 2012. 

Many thanks,  
Stacey  

Stacey Min, Pharm.D. 
Senior Regulatory Project Manager 
FDA\CDER\OND\Division of Antiviral Products 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
Building 22, Room 6315 
Phone: 301-796-4253 
Fax: 301-796-9883 
stacey.min@fda.hhs.gov 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  August 15, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100 Labeling Edits on PPI 

Total number of pages including cover:    11 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
MEMORANDUM OF FACSIMILE: 
 
Date:   August 15, 2012 

 
NDA:   203100  
 
Drug:   Stribild [Fixed Dose Combination (FDC) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg] 

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  

   
Subject:  NDA 203100 Labeling Edits on PPI 
Please refer to your NDA 203100, Stribild for the treatment of HIV-1 infection in adults. We 
also refer to your October 26, 2011, submission consisting of your original application of NDA 
203100. We are providing additional labeling edits on the PPI in track changes for your review.  
Please review the label and provide a response no later than August 17, 2012. 
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  August 10, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100 Postmarketing Studies 

Total number of pages including cover:    5 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
MEMORANDUM OF FACSIMILE: 
 
Date:   August 10, 2012 

 
NDA:   203100  
 
Drug:   StribildTM [elvitegravir/cobicistat/emtricitabine/tenofovir 

disoproxil fumarate (EVG/COBI/FTC/TDF) 150/150/200/300 mg] 
 

To:   Christophe Beraud, Ph.D., Senior Manager, Regulatory Affairs 
 

Sponsor:  Gilead Sciences, Inc. 
 

From:   Stacey Min, Pharm.D., Regulatory Project Manager  
   

Subject:  NDA 203100 PMRs/PMCs 
Please refer to your NDA 203100, Stribild for the treatment of HIV-1 infection in adults, 
submitted on October 26, 2011. We are also providing a list of proposed Postmarketing  
Requirements (PMRs). Please review the revised studies and timelines and provide a response no 
later than August 15, 2012. 
 
Pediatric: 
 
1. Conduct a pediatric pharmacokinetic, safety, and antiviral activity trial of Stribild with 

activity based on the results of HIV-1 RNA virologic response and safety monitoring over at 
least 48 weeks of dosing in pediatric subjects from 12 to <18 years of age.  Include in the 
trial safety monitoring assessment of potential renal toxicity (to include serial assessments 
of serum creatinine, serum phosphate, urine glucose, urine protein, calculated creatinine 
clearance, glomerular filtration rate (GFR) by cystatin C, and calculated fractional 
excretion of phosphate) and effects on bone (to include serial DEXA assessment). 

 
Protocol Submission:  September 2012 
Trial Completion:  March 2016 
Final Report Submission:  November 2016 

 
2. Conduct a pediatric pharmacokinetic, safety, and antiviral activity trial of Stribild with 

activity based on the results of HIV-1 RNA virologic response and safety monitoring 
over at least 48 weeks of dosing in pediatric subjects from 6 to <12 years of age.  Dose 
selection must be based on pharmacokinetic data for component drugs and must be 
discussed with FDA prior to initiation of the trial.  Include in the trial safety monitoring 
assessment of potential renal toxicity (serial assessments of serum creatinine, serum 
phosphate, urine glucose, urine protein, calculated creatinine clearance, glomerular 
filtration rate (GFR) by cystatin C, and calculated fractional excretion of phosphate) 
and effects on bone (to include serial DEXA assessment). 

Reference ID: 3172816



       
 

 
 

Protocol Submission:  April 2016 
Trial Completion:  September 2018 
Final Report Submission:  December 2018 

 
Clinical: 
 
3.  Perform a clinical trial to better characterize the incidence of and risk factors for renal 

adverse events in women. Provide adequate renal monitoring in the proposed trial to 
assess renal safety employing a renal monitoring algorithm similar to that used in GS-
US-236-0102 and GS-US-236-0103. The algorithm will include an assessment of serum 
creatinine, creatinine clearance by Cockcroft-Gault, glomerular filtration rate (GFR) 
by cystatin C, serum phosphate, fractional excretion of phosphate, urine protein and 
urine glucose. The trial will enroll approximately 500 women, in order to assess the 
relative incidence of and risk factors for renal adverse events in women as compared to 
men enrolled in other Stribild clinical trials.  

 
Protocol Submission:  October 2012 
Trial Completion:  July 2016 
Final Report Submission:  November 2016 

 
Non-Clinical: 
 
4. Evaluate the inhibition and transport of the components of Stribild by hepatic 

transporters, including OATP1B1, OATP1B3, OCT1, and BSEP transporters.  
 
 Protocol Submission:  September 2012 

Study Completion:  November 2012 
   Final Report Submission: December 2012 

 
5. Evaluate the inhibition and transport of the components of Stribild by renal 

transporters, including OCT2, MATE1, OAT1, OAT3 and MRP4 transporters. 
 

Protocol Submission:  September 2012 
Study Completion:  November 2012 

   Final Report Submission: December 2012 
 
6. Evaluate the inhibition and transport of the components of Stribild by Pgp and BCRP. 

 
Protocol Submission:  September 2012 
Study Completion:  November 2012 

   Final Report Submission: December 2012 
 
Clinical Pharmacology: 
 
7. Conduct a pharmacokinetic (PK) sub-trial of the renal safety trial in women to evaluate 

the potential for a drug-drug interaction between Stribild and commonly used oral 
contraceptives.  Intensive pharmacokinetic data on each oral contraceptive, when given 
alone and when co-administered with Stribild, should be collected in an adequate 
number of subjects. 
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Protocol Submission:  October, 2012 
Trial Completion:  July 2016 

 Final Report Submission:  November 2016 
 
8. Conduct an in vivo drug-drug interaction trial between Stribild and telaprevir. 
 

Protocol Submission:  November 2012 
Trial Completion:  September 2013 
Final Report Submission:  October 2013 

 
9. Conduct an in vivo drug-drug interaction trial of Stribild and buprenorphine/naloxone. 
  

Protocol Submission:  January 2011 
Trial Completion:  September 2012 
Final Report Submission: January 2013 
 

10. Conduct an in vivo drug-drug interaction trial of Stribild and methadone. 
 

Protocol Submission:  January 2011 
Trial Completion:  September 2012 
Final Report Submission: January 2013 

 
Clinical Virology: 
 
11. Assess possible cobicistat protease inhibitory activity in vivo by sequencing the protease 

in virologic failure subjects' isolates from Studies GS-US-236-0102, GS-US-236-0103, 
GS-US-236-0121, GS-US-236-0123 and GS-US-236-0128.   
 
Protocol Submission:  December 2012 
Study Completion:  October 2016 
Study Report Submission:  February 2017 

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  August 10, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100 Labeling Edits  

Total number of pages including cover:    3 + label 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
MEMORANDUM OF FACSIMILE: 
 
Date:   August 10, 2012 

 
NDA:   203100  
 
Drug:   Stribild [Fixed Dose Combination (FDC) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg] 

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  

   
Subject:  NDA 203100 Labeling Edits 
Please refer to your NDA 203100, Stribild for the treatment of HIV-1 infection in adults. We 
also refer to your October 26, 2011, submission consisting of your original application of NDA 
203100. We are providing additional labeling edits on the PI in track changes for your review.  
We will provide additional edits on the PPI sometime next week. Please review the label and 
provide a response no later than August 15, 2012. 
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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Hi Stacey: 
 
Would you please provide me with the list of FDA attendees on the call today? It was a little difficult to hear all the 
names during the introduction. 
  
Many thanks, 
 
Christophe 
  
Christophe Beraud, PhD | Director, Regulatory Affairs | Gilead Sciences, Inc. | 333 Lakeside Drive | Foster City, 
CA 94404 USA | Phone 650 522 5093 | Fax 650 522 5489 | Email christophe.beraud@gilead.com 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  July 18, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100 PMCs/PMRs  

Total number of pages including cover:    5 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
MEMORANDUM OF FACSIMILE: 
 
Date:   July 18, 2012 

 
NDA:   203100  
 
Drug:   Stribild [Fixed Dose Combination (FDC) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate 
(EVG/COBI/FTC/TDF) 150/150/200/300 mg] 

 
To:   Christophe Beraud, Ph.D., Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  

   
Subject:  NDA 203100 PMRs/PMCs 
Please refer to your NDA 203100, Stribild for the treatment of HIV-1 infection in adults, 
submitted on October 26, 2011. We are also providing a list of proposed Postmarketing 
Commitments (PMCs) and Postmarketing Requirements (PMRs). Please review, propose 
timelines and provide your response no later than July 25, 2012. 
 
Pediatric: 
 
1. Conduct a pediatric pharmacokinetic, safety, and antiviral activity trial of Stribild with 

activity based on the results of HIV-1 RNA virologic response and safety monitoring over at 
least 48 weeks of dosing in pediatric subjects from 12 to <18 years of age.  Include in the 
trial safety monitoring assessment of potential renal toxicity (to include serial assessments 
of serum creatinine, serum phosphate, urine glucose, urine protein, calculated creatinine 
clearance, glomerular filtration rate (GFR) by cystatin C, and calculated fractional 
excretion of phosphate) and effects on bone (to include serial DEXA assessment). 

 
Protocol Submission:   
Study Completion:   
Study Report Submission:   

 
2. Conduct a pediatric pharmacokinetic, safety, and antiviral activity trial of Stribild with 

activity based on the results of HIV-1 RNA virologic response and safety monitoring over at 
least 48 weeks of dosing in pediatric subjects from 6 to <12 years of age.  Dose selection 
must be based on pharmacokinetic data for individual component drugs and discussed 
with FDA prior to initiation of trial.  Include in the trial safety monitoring assessment of 
potential renal toxicity (serial assessments of serum creatinine, serum phosphate, urine 
glucose, urine protein, calculated creatinine clearance, glomerular filtration rate (GFR) by 
cystatin C, and calculated fractional excretion of phosphate) and effects on bone (to include 
serial DEXA assessment). 
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Study Completion:   
Study Report Submission:   
 

8. Please conduct an in vivo drug-drug interaction trial of Stribild and 
buprenorphine/naloxone. 

  
Protocol Submission:   
Study Completion:   
Study Report Submission:  
 

9. Please conduct an in vivo drug-drug interaction trial of Stribild and methadone. 
 

Protocol Submission:   
Study Completion:   
Study Report Submission:  

 
Clinical Virology: 
 
10. Assess possible cobicistat protease inhibitory activity in vivo by sequencing the protease 

in virologic failure subjects' isolates from Studies GS-US-236-0102, GS-US-236-0103, 
GS-US-236-0121, GS-US-236-0123 and GS-US-236-0128.   
 
Protocol Submission:   
Study Completion:   
Study Report Submission:   

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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MEMORANDUM OF MEETING MINUTES 
 
 
MEETING DATE:   July 16, 2012 
TIME:    2:20 PM – 1:50 PM 
LOCATION:   Teleconference 
APPLICATION:   NDA 203100 
DRUG NAME: Stribild [Fixed-Dose Combination Tablet of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate 
(EVG/COBI/FTC/TDF)] 

TYPE OF MEETING:  Teleconference 
 
MEETING CHAIR: LCDR Tara Gooen, Acting Branch 

Chief/OC/OMPQ/DGMPA/NDMAB 
 
MEETING RECORDER: Stacey Min, Pharm.D., Regulatory Project Manager 
 
FDA ATTENDEES:  

 
 Linda Lewis, Medical Team Lead, DAVP 
Adam Sherwat, Medical Officer, DAVP 
Stephen Miller, CMC Lead, ONDQA 
Milton Sloan, CMC Reviewer, ONDQA 
Fuqiang Liu, CMC Reviewer, ONDQA 
Jeannie David, CMC Project Manager, ONDQA IV 
Karen Winestock, Chief, Project Management Staff, DAVP 
LCDR Tara Gooen, Acting Branch Chief/OC/OMPQ/DGMPA/NDMAB  
CDR Denise Digiulio, Compliance Officer, CDER/OC/OMPQ/DGMPA/GDMAB 
Stacey Min, Regulatory Project Manager, DAVP 

 
EXTERNAL CONSTITUENT ATTENDEES: 
 

Norbert Bischofberger, EVP, R&D/Chief Scientific Officer 
Andrew Cheng, Senior Vice President, Development Operations and HIV Therapeutic 
Area Head  
Taiyin Yang, Senior Vice President, Pharmaceutical Development and Manufacturing 
Tom Weber, Vice President, Analytical Development 
Tobias Peschel, VP, Drug Safety & Public Health 
Javier Szwarcberg, Sr. Director, Clinical Research 
Paul Tomkins, Sr. Director, Regulatory Affairs 
Sujatha Narayan, Sr. Director, RA CMC, Regulatory Affairs 
Christophe Beraud, Associate Director, Regulatory Affairs 
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ONDQA recommended that updated stability information on the non-U.S. Access version of 
Stribild tablets be included in the Annual Report, in parallel to the stability updates for the U.S. 
version. ONDQA requested that the lots be differentiated in the Annual Report to facilitate 
review. Gilead agreed to submit the requested information in future Annual Reports. 
 
ACTION ITEMS: 
  

• Gilead agreed to withdraw  from the application and submit a letter 
stating this to the NDA within two business days. 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  July 11, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100 General Correspondence 

Total number of pages including cover:    3 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
MEMORANDUM OF FACSIMILE: 
 
Date:   July 11, 2012 

 
NDA:   203100  
 
Drug:   Stribild (Fixed Dose Combination (FDC) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg) 

 
To:   Christophe Beraud, Ph.D., Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  

   
Subject:  NDA 203100  

Please refer to your NDA 203100, Stribild for the treatment of HIV-1 infection in adults. We 
also refer to your October 26, 2011, submission consisting of your original application of NDA 
203100. We are reviewing your application but there is an issue pending at one of the 
manufacturing facilities that could potentially preclude approval of the NDA. If you have any 
questions regarding this correspondence, we have allowed time for a teleconference to discuss 
this matter. 

We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3157672



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

STACEY MIN
07/11/2012

Reference ID: 3157672



1

Min, Stacey

From: Min, Stacey
Sent: Monday, July 02, 2012 4:43 PM
To: 'Christophe Beraud'
Subject: NDA 203100 Information Request

Dear Christophe:

In addition to the follow-up information we requested today on the four subjects who were pregnant while on Studies GS-
US-236-0102 and -0103, please also provide additional information related to the circumstances surrounding the 18 
subjects in the Phase 3 trials of Stribild who reported an overdose of study drug.

Please provide this information to the NDA as soon as possible.

Many thanks,
Stacey 

Stacey Min, Pharm.D. 
Senior Regulatory Project Manager 
FDA\CDER\OND\Division of Antiviral Products 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
Building 22, Room 6315 
Phone: 301-796-4253 
Fax: 301-796-9883 
stacey.min@fda.hhs.gov 
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From: David, Jeannie C
To: "Linda McBride"
Cc: Regulatory Archives; Cuff, Althea; Min, Stacey
Subject: NDA 203100 - CMC information request
Date: Monday, June 25, 2012 1:25:56 PM

Dear Linda,
 
We have the following CMC information requests for NDA 203100, and appreciate your written
response by COB EST Wednesday, June 27, 2012.  Please confirm receipt of this email.

1. Indicate which, if any, of the bulk intermediates identified in the process flow
diagram in 3.2.P.3.3. will be held for over 30 days. If so, provide the proposed bulk
hold times and confirmation that adequate stability data exists to support these hold
times.
 
2. Clarify how the Date of Manufacture (DOM) for the EVG/COBI/FTC/TDF tablets is
set. We would expect that the DOM is defined as the date of entry of the first API to the
drug product manufacturing process, regardless of which  step. If following
an alternative approach, provide adequate justification and rationale for the overall
process.

 
FDA participants in the CMC teleconference on Monday, June 11, 2012, 10:00 am EST:
 
Deepika Lakhani Arora, Ph.D., Biopharmaceutics, ONDQA
Celia Cruz, Ph.D., Review Chemist, ONDQA
Stephen Miller, Ph.D., CMC Lead, ONDQA
Rapti Madurawe, Ph.D., Branch Chief, ONDQA
 
 
FDA participants in the CMC teleconference on Monday, June 11, 2012, 2:30 pm EST:
 
Deepika Lakhani Arora, Ph.D., Biopharmaceutics, ONDQA
Sandra Suarez-Sharp, Ph.D., Biopharmaceutics, ONDQA
Stephen Miller, Ph.D., CMC Lead, ONDQA
Rapti Madurawe, Ph.D., Branch Chief, ONDQA
Terrance Ocheltree, Ph.D., Division Director, ONDQA
 

Regards,

Jeannie

Jeannie David, M.S. 
Regulatory Health Project Manager 
Food and Drug Administration 
Phone: (301) 796-4247

From: Linda McBride [mailto:Linda.McBride@gilead.com] 
Sent: Wednesday, June 13, 2012 1:45 PM
To: David, Jeannie C
Cc: Cuff, Althea; Regulatory Archives
Subject: NDA 203100 - Request for conference call attendees

Reference ID: 3150411
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Dear Jeannie,
Would you mind providing the list of attendees for both the teleconferences that

were held on Monday, June 11th?
Thank you in advance,
Linda
Linda McBride, R.Ph., RAC
Regulatory Affairs – CMC
Gilead Sciences, Inc.
333 Lakeside Drive
Foster City, CA 94404
Phone:  650.524.3854
Email:  linda.mcbride@gilead.com

Reference ID: 3150411
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 203100 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Gilead Sciences, Inc. 
333 Lakeside Drive 
Foster City, CA  94404 
 
ATTENTION:  Christophe Beraud, Ph.D. 
    Associate Director, Regulatory Affairs 
 
Dear Dr. Beraud: 
 
Please refer to your New Drug Application (NDA) dated October 26, 2011, received  
October 27, 2011, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for 
Elvitegravir, Cobicistat, Emtricitabine, and Tenofovir Disoproxil Fumarate Tablets,  
150 mg/150 mg/200 mg/300 mg. 
 
We also refer to your March 28, 2012, correspondence, received March 29, 2012, requesting review of 
your proposed proprietary name, Stribild.  We have completed our review of the proposed proprietary 
name, Stribild and have concluded that it is acceptable.  
 
The proposed proprietary name, Stribild, will be re-reviewed 90 days prior to the approval of the 
NDA.  If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your March 28, 2012 submission are altered 
prior to approval of the marketing application, the proprietary name should be resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, contact Brantley Dorch, Safety Regulatory Project Manager in the Office of Surveillance 
and Epidemiology, at (301) 796-0150.  For any other information regarding this application contact the 
Office of New Drugs (OND) Regulatory Project Manager, Stacey Min at (301) 796-4253.   

 
Sincerely, 

 
     {See appended electronic signature page}    
     

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 203100 INFORMATION REQUEST 

 
Gilead Sciences, Inc. 
Attention: Christophe Beraud, Ph.D. 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 
 
 
Dear Dr. Beraud: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil 
fumarate (EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet Regimen (STR). 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission and 
have the following comments and information requests.  We request a prompt written response 
by June 13, 2012, in order to continue our evaluation of your NDA. 
 
Drug Product Specifications 
 

1. Your proposal for setting the FTC and TDF dissolution acceptance criterion based on the 
dissolution performance of the slowest dissolving batch (BK0902B) tested in BE study 
GS-US-236-0110 is still not acceptable for the following reasons: 

 
2. Therefore, the following dissolution acceptance criteria are recommended for your 

proposed product: 
 

EVG 
Q=  at 30 min 
 
FTC 
Q=  at 30 min 
 

Reference ID: 3142933
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  May 29, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100 Clinical Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 

Reference ID: 3136907



 

 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
MEMORANDUM OF FACSIMILE: 
 
Date:   May 29, 2012 

 
NDA:   203100  
 
Drug:   Fixed Dose Combination (FDC) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Adam Sherwat, M.D., Medical Officer 
 
Concurrence:  Linda Lewis, M.D., Medical Team Lead 

   
Subject:  NDA 203100 Clinical Information Request 
Please refer to your NDA 203100 for the fixed-dose combination of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults and your October 26, 2011, 
submission consisting of your original application of NDA 203100. We have the following 
comments and requests for additional information. Please provide a response no later than 
Monday, June 4, 2012. 
 
Clinical Comments: 
 
1.   Please provide a summary table with demographic information for both the investigational 

and control arms in Study GS-US-216-0114, including numbers of subjects (and %) for sex, 
age, race, ethnicity, etc. 

 
2.  Please provide the specific dates for the submission of the final protocols for the clinical 

trials described in your EVG/COBI/FTC/TDF FDC pediatric investigational plan 
  This information is required by the FDA's Pediatric 

Review Committee (PeRC) before a formal assessment of the Pediatric Plan can commence. 
 

We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 

Reference ID: 3136907
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_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  May 24, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Biometrics Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 

Reference ID: 3135595



 

 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
MEMORANDUM OF FACSIMILE: 
 
Date:   May 24, 2012 

 
NDA:   203100  
 
Drug:   Fixed-Dose Combination Tablet of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Wen Zeng, Ph.D., Biometrics Reviewer 
    
Concurrence:  Fraser Smith, Ph.D., Acting Biometrics Team Lead 

   
Subject:  NDA 203100 Biometrics Information Request 
Please refer to your NDA 203100 for fixed-dose combination of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your May 
18, 2012, submission in response to our April 30, 2012, information request. We have the 
following follow-up comment. 
 
Biometrics Comment:  
 
Thank you for your response about the 57 discrepancies involving sites.  In your response, you 
noted that your IVRS vendor included the new site for subject 7022 in the random.xpt dataset.   
  
Please submit the IVRS' SOP related to the site switch for review. 
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

Reference ID: 3135595



       
 

 
    Food and Drug Administration 
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NDA 203100 
Page 3 
 
 

 

• In your response, please include analysis of a batch with unidentified impurities detected 
at both wavelengths using different quantitation methods: such as assignment to COBI 
alone (lowest dose active ingredient) and assignment to TDF alone (ATRIPLA 
approach).   

 
8. Please clarify the approach used for quantitation and reporting of unidentified impurities 

during stability testing, given that method TM-152 was not used throughout the study. 
 
If you have any questions, call Althea Cuff, Regulatory Health Project Manager, at (301) 796-
4061. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Rapti D. Madurawe, Ph.D.  
Branch Chief, Branch V  
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

Reference ID: 3134076
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   May 15, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, CMC and Pharmacology/Toxicology Information Request 

Total number of pages including cover:    8 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 

Reference ID: 3130687







       
 

 
MC4PC also predicted  to be mutagenic based on the presence of the  

 The high positive predictivity, high RCA alert index, and high total projected (Q)SAR 
activity also indicates a high degree of confidence in the MC4PC alert (summarized in Appendix 
2).   
 
Overall, the  alert is considered a relevant cause for concern. The mutagenic 
potential of this reliable alert resulted positive predictions in two separate in silico systems and is 
also described in the published literature. As such,  should be treated as potentially 
genotoxic and evaluated in an Ames assay or controlled to appropriate levels as described in the 
FDA Guidance for Industry “Genotoxic and Carcinogenic Impurities in Drug Substances and 
Products: Recommended Approaches”. In the absence of compelling evidence that this impurity 
is non-mutagenic (e.g., Ames results), we recommend a test for  with an acceptance 
criterion of   
 

Appendix 1 
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Min, Stacey 

From: Min, Stacey
Sent: Thursday, May 03, 2012 5:15 PM
To: 'Christophe Beraud'
Subject: RE: NDA 203100- Response to Comments on AC Briefing Document

Page 1 of 3

5/3/2012

Dear Christophe, 
  
Thank you for providing your revised draft AC slides.  We notice that you have changed your recommendation for 
the value of creatinine increase that would trigger more intensive patient monitoring (0.4 mg/dL  as 
well as the method describing that cut-off.  We were in agreement with the previous value and are surprised to 
learn of the change in approach at this late date.  Our AC presentation describes 0.4 mg/dL as a proposed cut-off 
for increasing monitoring.  We do not believe a tcon is necessary at this late date unless you have a specific issue 
that needs to be addressed.   
  
Kind regards, 
Stacey 
 

From: Christophe Beraud [mailto:Christophe.Beraud@gilead.com]  
Sent: Thursday, May 03, 2012 1:54 PM 
To: Min, Stacey 
Cc: Christophe Beraud; Regulatory Archives 
Subject: RE: NDA 203100- Response to Comments on AC Briefing Document 
 
Dear Stacey: 
  
Apologies for the delay in providing you an updated draft of our slide presentation. We are still working on these 
slides taking into account the Agency’s preliminary questions to the committee and the comments w received on 
Wednesday. 
  
As previous indicated, we would be interested in discussing additional comments on the slides during a 
teleconference. 
  
Please let me know if you have any questions. 
  
Kind regards, 
  
Christophe 
  
Christophe Beraud, PhD | Associate Director, Regulatory Affairs | Gilead Sciences, Inc. | 333 Lakeside Drive | 
Foster City, CA 94404 USA | Phone 650 522 5093 | Fax 650 522 5489 | Email christophe.beraud@gilead.com 

From: Christophe Beraud  
Sent: Thursday, May 03, 2012 6:02 AM 
To: 'Min, Stacey' 
Subject: RE: NDA 203100- Response to Comments on AC Briefing Document 
  
Good morning Stacey: 
  
We are running a little behind. I will check with the team when they get into the office. 
  
Thanks, 
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Christophe 
  

From: Min, Stacey [mailto:Stacey.Min@fda.hhs.gov]  
Sent: Thursday, May 03, 2012 5:42 AM 
To: Christophe Beraud 
Subject: RE: NDA 203100- Response to Comments on AC Briefing Document 
  
  
Dear Christophe, 
  
I wanted to check on the status of the slides. Please let me know when we can expect the slides. 
  
Thank you, 
Stacey 
  

From: Christophe Beraud [mailto:Christophe.Beraud@gilead.com]  
Sent: Wednesday, May 02, 2012 2:53 PM 
To: Min, Stacey 
Cc: Christophe Beraud; Regulatory Archives 
Subject: RE: NDA 203100- Response to Comments on AC Briefing Document 

Dear Stacey: 
  
In consideration of the little time left before the Advisory Committee meeting, Gilead would like to have a 
teleconference with the NDA 203100 review team before the end of the week, if possible, to discuss the Agency’s 
comments on our draft slides, rather than respond in writing. In particular, we would like to discuss Comment #3 
asking for Gilead to provide for review the section of our presentation exploring the value of change in urine 
protein, urine glucose, and serum creatinine for the purpose of monitoring. 
  
Gilead plans to send a revised slide presentation to you by the end of our day today. 
  
Please let me know if this is at all possible. 
  
I appreciate your help. 
  
Kind regards, 
 
Christophe 
  
  
Christophe Beraud, PhD | Associate Director, Regulatory Affairs | Gilead Sciences, Inc. | 333 Lakeside Drive | 
Foster City, CA 94404 USA | Phone 650 522 5093 | Fax 650 522 5489 | Email christophe.beraud@gilead.com 

From: Christophe Beraud  
Sent: Wednesday, May 02, 2012 6:53 AM 
To: Min, Stacey 
Cc: Christophe Beraud; Regulatory Archives 
Subject: RE: NDA 203100- Response to Comments on AC Briefing Document 
  
Dear Stacey: 
  
Thank you for very much for providing the Agency’s response to our comments on the Advisory Committee 
briefing document, and comments on our slide presentation. 
  
Kind regards, 
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Christophe 
  
Christophe Beraud, PhD | Associate Director, Regulatory Affairs | Gilead Sciences, Inc. | 333 Lakeside Drive | 
Foster City, CA 94404 USA | Phone 650 522 5093 | Fax 650 522 5489 | Email christophe.beraud@gilead.com 

From: Min, Stacey [mailto:Stacey.Min@fda.hhs.gov]  
Sent: Wednesday, May 02, 2012 6:25 AM 
To: Christophe Beraud 
Subject: NDA 203100- Response to Comments on AC Briefing Document 
Importance: High 
  

Dear Christophe:  

Attached is our response to your March 27, 2012, submission regarding our Advisory Committee (AC) Briefing 
Document. In addition to our response, we have provided comments on your draft slides for the AC. Please 
confirm receipt of the attachment and feel free to contact me with any questions. 

Warm regards,  
Stacey  

Stacey Min, Pharm.D. 
Senior Regulatory Project Manager 
FDA\CDER\OND\Division of Antiviral Products 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
Building 22, Room 6315 
Phone: 301-796-4253 
Fax: 301-796-9883 
stacey.min@fda.hhs.gov 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  May 2, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100; Response to Gilead’s Comments on the Agency’s Briefing Document

Total number of pages including cover:    8 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   May 2, 2012 

 
NDA:   203100  
 
Drug:   Fixed Dose Combination (FDC) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Adam Sherwat, M.D., Medical Officer 
   Vikram Arya, Ph.D., Clinical Pharmacology Reviewer 
   Takashi Komatsu, Ph.D., Clinical Virology Reviewer 
   Sung Rhee, Ph.D., Clinical Virology Reviewer 
   Stephen Miller, Ph.D., CMC-Lead 
   Wen Zeng, Ph.D., Biometrics Reviewer 
 
Concurrence:  Linda Lewis, M.D., Medical Team Leader 
   Kellie Reynolds, Pharm.D., Deputy Director, OCP IV 
   Julian O’Rear, Ph.D., Clinical Virology Team Leader 
   Fraser Smith, Ph.D., Acting Biometrics Team Leader 

   
Subject:  NDA 203100; Response to Gilead’s Comments on the Agency’s 

Advisory Committee Meeting Briefing Document 
Please refer to your NDA 203100 for the fixed-dose combination of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF; 
E/C/F/T) 150/150/200/300 mg for the treatment of HIV-1 infection in adults and your October 
26, 2011, submission consisting of your original application of NDA 203100. We also refer to 
the April 27, 2012, submission consisting of your comments on our briefing document for the 
May 11th Advisory Committee Meeting. We have reviewed your submission and have the 
following response and comments on your draft slides. 
 
Clinical Comments: 
 
Comment 1 
Page 6 
Section: Secondary Efficacy Endpoints 
Secondary efficacy endpoints included assessing the change from baseline in CD4+cell 
count at Week 48. No significant difference in the change in CD4+ cells (in cells/�l) from 
baseline through Week 48 between EVG/COBI/FTC/TDF and the comparator groups was 
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appreciated. In 236-0102, the mean change ± SD in CD4+ cells from baseline at Week 48 
was 239 ± 167 for the EVG/COBI/FTC/TDF arm (325 subjects) and 206 ± 153 for the ATR 
arm (315 subjects). In 236-0103, the mean change ± SD in CD4+ cells from baseline at 
Week 48 was 207 ± 164 for the EVG/COBI/FTC/TDF arm (334 subjects) and 211 ± 160 for 
the ATV/r + TVD arm (321 subjects). 
 
The paragraph above states that no significant difference in the change in CD4+ cells (in 
cells/⎧l) from baseline through Week 48 (pre-specified secondary endpoint) between 
EVG/COBI/FTC/TDF and the comparator groups was appreciated. However, in 
Study GS-US-236-0102, the mean change ± SD in CD4+ cells from baseline at Week 48 was 
239 ± 167 for the EVG/COBI/FTC/TDF arm (325 subjects), and 206 ± 153 for the ATR arm 
(315 subjects), and this difference was significant (p-value=0.009). 
 
FDA Response: 
 
The phrase "no significant difference" in the sentence in question relates to our impression that 
the change in CD4+ cells is not of apparent clinical significance.  Although not optimal, we do 
not believe this wording warrants providing an Erratum.  Please also note that although the P-
value for CD4 change at Week 48 from baseline for study 0102 was 0.009, there was no alpha 
control for this secondary endpoint.    

 
Comment 2 
Page 7 
Section: Clinical Microbiology 
In a pooled resistance analysis of Studies 236-0102, 236-0103, and 236-0104 (a small Phase 
2 study of EVG/COBI/FTC/TVD versus ATR) in treatment-naïve subjects, genotypic and 
phenotypic resistance to the individual components of EVG/COBI/FTC/TDF was 
monitored in isolates from virologic failures who were treated with EVG/COBI/FTC/TDF 
and had HIV-1 RNA ≥400 copies/mL at the time of virologic failure (or later while still on 
treatment). HIV-1 variants harboring EVG treatment emergent amino acid substitutions in 
the HIV-1 IN protein were detected in failure isolates from 20 of the 24 evaluated subjects. 
These failure isolates had reductions in susceptibility to EVG ranging from 1 to >198-fold 
that of wild-type HIV-1. IN substitutions previously identified in clinical trials or in cell 
culture as conferring reduced susceptibility to EVG were detected in 11 subjects’ isolates 
(45.8% of evaluated EVG/COBI/FTC/TDF-treatment failures). These substitutions 
included T66I, E92Q, Q148R, and N155H (EVG resistance-associated substitutions) and 
H51Y, l68I/V, G140C, S153A, E157Q, and V165I IN substitutions. Isolates harboring these 
substitutions had reduced susceptibility to EVG (6- to >198-fold compared to wild-type 
HIV-1). The remaining 9 subjects’ failure isolates harbored one or more treatment-
emergent IN substitutions that have not been identified as associated with EVG resistance 
and had ≤2.1 fold reduced susceptibility to EVG. 
 
Gilead requests to receive the list of the subjects receiving EVG/COBI/FTC/TDF identified as 
virologic failures by the Division and included in the resistance analysis population that was used 
for the analyses of the integrase gene, and, if different, the list of subjects used for the analyses 
of reverse transcriptase and protease described in the briefing document. 
 
FDA Response: 
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Accordingly, there are no drug interactions upon coadministration of boosted-EVG and proton 
pump inhibitors and no need for any instruction regarding staggering of administration between 
QUAD and proton pump inhibitors or H2 receptor antagonists. 
 
FDA Response:  
 
The use of "modified schedule" was in the context of differences in timing of administration of 
proton pump inhibitors and E/C/F/T.  In this case, the "modified schedule" is because PPIs 
should be taken under fasting conditions and E/C/F/T should be taken under fed conditions.  The 
results of the trials specified in the comment do suggest that a drug-drug interaction is not 
anticipated between E/C/F/T and proton pump inhibitors. 
 
Comment 4 
Page 14 
Section: Common Adverse Events of the AEs outlined in Table 6, headache occurred more 
frequently in the EVG/COBI/FTC/TDF group than both the ATR and ATV/r + TVD 
groups. However, 95.6% of headache AEs in the EVG/COBI/FTC/TDF group were grade 1 
in severity (4% grade 2, 0.4% grade 3) and only 1 subject discontinued 
EVG/COBI/FTC/TDF related to headache. The AEs ‘abnormal dreams’ and ‘insomnia’ 
occurred more frequently in the EVG/COBI/FTC/TDF group that in the ATV/r + TVD 
group but less frequently than in the ATR group. However, all these adverse events in the 
EVG/COBI/FTC/TDF group were mild or moderate (grade 1 or 2) severity except for 1 
subject with grade 3 insomnia. No subjects in the EVG/COBI/FTC/TDF group 
discontinued study drug due to sleep disturbances. Gastrointestinal AEs, including 
diarrhea and nausea, were common in all groups. 
 
The above paragraph states that the AE of “abnormal dreams” occurred more frequently in the 
EVG/COBI/FTC/TDF group than in the ATV/r + TVD group based on pooled data from Studies 
GS-US-236-0102, -0103 and -0104. However, in Study 0103, rates of abnormal dreams were 
similar with EVG/COBI/FTC/TDF relative to ATV/r + TVD at 3.4% vs 3.9%. 
 
FDA Response: 
 
In Section 2.5, "Clinical Safety Results," subsection "Safety Review Strategy," it states the 
following: This section will primarily focus on the safety data through Week 48 from the two 
Phase 3 trials, 236-0102 and 236-0103.  As their study design was identical (with the exception 
of the comparator arms), the safety analysis has been conducted by pooling the safety data from 
the EVG/COBI/FTC/TDF groups. Given these pre-specified review parameters, the statement in 
question is accurate.   
 
Comment 5 
Page 16 
Section: Cardiac Assessments 
In study GS-US-216-0107, the Applicant evaluated the potential of COBI to affect 
electrocardiogram (ECG) parameters, particularly QT interval at therapeutic and 
supratherapeutic concentrations. This study did not demonstrate any effects in QT interval 
but did show evidence of PR interval prolongation with a mean effect (placebo corrected) 
of 20.2 ms at the 400-mg dose and of 9.5 ms at the 250-mg dose at 3.5 hours post-dose. Five 
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subjects in the 400-mg arm and 2 in the 250-mg arm had an asymptomatic absolute PR 
>200 ms post-baseline. 
 
Study GS-US-216-0107 evaluated the effects of COBI on ECG parameters, following 
administration of single dose of 250 mg and 400 mg, which both provided supratherapeutic mean 
(%CV) Cmax of 2300 (23) ng/mL and 4030 (18) ng/mL, respectively, which are ~2- to 4-fold 
above the therapeutic concentrations as shown below. 
 
Upon multiple dose administration of EVG/COBI/FTC/TDF in HIV-1 infected subjects, COBI 
mean (%CV) Cmax is 1140 (36) ng/mL. At these COBI concentrations in Study GS-US-216-0107, 
the change from baseline in PR interval was 0.3 msec, and the PR interval difference relative to 
placebo was 4.2 msec, as shown in the Table 1 below. Thus at true therapeutic exposures, the 
effect of COBI on PR interval was lower than the maximum 9.5 to 20.2 msec values. 
 
FDA Response: 
 
In the study report for 216-0107, you provided the following justification for the choice of the 
250 mg dose: “A 250-mg single dose of GS-9350 was predicted to produce representative 
therapeutic exposures of GS-9350 (predicted AUCinf of approximately 13,000 ng•h/mL and 
Cmax of approximately 1,700 ng/mL). Thus, a single 250-mg dose of GS-9350 was selected as 
appropriate for therapeutic exposure in this study."   FDA reviewed the QT study in the context 
of doses chosen to represent the range of therapeutic to supratheraputic exposures as 
recommended for such studies.  
 
Comment 6 
Page 24 
Section: Treatment Emergent Renal Adverse Events in Phase 3 Trials 
Table 12: Subjects Who Did Not Meet the Review Definition of Proximal Tubular 
Dysfunction but Developed Renal AEs Leading to Study Drug Discontinuation in Studies 
236-0102 and 236-0103. 
 
This table lists Subject 0663-6014 as having discontinued study drug due to a renal AE. In 

   Gilead’s analysis included in our briefing document, this subject was not included in the list of 
subjects who discontinued study drug due to a renal AE since the reason for discontinuation was 
‘investigator’s discretion’ and not ‘adverse event’. 

 
FDA Response: 
 
The subject in question had an AE of renal failure with worsening renal function that peaked at 
the time of study drug discontinuation due to "investigator discretion."  We were not able to 
locate any additional information in the Application that would indicate that something other 
than the worsening renal failure led to discontinuation of study drug.  If the primary cause for the 
"investigator discretion" related discontinuation of study drug was something other than 
worsening renal function, please provide documentation to that effect.  We routinely review case 
reports of subjects reported as discontinuing drug due to "investigator discretion" or "other 
reasons," as these cases sometimes represent adverse events or poor tolerability that do not meet 
pre-specified safety withdrawal criteria.  
 
We have the following comments on your draft Advisory Committee Slides: 
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1.  In your Section entitled, "Review of Renal Safety," you provide pooled assessments of 

"QUAD or ATV/co (N=1137)" for graded creatinine and graded proteinuria.  Please be 
aware that we have not reviewed the data related to graded creatinine and/or graded 
proteinuria from the non-E/C/F/T COBI studies as part of NDA 203100.   

 
2.  We suggest you include, as part of your slide presentation, your rationale for the proposed 

creatinine clearance threshold of ≥ 70 mL/min for initiation of treatment with E/C/F/T.   
Also, we suggest you comment on how clinicians will be advised to assess (particularly in 
patients with a baseline CrCl less than 90 mL/min) a drop in calculated creatinine clearance 
below 50 mL/min, the current limit for discontinuation of E/C/F/T.   

3.  Please provide for our review the section of your presentation exploring the value of change 
in urine protein, urine glucose, and serum creatinine for the purpose of monitoring. 

4. We feel that some members of the Advisory Committee would be interested in hearing about 
the E/C/F/T tablet. For example: the bi-layer design; physical size comparison to Atripla, 
Complera, and/or other tablets, etc. If this seems appropriate from your perspective, you may 
wish to add a slide to your presentation. 

 
Additional Clinical Queries: 
 
1.  Please provide the inclusion & exclusion criteria related to renal function as used in GS-US-

216-0114. 
   

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  April 30, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Biometrics Information Request 

Total number of pages including cover:    3 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   April 30, 2012 

 
NDA:   203100  
 
Drug:   Fixed-Dose Combination Tablet of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Wen Zeng, Ph.D., Biometrics Reviewer 
    
Concurrence:  Fraser Smith, Ph.D., Acting Biometrics Team Lead 

   
Subject:  NDA 203100 Biometrics Information Request 
Please refer to your NDA 203100 for fixed-dose combination of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your April 
3, 2012, submission in response to our March 28, 2012, information request. We have the 
following comments and request for additional information. 
 
Biometrics Comment:  

 
When comparing the random.xpt file submitted April 3, 2012 to the ADSL dataset for study GS-
US-236-0103, we identified 57 subjects with discrepancies involving sites. For example, subject 
7022 was at site 765 in the random.xpt dataset but this subject did not appear in the ADSL 
dataset. A subject with subjid = 2728-7022 was found in the ADSL dataset which indicates that 
subject 7022 was at site 2728, not at site 765. Please provide an explanation for these 57 
discrepancies. 
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 
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Min, Stacey

From: Min, Stacey
Sent: Friday, April 06, 2012 11:59 AM
To: 'Christophe Beraud'
Subject: NDA 203100 correspondence

Dear Christophe:

We understand that you will be presenting an overview of the renal toxicity reported with the use of TDF for the May 10 
Advisory Committee considering PrEP.  For the May 11 Advisory Committee considering COBI/EVG/TDF/FTC, please 
present a summary of the renal toxicity reported (e.g. graded increases in creatinine and graded proteinuria, renal SAEs, 
discontinuations due to renal AEs, specific reports of proximal tubulopathy) in prior treatment naïve licensure trials which 
included TDF (but not COBI) as part of the study regimen versus treatment naïve licensure trials which included both TDF 
and COBI as part of the study regimen.

We would appreciate receiving a copy of your draft slide presentation for the COBI/EVG/TDF/FTC meeting so that we can 
reduce duplication in the presentations to the committee.

Many thanks,
Stacey

Stacey Min, Pharm.D. 
Senior Regulatory Project Manager 
FDA\CDER\OND\Division of Antiviral Products 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
Building 22, Room 6315 
Phone: 301-796-4253 
Fax: 301-796-9883 
stacey.min@fda.hhs.gov 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  April 4, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100 Clinical Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   April 4, 2012 

 
NDA:   203100  
 
Drug:   Fixed Dose Combination (FDC) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Adam Sherwat, M.D., Medical Officer 
 
Concurrence:  Linda Lewis, M.D., Medical Team Lead 

   
Subject:  NDA 203100 Clinical Information Request 
Please refer to your NDA 203100 for the fixed-dose combination of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults and your October 26, 2011, 
submission consisting of your original application of NDA 203100. We also refer to the March 
30, 2012, submission consisting of your response to our March 20, 2012, clinical information 
request. Lastly, we refer to the April 2, 2012, email correspondence requesting clarification on 
our comment #2. We have the following comments and requests for additional information. 
 
Clinical Comments: 

1.  In regards to the your query related to our opinion on using an increase of 0.4 mg/dL as a 
means to differentiate COBI's effect on creatinine secretion from genuine renal dysfunction, 
at present, this issue is still under review and discussion. 

2.  Your response to our clinical information request of 01 March 2012 was appreciated. We 
agree with your selection of COBI/EVG/TDF/FTC subjects listed in Table 1 as probable 
tubulopathy cases leading to study drug discontinuation. In addition to the cases you 
identified in study 216-0114 (with which we also agree), we identified two additional cases 
in the ATV/co + TVD group (Subjects 4142-8361 and 4127-8204) as probable tubulopathy 
leading to study drug discontinuation and one subject in the ATV/r + TVD arm (Subject 
4169-8476) as possible tubulopathy leading to study drug discontinuation. A brief discussion 
of our current rationale for the categorization of these additional subjects follows: 

Subject 4142-8361:  We noted that this subject developed new onset proteinuria (up to 
2+) and a substantive increase in his FE of phosphate that significantly predated his 
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hospitalization for acute renal failure (which was complicated by Enterobacter 
bacteremia). Also per safety update narrative, "The hospital doctors' working hypothesis 
for the nephropathy was tenofovir-associated tubular nephropathy". If you are aware of 
and could provide the date of the 1st positive blood culture for Enterobacter in this 
subject it would be appreciated. 

Subject 4127-8204:  At the time of study drug discontinuation, the subject had 2+ 
proteinuria (baseline trace) and 1+ glycosuria (albeit with a slightly elevated serum 
glucose of 103). The subject also had a decline in CrCl and increase in serum creatinine 
(up to 0.51 mg/dL increase at maximum). FE of phosphate was not performed at baseline. 

Subject 4169-8476:  An increase in serum creatinine from 0.79 mg/dL at baseline to 1.26 
mg/dL on SD 267 (date of discontinuation of study drug = 268) was recorded and she 
also developed new onset proteinuria (maximum 1+). Neither glycosuria nor increase in 
fractional excretion of phosphate was noted, however, glycosuria, proteinuria and FE of 
phosphate were not assessed at 3 of the 4 "Week 32" visits.  At the subject’s last recorded 
visit on SD 299, her serum creatinine had substantially improved (0.85 mg/dL) and her 
proteinuria had resolved.  

We would appreciate hearing your thoughts on these subjects.  

3.  Please provide any follow-up data (laboratory and clinical) after Week 48 available for 
Subject 236-0102-0991-6633. 

4.  We agree with the following statement in your response to our clinical information request of 
01 March 2012, "Increases in markers of tubular injury (glycosuria, proteinuria, and 
hypophosphatemia) are not expected with COBI, and changes in these laboratory parameters 
regardless of creatinine levels may herald possible TDF renal toxicity."  Have you given 
consideration to incorporating assessment for glycosuria and proteinuria into your clinical 
management strategy for COBI/EVG/TDF/FTC? 

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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04/04/2012
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   March 28, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, CMC Information Request 

Total number of pages including cover:    11 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3107858
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
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----------------------------------------------------

STACEY MIN
03/28/2012
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   March 28, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Pharmacology/Toxicology Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   March 28, 2012 

 
NDA:   203100  
 
Drug:   Single Tablet Regimen (STR) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Pritam Verma, Ph.D., Pharmacology/Toxicology Reviewer 
     
Concurrence:  Hanan Ghantous, Ph.D., DABT, Pharmacology/Toxicology Team 

Lead 
   

Subject:  NDA 203100 Pharmacology/Toxicology Information Request 
Please refer to your NDA 203100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your 
October 26, 2011, submission consisting of your original application of NDA 203100. Please 
submit toxicokinetic data for the studies listed below. In case toxicokinetic data is not available, 
please explain how the safety factors (16 and 34X) were calculated. 
 
1.  Study Number: 04909 

Female Fertility Study of JTK-303 in Rats 
Report Number: JTK303-TX-019 

 
2. Study Number: TX-183-2003 

Oral (Gavage) Fertility and General Reproduction Toxicity Study of GS-9137 in Male Rats 
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
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    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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STACEY MIN
03/28/2012
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   March 28, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Biometrics Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   March 28, 2012 

 
NDA:   203100  
 
Drug:   Single Tablet Regimen (STR) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Wen Zeng, Ph.D., Biometrics Reviewer 
    
Concurrence:  Fraser Smith, Ph.D., Acting Biometrics Team Lead 

   
Subject:  NDA 203100 Biometrics Information Request 
Please refer to your NDA 203100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your 
October 26, 2011, submission consisting of your original application of NDA 203100. In 
addition, we refer to your March 7, 2012, response to our February 15, 2012, follow-up 
biometrics information request, which was in response to your January 10, 2012, submission to 
our December 23, 2011, original information request regarding the randomization list for Study 
GS-US-236-0103. 
 
Thank you for submitting the randomization files for Study GS-US-236-0103. During our review 
of the PDF print out of the IVRS log file.csv in attachment #4 (dated March 7, 2012), we noticed 
that the treatment assignment was not properly ordered by time of subject randomization on a 
particular date, i.e., if there was more than one subject randomized on the same date (identified 
by the variable 'RANDDT'), the treatment assignment order may not match the order by 
randomization time (identified by the variable 'RANDT') within the same stratum. For example, 
subject 7021 (randomized at RANDDT=3-Jun-10 and RANDT=9:10:00) received their treatment 
assignment in block 4 before subject 7022 (randomized at RANDDT=3-Jun-10 and 
RANDT=8:17:00) received the treatment assignment in block 5 and both in the same viral load 
stratum (“less than or equal to 100000 copies/mL”). Multiple similar occurrences have been 
noted. Please provide an explanation for this phenomenon. 
 
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
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contents of this transmission. 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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STACEY MIN
03/28/2012
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  March 20, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Katherine Schumann, M.S. 
for Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100 Clinical Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   March 20, 2012 

 
NDA:   203100  
 
Drug:   Single Tablet Regimen (STR) of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Katherine Schumann, M.S., Regulatory Project Manager for 
   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Adam Sherwat, M.D., Medical Officer 
 
Concurrence:  Linda Lewis, M.D., Medical Team Lead 

   
Subject:  NDA 203100 Clinical Information Request 
Please refer to your NDA 203100 for the Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults and your October 26, 2011, 
submission consisting of your original application of NDA 203100. We also refer to the 
February 3, 2012, submission consisting of the Safety Update Report for NDA 203100. We have 
the following request for additional information. 
 
Clinical Comments: 
 
1.  Please provide a list (by subject ID and clinical trial) of subjects receiving tenofovir DF in 

any clinical trials of treatment-naïve subjects whom the Applicant (i.e. Gilead) judges to have 
developed proximal tubulopathy related to study drug(s).  This review should specifically 
include but should not be limited to:  GS-US-236-0102, GS-US-236-0103, GS-US-236-0104, 
GS-US-216-0114, GS-US-216-0105, and the original Viread studies 903 and 934.  Please 
also provide information for the following treatment experienced trials: GS-US-183-0145 & 
GS-US-183-0130.  Please provide narratives for any subjects whose narratives are not 
included in the current NDA submission. 

 
2.  During the Q&A period after the presentation of data from GS-US-236-0102 at CROI 2012, 

the speaker indicated that an increase in serum creatinine of greater than or equal to 0.4 
mg/dL may be used to discriminate a COBI-related increase in serum creatinine (due to 
inhibition of creatinine secretion) from genuine renal dysfunction.  Is the use of this 
laboratory cutoff (i.e. a creatinine increase  ≥ 0.4 mg/dL) intended to be part of your 
suggested clinical management strategy for heath care providers?  Do you have an analogous 
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laboratory cutoff for decline in calculated creatinine clearance (by Cockcroft-Gault) that 
would discriminate a COBI-related increase in serum creatinine due to inhibition of 
creatinine secretion from genuine renal dysfunction?  If so, please provide your suggested 
laboratory cutoff. 

 
Please provide responses as soon as possible, but no later than March 27, 2012. 

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Katherine Schumann, M.S. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3104145
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

KATHERINE SCHUMANN
03/20/2012
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  March 19, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Katherine Schumann, M.S. 
for Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Clinical Virology Information Request 

Total number of pages including cover:    3 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   March 19, 2012 

 
NDA:   203100  
 
Drug:   Single Tablet Regimen (STR)  of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Katherine Schumann, M.S., Regulatory Project Manager  
   for Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Sung Rhee, Ph.D, Clinical Virology Reviewer 
   Jules O’Rear, Ph.D., Clinical Virology Team Lead 
 
Concurrence:  Linda Lewis, M.D., Medical Team Lead 

   
Subject:  NDA 203100 Clinical Information Request 
Please refer to your NDA 203-100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults and your October 26, 2011, 
submission consisting of your original application of NDA 203-100. We have the following 
request for additional information. 
 

In Study GS-US-236-0102, it was observed that all virologic failures whose isolates harbored 
primary EVG resistance-associated substitutions in IN also developed Truvada resistance-
associated substitutions in RT (M184I/V ± K65R).  In contrast, Truvada resistance-
associated substitutions (M184I/V + K65R) were observed in only a small percentage of the 
virologic failures who developed EFV resistance-associated substitutions in RT.  Please 
provide an explanation for the noted differences in the development of drug-resistance.  
Please also provide information on linkage of the observed substitutions on the same viral 
genome. 

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
If you have any questions regarding the contents of this transmission, please contact Stacey 
Min at (301) 796-4253. 
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__________________________ 

    Katherine Schumann, M.S. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 
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KATHERINE SCHUMANN
03/19/2012
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  March 1, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Clinical Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   March 1, 2012 

 
NDA:   203100  
 
Drug:   Single Tablet Regimen (STR)  of 

elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  
(EVG/COBI/FTC/TDF) 150/150/200/300 mg  

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Adam Sherwat, M.D., Medical Officer 
 
Concurrence:  Linda Lewis, M.D., Medical Team Lead 

   
Subject:  NDA 203100 Clinical Information Request 
Please refer to your NDA 203-100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults and your October 26, 2011, 
submission consisting of your original application of NDA 203-100. We also refer to the 
February 3, 2012, submission consisting of the Safety Update Report for NDA 203100. We have 
the following request for additional information. 
 
Clinical Comments: 
 
1.  In which country or countries was study GS-US-216-0114 performed? 
 
2.  Please provide the median duration of exposure to study drug in Cohort 1 and Cohort 2 of 

GS-US-236-0118 covering the period reported in the Safety Update Summary. 
 
3.   Please provide narratives for the following subjects in the EVG/COBI/FTC/TDF group: 236-

0102-2475-6092 (lumbar vertebral fracture), 236-0103-3034-7430 (lumbar vertebral 
fracture), 236-0103-0352-7697 (femur fracture).  Please also comment as to whether these 
fractures were related to trauma. 

 
4.  As we begin planning for the Advisory Committee meeting, please provide us with the 

name(s) and area of expertise of any consultants you plan to have available at the meeting 
and whether these consultants will be making presentations. 

 
5.  Do you plan to present data related to EVG/COBI/FTC/TDF at CROI 2012? 
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Please provide responses as soon as possible, but no later than March 12, 2012. 

 
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3095843
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STACEY MIN
03/01/2012
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 

 
 

NDA 203100 
 

PROPRIETARY NAME REQUEST  
 WITHDRAWN 

   
Gilead Sciences, Inc. 
333 Lakeside Drive 
Foster City, California 94404 
 
ATTENTION:   Christophe Beraud, Ph.D. 

   Associate Director, Regulatory Affairs 
 
 
Dear Dr. Beraud: 
 
Please refer to your New Drug Application (NDA) dated October 26, 2011, received  
October 27, 2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
for Elvitegravir, Cobicistat, Emtricitabine, and Tenofovir Disoproxil Fumarate Tablets,  
150 mg/150 mg/200 mg/300 mg. 
 
We acknowledge receipt of your February 15, 2012, correspondence, on February 16, 2012, 
notifying us that you are withdrawing your request for a review of the proposed proprietary 
name, and alternate name, .  This proposed proprietary name request is 
considered withdrawn as of February 16, 2012.   
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Brantley Dorch, Regulatory Project Manager in the Office 
of Surveillance and Epidemiology, at (301) 796-0150.  For any other information regarding this 
application, contact the Office of New Drugs (OND) Regulatory Project Manager, Stacey Min at 
(301) 796-4253. 
 
 
 

Sincerely, 
 
     {See appended electronic signature page}   
      

Carol Holquist, RPh 
                                                       Director  
                                             Division of Medication Error Prevention and Analysis 
    Office of Medication Error Prevention and Risk Management 
    Office of Surveillance and Epidemiology 
    Center for Drug Evaluation and Research 

Reference ID: 3092622
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Min, Stacey 

From: Min, Stacey
Sent: Wednesday, February 22, 2012 9:15 AM
To: 'Christophe Beraud'
Subject: RE: NDA 203100 Biometrics Comments

Page 1 of 2

2/22/2012

Dear Christophe: 
  
I consulted our Biometrics group and they provided the following clarification: 
  
Please provide the file the IVRS system generated to include the order of subjects who were randomized along 
with the information regarding subjID, randomization date/time, treatment arm, and "caseno" used in the full 
randomization list file. This is what we mean by the ‘IVRS log file in the original randomization order". 
  
Please let me know if you have additional questions. 
  
Regards, 
Stacey 
 

From: Christophe Beraud [mailto:Christophe.Beraud@gilead.com]  
Sent: Friday, February 17, 2012 2:55 PM 
To: Min, Stacey 
Cc: Regulatory Archives; Christophe Beraud 
Subject: RE: NDA 203100 Biometrics Comments 
 
Dear Stacey: 
  
Our team has reviewed the request for information from the Biometrics group that you sent on Wednesday 
February 15 2012, and we are currently working on preparing a response.  
  
In order the ensure that we provide you with the correct information, would you please be able to get further 
details regarding the request for the ‘IVRS log file in the original randomization order’? 
  
Our IVRS vendor  is not clear about this request. They indicated to us that they could provide a copy of 
the internal ticket which was used to create and burn the final randomization list to their secure server.  This ticket 
has date and time stamps, clearly indicating that the final list was created on 08-Jan-2010, internally verified on 
11-Jan-2010, and burned to our secure server on 12-Jan-2010. 
  
Thank you for your help in clarifying this request. 
  
Kind regards, 
  
Christophe 
  
  
  
  
  
Christophe Beraud, PhD | Associate Director, Regulatory Affairs | Gilead Sciences, Inc. | 333 Lakeside Drive | 
Foster City, CA 94404 USA | Phone 650 522 5093 | Fax 650 522 5489 | Email christophe.beraud@gilead.com 

From: Min, Stacey [mailto:Stacey.Min@fda.hhs.gov]  
Sent: Wednesday, February 15, 2012 8:23 AM 

Reference ID: 3090714
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To: Christophe Beraud 
Subject: NDA 203100 Biometrics Comments 
  

Dear Christophe:  

Attached is an electronic correspondence from DAVP regarding your NDA 203100. Please confirm receipt of the 
attachment.  

Best regards,  
Stacey  

Stacey Min, Pharm.D. 
Senior Regulatory Project Manager 
FDA\CDER\OND\Division of Antiviral Products 
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
Building 22, Room 6315 
Phone: 301-796-4253 
Fax: 301-796-9883 
stacey.min@fda.hhs.gov 

  

Page 2 of 2

2/22/2012
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 203100 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Gilead Sciences, Inc. 
Attention: Christophe Beraud, Ph.D. 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 
 
 
Dear Dr. Christophe Beraud: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) forElvitegravir/Cobicistat/Emtricitabine/Tenofovir 
Disoproxil Fumarate 150 mg/150 mg/200 mg/300 mg Tablets and to our 1/20/2012, letter 
requesting sample materials for methods validation testing. 
 
We acknowledge receipt on 2/14/2012 and 2/16/2012, of the sample materials and 
documentation that you sent to the Division of Pharmaceutical Analysis (DPA) in St. Louis. 
 
If you have questions, you may contact me by telephone (314-539-3813), FAX (314-539-2113), 
or email (James.Allgire@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
James F. Allgire 
Team Leader 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 

Reference ID: 3089190
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   February 15, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100 Follow-Up Biometrics Comments 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 

Reference ID: 3087939



 

 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   February 15, 2012 

 
NDA:   203100  
 
Drug:   elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  

(EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet 
Regimen (STR) 

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Wen Zeng, Ph.D., Biometrics Reviewer 
 
Concurrence:  Fraser Smith, Ph.D., Biometrics Acting Team Lead 

   
Subject:  NDA 203100  
Please refer to your NDA 203-100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your 
January 10, 2012, submission consisting of your response to our December 23, 2011, filing letter 
comments. We have reviewed your submission and have the one additional follow-up question 
for clarification. 
 
Comment 2 (December 23, 2011) 
If RandDate is the generation date of the final randomization list, it appears that the full 
randomization list for study GS-US-236-0103 was generated after the last subject was 
randomized, which contradicts the  SOP-OP-002. Please provide an 
explanation. 
 
Gilead’s Response (January 10, 2012) 
In the final Randomization list provided by (Gilead IVRS vendor), file name  
“gs-us-236-0103-final-randlist-ver-1.pdf”, the field “randdate” is intended to define the date on 
which the list was generated. In this case, the date displayed in this field is incorrect due to 
typographic error in the programming code used to generate the PDF file. It should display 
08 Jan 2010, but instead it incorrectly displays 08 Dec 2010. can provide the original 
copy of the final randomization list in .csv format if desired, which will provide evidence that the 
list was created on 08 Jan 2010. Once created on 08 Jan 2010, the randomization list was written 
to a secure read-only drive preventing alteration.  has confirmed that the list was not 
altered after 08 Jan 2010. This error is a date/versioning error within the randomization list and 
had no functional impact on the system or randomization logic. All subjects were randomized 
after the creation of the list. 

Reference ID: 3087939
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Follow-up Comment from FDA 
Yes, please provide the original copy of the final randomization list in .csv format.  In addition, 
please clarify how the typographical error in the programming code used to generate the PDF file 
occurred.  Please submit the programming code used to generate the PDF file as well as the 
IVRS log file in the original randomization order.  

 
We are providing this above information via electronic facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3087939
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  February 2, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Clinical Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 

Reference ID: 3081904



 

 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   February 2, 2012 

 
NDA:   203100  
 
Drug:   elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  

(EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet 
Regimen (STR) 

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Adam Sherwat, M.D., Medical Officer 
 
Concurrence:  Linda Lewis, M.D., Medical Team Lead 

   
Subject:  NDA 203100 Clinical Information Request 
Please refer to your NDA 203-100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your 
October 26, 2011, submission consisting of your original application of NDA 203-100. We have 
the following request for additional information. 
 
Clinical Comments: 
 
Please provide additional details (e.g. a step-wise procedure) as to how you derived Table 11-12 
and 11-13 in the Week 48 Interim Clinical Study Report for GS-US-236-0103.  We are having 
difficultly confirming your results, which also appear in the draft label.  Please specify the 
analysis variables that were used to select the subject population.  For example, foot note 'b' 
specifies that only subjects with non-missing spine or hip BMD for the baseline visit and at least 
one post-baseline visit were included in the DEXA substudy analysis set.  Is this subpopulation 
automatically selected for when applying the "DEXA substudy flag"?  

 
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  

Reference ID: 3081904



       
 

 
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3081904
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From: Linda McBride
To: David, Jeannie C
Cc: Regulatory Archives; Min, Stacey
Subject: RE: NDA 203100
Date: Monday, January 23, 2012 8:59:33 PM

Dear Jeannie,
All the sites involved with the DS or DP manufacturing, testing, packaging and
labeling for the Access quad tablets are identified in the NDA, therefore not
amendment is required.
 
If you have any further comments or questions, please don’t hesitate to ask.
 
Best regards,
Linda
Linda McBride, R.Ph., RAC
Regulatory Affairs
Gilead Sciences, Inc.
Email:   linda.mcbride@gilead.com
Phone:  650.524.3854

 

From: David, Jeannie C [mailto:Jeannie.David@fda.hhs.gov] 
Sent: Friday, January 20, 2012 2:45 PM
To: Linda McBride
Cc: Regulatory Archives; Min, Stacey
Subject: NDA 203100
 
Dear Linda,
 
As discussed in our call today, please respond to the following information request:

Please verify that all sites that are involved with DS or DP manufacturing, testing, packaging and
labeling for the Access quad tablet are identified in the NDA. If any additional sites are involved
for the Access tablet, please amend the NDA with the appropriate establishment information
(e.g., function(s), local site contact information, etc.).

If there are any further questions, please let me know.

Regards,

Jeannie

Jeannie David, MS 
Regulatory Health Project Manager 
CDER/OPS/ONDQA 
Food and Drug Administration 
10903 New Hampshire Avenue 
Building 22, Room 1475 

Reference ID: 3083797



Silver Spring, MD 20993 
Phone: (301) 796-4247 
Fax: (301) 796-9877 
jeannie.david@fda.hhs.gov

Reference ID: 3083797
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From: David, Jeannie C
To: "Linda McBride"
Cc: Regulatory Archives; Min, Stacey
Subject: NDA 203100
Date: Friday, January 20, 2012 5:44:00 PM

Dear Linda,
 
As discussed in our call today, please respond to the following information request:

Please verify that all sites that are involved with DS or DP manufacturing, testing, packaging
and labeling for the Access quad tablet are identified in the NDA. If any additional sites are
involved for the Access tablet, please amend the NDA with the appropriate establishment
information (e.g., function(s), local site contact information, etc.).

If there are any further questions, please let me know.

Regards,

Jeannie

Jeannie David, MS 
Regulatory Health Project Manager 
CDER/OPS/ONDQA 
Food and Drug Administration 
10903 New Hampshire Avenue 
Building 22, Room 1475 
Silver Spring, MD 20993 
Phone: (301) 796-4247 
Fax: (301) 796-9877 
jeannie.david@fda.hhs.gov

Reference ID: 3075413



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

JEANNIE C DAVID
01/23/2012

Reference ID: 3075413



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 203100 
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
Gilead Sciences, Inc. 
Attention: Christophe Beraud, Ph.D. 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 
 
 
Dear Dr. Christophe Beraud: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Elvitegravir/Cobicistat/Emtricitabine/Tenofovir 
Disoproxil Fumarate 150 mg/150 mg/ 200 mg/300 mg Tablet.  
 
We will be performing methods validation studies on 
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir Disoproxil Fumarate 150 mg/150 mg/ 200 
mg/300 mg Tablet, as described in NDA 203100 
 
In order to perform the necessary testing, we request the following sample materials and 
equipments: 
 
Samples and Reference Standards 

30 Elvitegravir/Cobicistat/Emtricitabine/Tenofovir Disoproxil Fumarate 150 
mg/150 mg/ 200 mg/300 mg Tablet 

100 mg Elvitegravir (EVG) Reference Standard 
100 mg Cobicistat (COBI) Reference Standard 
150 mg Emtricitabine (FTC) Reference Standard 
225 mg Tenofovir DF (TDF) Reference Standard 
100 mg EVG/COBI/FTC/TDF system suitability standard 

Reference ID: 3075164

(b) (4)



NDA 203110 
Page 2 
 

 
Equipment  

 
Forward these materials via express or overnight mail to: 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: James F. Allgire 
1114 Market Street, Room 1002 
St. Louis, MO  63101 

 
Please notify me upon receipt of this letter.  If you have questions, you may contact me by 
telephone (314-539-3813), FAX (314-539-2113), or email (James.Allgire@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
James F. Allgire 
Team Leader 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 

Reference ID: 3075164
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   January 18, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Clinical Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 

Reference ID: 3073605



 

 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   January 18, 2012 

 
NDA:   203100  
 
Drug:   elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  

(EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet 
Regimen (STR) 

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Adam Sherwat, M.D., Medical Officer 
 
Concurrence:  Linda Lewis, M.D., Medical Team Lead 

   
Subject:  NDA 203100 Clinical Information Request 
Please refer to your NDA 203-100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your 
October 26, 2011, submission consisting of your original application of NDA 203-100. We have 
the following request for additional information. 
 
Clinical Comments: 
 
1. Please provide the location of the dataset for Study GS-US-236-0102 and Study GS-US-236-

0103 that contains the subjects’ vital signs (e.g., blood pressure, pulse, and temperature).  
Please note that the only content of the dataset labeled ‘vital signs’ in the submission was 
height and weight. 

 
2. If testing for the genetic polymorphism ABCC2 was performed for any of the subjects who 

developed renally-related AEs, please provide those results. 
 

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 
 
 

  

Reference ID: 3073605



       
 

 
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3073605
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   January 11, 2012   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Virology Information Request 

Total number of pages including cover:    3 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 

Reference ID: 3070551





       
 

 
 

 
 

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3070551
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 203100 INFORMATION REQUEST 

 
 
Gilead Sciences, Inc. 
Attention: Christophe Beraud, Ph.D. 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 
 
 
Dear Dr. Beraud: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate 
(EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet Regimen (STR). 
 
We are reviewing the Chemistry, Manufacturing and Controls sections of your submission and have the 
following comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 
 
Please provide your responses to the following requests no later than January 20, 2012: 

 
1. Provide data to support the selection of 2% polysorbate 80 for the proposed dissolution medium 

for each API. 
 
Responses to the remainder of the requests may be provided by January 27, 2012: 
 

2. FDA regulations require an applicant to submit with each application either an Environmental 
Assessment (EA) or a claim of categorical exclusion. According to information provided under 
NDA 203100, the expected introduction concentrations (EICs) for elvitegravir, cobicistat and 
emtricitabine will be below 1 ppb and, therefore, eligible for categorical exclusion under 
21CFR25.31(b). 

 
Please submit claims for categorical exclusion for elvitegravir, cobicistat and emtricitabine as 
described at 
http://www.fda.gov/AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/CDER/ucm
088977.htm. 
 
As a reminder the EIC is calculated based on anticipated patient use of the highest annual 
quantity of the active moieties expected to be produced for use during the next five years; the 
quantity used in all dosage forms and strengths included in this application and your related 
applications. 
 
An EA is required for the active ingredient, tenofovir disoproxil fumarate (TDF).  As the EA for 
TDF is submitted to NDA 21-356, please update the EA for TDF in NDA 21-356 as appropriate, 

Reference ID: 3069448
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   December 28, 2011   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Clinical Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   December 28, 2011 

 
NDA:   203100  
 
Drug:   elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  

(EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet 
Regimen (STR) 

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Adam Sherwat, M.D., Medical Officer 
 
Concurrence:  Linda Lewis, M.D., Medical Team Lead 

   
Subject:  NDA 203100 Clinical Information Request 
Please refer to your NDA 203-100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your 
October 26, 2011, submission consisting of your original application of NDA 203-100. We have 
the following request for additional information. 
 
Clinical Comments: 
 
1.  Please provide full subject narratives in the same format as Section 15.2 (Narratives of 

Deaths, Serious Adverse Events, and Certain Other Significant Adverse Events) of the Week 
48 Interim Clinical Study Report for studies 236-0102 and 236-0103 for the following 
subjects: 

 
2058-6709 
2675-6010 
0033-6681 
2493-7299 
0663-7326 
3957-7510 
 

In addition, include any available follow-up information beyond Week 48. 
 

2.  Please provide your reference range (i.e. normal range of values) for the laboratory parameter 
“fractional excretion of phosphate.”  Please also provide your basis for choosing the 
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reference range (e.g. was the reference range provided by the laboratory, was it based on the 
scientific literature, etc).  

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3064736
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Min, Stacey 

From: Min, Stacey
Sent: Tuesday, December 27, 2011 10:31 AM
To: 'Christophe Beraud'
Subject: RE: NDA 203100 - Coding Dictionary Request

Page 1 of 1

12/27/2011

Dear Christophe: 
  
Yes, what we're looking for is information on who is assigned to match verbatim terms to MedDRA preferred terms during 
data collection, what instructions they're given to do that, how consistency is assured if more than one person does this 
task, and then we may need the listing of all verbatim terms as matched to preferred term as offered in the email below.  
  
Please let me know if you have additional follow-up questions. 
  
Regards, 
Stacey 
 
 

From: Christophe Beraud [mailto:Christophe.Beraud@gilead.com]  
Sent: Friday, December 23, 2011 3:55 PM 
To: Min, Stacey 
Cc: Christophe Beraud; Regulatory Archives 
Subject: NDA 203100 - Coding Dictionary Request 
 
Dear Stacey: 
  
I wanted to follow-up on the request for the coding dictionary in the filing letter dated 23 December 2011: 
  

.  
  
I was informed by our Biometrics group that both the adverse event verbatim and preferred terms are present in the 
SDTM AE domain. The verbatim term is AETERM and the preferred term is AEDECOD in the SDTM AE domain. 
  
Would you please clarify whether the information contained in the datasets submitted in not sufficient and that you want a 
separate SAS dataset that contains all unique AETERM-AEDECOD combinations? 
  
Thank you in advance for the clarification. 
  
Kind regards, 
  
Christophe 
  
  
  
  
Christophe Beraud, PhD | Associate Director, Regulatory Affairs | Gilead Sciences, Inc. | 333 Lakeside Drive | Foster 
City, CA 94404 USA | Phone 650 522 5093 | Fax 650 522 5489 | Email christophe.beraud@gilead.com 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 203-100 
 FILING COMMUNICATION 
 
Gilead Sciences, Inc.  
Attention:  Christophe Beraud, Ph.D.  
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA  94404 
 
 
Dear Dr. Beraud: 
 
Please refer to your New Drug Application (NDA) dated October 26, 2011, received October 27, 
2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg Single Tablet Regimen (STR). 
 
We also refer to your amendments dated October 27, 2011, November 16, 2011, November 21, 
2011, November 28, 2011, and December 14, 2011. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is August 27, 
2012. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by July 9, 2012. 
 
During our filing review of your application, we identified the following potential review issues: 

 
 Our initial filing review identified renal adverse events as a potential safety signal for this 

product.  Please provide any additional information available related to the renal status of 
the subjects in clinical trials GS-US-236-0102, GS-US-236-0103, and GS-US-236-0104 
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who experienced a renal adverse event of interest, discontinued study drug due to renal 
causes, or had notable renal laboratory abnormalities.    

 
We note that females only comprised 10% of the study population in the pivotal phase 3 
trials (GS-US-236-0102 & GS-US-236-0103).  The limited safety and efficacy evaluation 
in females may need to be reflected in product labeling. Additionally, safety concerns 
may need to be addressed in a postmarketing trial. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application. 
 
We request that you submit the following information: 
 
Clinical and Statistical Information:  

 
1. Please provide a “coding dictionary” that consists of a list of all investigator verbatim 
 terms and the preferred terms to which they were mapped. It is most helpful if this 
 comes in as a SAS transport file so that it can be sorted as needed; however, if it is 
 submitted as a PDF document, it should be submitted in both directions (verbatim -
 > preferred and preferred -> verbatim).  If you already submitted a “coding dictionary, 
 please indicate its location in  the submission. 

 
2. If RandDate is the generation date of the final randomization list, it appears that the full 

randomization list for study GS-US-236-0103 was generated after the last subject was 
randomized, which contradicts the  SOP-OP-002. Please provide an 
explanation. 

 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a  waiver of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the  waiver 
request is denied. 
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We acknowledge receipt of your request for a  deferral of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the  deferral 
request is denied. 
 
If you have any questions, call Stacey Min, Pharm.D., Regulatory Project Manager, at (301) 796-
4253. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Debra Birnkrant, M.D. 
Director 
Division of Antiviral Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   December 22, 2011   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Clinical Information Request 

Total number of pages including cover:    3 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   December 22, 2011 

 
NDA:   203100  
 
Drug:   elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  

(EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet 
Regimen (STR) 

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Adam Sherwat, M.D., Medical Officer 
 
Concurrence:  Linda Lewis, M.D., Medical Team Lead 

   
Subject:  NDA 203100 Clinical Information Request 
Please refer to your NDA 203-100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your 
October 26, 2011, submission consisting of your original application of NDA 203-100. We have 
the following questions and requests for information. 
 
Clinical Comments: 
 
1.  Please provide additional details as to how you derived Table 18.2 in the ISS ("Treatment-

emergent laboratory abnormalities, studies GS-US-236-0102 and GS-US-236-0103, Safety 
Analysis Set").  We are having difficultly confirming your results.  Specifically, what 
variables were used to calculate the proportions of patients with each grade laboratory 
abnormality (e.g. was "analysis criteria 2" used, was the "safety analysis flag" used, were 
only labs drawn from specific visits used, etc.)? 

 
2.   Please explain why there are two blood chemistry datasets (i.e. "Chemistry 1" and 

"Chemistry 2") under "Parameter Category 1" which contain the same variables. Were both 
of these datasets (i.e.  Chemistry 1 and Chemistry 2) used in creating your laboratory safety 
tables and performing your safety analyses? 

 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
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_____________________________ 
    Stacey Min, Pharm.D. 

    Regulatory Project Manager 
    Division of Antiviral Products 

    Center for Drug Evaluation and Research 
    Food and Drug Administration 
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   December 8, 2011   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, Virology Information Request 

Total number of pages including cover:    3 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   December 8, 2011 

 
NDA:   203-100  
 
Drug:   elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  

(EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet 
Regimen (STR) 

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Sung Rhee, Ph.D., Clinical Virology Reviewer 
   Takashi Komatsu, Ph.D., Clinical Virology Reviewer 
 
Concurrence:  Julian O’Rear, Ph.D., Clinical Virology Team Lead 

   
Subject:  NDA 203-100 Virology Information Request 
Please refer to your NDA 203-100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your 
October 26, 2011, submission consisting of your original application of NDA 203-100. Please 
provide the following information to the NDA as soon as possible. 
 
Clinical Virology Comment: 
 
We noticed that columns for some IN, PR, and RT amino acid positions are not present in your 
ADVIRO resistance datasets.  Please provide (or locate) revised datasets or an explanation as to 
why columns for some residues were deleted in the datasets. 
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
    Center for Drug Evaluation and Research 

    Food and Drug Administration 

Reference ID: 3055934
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Food and Drug Administration
Center for Drug Evaluation and Research

Office of Antimicrobial Products
Division of Antiviral Products

 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   November 16, 2011   

To: Christophe Beraud, Ph.D. 
Senior Manager, Regulatory Affairs 

 From: Stacey Min, Pharm.D. 
Division of  Antiviral Products 

Company: Gilead Sciences, Inc.  Title: Regulatory Project Manager 

Fax number: 650-522-5489  Fax number:  301-796-9883 

Phone number: 650-522-5093  Phone number:  301-796-4253 

Subject: NDA 203100, CMC Information Request 

Total number of pages including cover:    4 

Comments: 

Document will not be faxed or mailed. This facsimile will be provided by electronic 
mail. Please reply by email to acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1500.  Thank you. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Products 
Food and Drug Administration 
Silver Spring, MD 20993 
 

 
Date:   November 16, 2011 

 
NDA:   203-100  
 
Drug:   elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate  

(EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet 
Regimen (STR) 

 
To:   Christophe Beraud, Ph.D, Senior Manager, Regulatory Affairs 

 
Sponsor:  Gilead Sciences, Inc. 

 
From:   Stacey Min, Pharm.D., Regulatory Project Manager  
 
Through:  Milton Sloan, Ph.D., CMC Reviewer 
   Celia Cruz, Ph.D., CMC Reviewer 
   Fuqiang Liu, Ph.D., CMC Reviewer 
 
Concurrence:  Stephen Miller, Ph.D., CMC Lead   
   Rapti Madurawe, Ph.D., CMC Branch Chief 

   
Subject:  NDA 203-100 CMC Information Request 
Please refer to your NDA 203-100 for Single Tablet Regimen (STR) of 
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate (EVG/COBI/FTC/TDF) 
150/150/200/300 mg for the treatment of HIV-1 infection in adults. We also refer to your 
October 26, 2011, submission consisting of your original application of NDA 203-100. Please 
provide the following information to the NDA as soon as possible. 
 
CMC Comment: 
 
Please submit cross reference to current CMC information in a DMF or NDA for emtricitabine 
and tenofovir and indicate the specific locations (submission number, volume, file name, etc.,) 
where the referenced information can be found.  
 
We are providing this above information via telephone facsimile for your convenience. 
THIS MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE. 
Please feel free to contact me at 301-796-4253 if you have any questions regarding the 
contents of this transmission. 
 

  
_____________________________ 

    Stacey Min, Pharm.D. 
    Regulatory Project Manager 

    Division of Antiviral Products 
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 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 203100  

NDA ACKNOWLEDGMENT 
 
Gilead Sciences, Inc.  
Attention:  Christophe Beraud, Ph.D.  
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA  94404 
 
 
Dear Dr. Beraud: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Elvitegravir/Cobicistat/Emtricitabine/Tenofovir Disoproxil Fumarate 

(EVG/COBI/FTC/TDF) 150/150/200/300 mg Single Tablet Regimen 
(STR) 

 
Date of Application: October 26, 2011 
 
Date of Receipt: October 27, 2011 
 
Our Reference Number:  NDA 203100 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on December 26, 2011, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57.  
 
FDAAA TITLE VIII RESPONSIBILITIES 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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SUBMISSION REQUIREMENTS 
 
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Antiviral Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have questions, call me at (301) 796-4253. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Stacey Min, Pharm.D. 
Regulatory Project Manager 
Division of Antiviral Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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