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EXCLUSIVITY SUMMARY

NDA # 204671  SUPPL # HFD # 530

Trade Name  SOVALDI

Generic Name  sofosbuvir

Applicant Name  Gilead Sciences, Inc.    

Approval Date, If Known  December 6, 2013

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(1)

c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.   

N/A

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             

          
N/A
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d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

5 Years

e) Has pediatric exclusivity been granted for this Active Moiety?
YES NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request?
   
     

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or 
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has 
not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety.

                  YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).
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NDA#

NDA#

NDA#

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)  

YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).  

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
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the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation. 

YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement?

YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness 
of this drug product and a statement that the publicly available data would not independently 
support approval of the application?

YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO.

YES NO 

     If yes, explain:                                     

                                                        

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
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demonstrate the safety and effectiveness of this drug product? 

YES NO 

     If yes, explain:                                         

                                                        

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations 
submitted in the application that are essential to the approval:

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.  

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.")

Investigation #1    YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product?

Investigation #1 YES NO 

Reference ID: 3418183



Page 6

Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"):

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND # YES  !  NO   
!  Explain: 

                          
             

Investigation #2 !
!

IND # YES !  NO   
!  Explain: 

                               
   

                                                            
(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
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interest provided substantial support for the study?

Investigation #1 !
!

YES !  NO   
Explain: !  Explain: 

   

Investigation #2 !
!

YES   !  NO   
Explain: !  Explain:

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES NO 

If yes, explain:  

=================================================================
                                                      
Name of person completing form:  Linda C. Onaga, MPH                   
Title:  Regulatory Project Manager
Date:  November 12, 2013

                                                      
Name of Office/Division Director signing form:  Debra Birnkrant, MD
Title:  Director
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Version:  12/09/2013

 [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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From: Mosaddegh, Sohail
To: shalini.gidwani@gilead.com
Subject: 204671 - container labeling
Date: Monday, November 25, 2013 12:06:00 PM

Please relocate the net quantity (i.e. 28 tablets) away from the strength statement (i.e. 400 mg) on the
container labels to avoid confusion between the two numbers (next to NDC number for example).
thanks

Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS
Regulatory Health Project Manager
FDA/CDER/OND/OAP/Division of Antiviral Products
10903 New Hampshire Ave., Bldg. 22, Room 6223
Silver Spring, MD 20993-0002
Phone: (301) 796-4876
Fax: (301) 796-9883
Email: Sohail.Mosaddegh@FDA.HHS.GOV

Reference ID: 3412550



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

SOHAIL MOSADDEGH
11/25/2013

Reference ID: 3412550



_________________________________________________________________________________________________ 
DAVP/HFD-530 • 10903 New Hampshire Ave • Silver Spring, MD 20903 • (301) 796-1500 • Fax: (301) 796-9883 

 

 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 
 

NDA:  204671 
 

Drug:  sofosbuvir 
 

Date:  November 21, 2013 
 

To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 

Sponsor: Gilead Sciences, Inc. 
 

From:   Linda C. Onaga, MPH 
 

      
Subject: NDA 204671  PMR/PMCs 
______________________________________________________________________________ 
Please reference your new drug application for sofosbuvir.  The following comments are being 
conveyed on behalf of the review team for your application.   
 
Please find attached the Division’ proposed list of post marketing requirements and 
commitments for NDA 204671.   
 
Please review, comment, and provide your response no later than 4:00PM EST (1:00 PM PST) 
on November 22, 2013.  

 
 

We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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Study Completion:  MM/YY 
Final Report Submission:  MM/YY 

 
7. Determine the phenotypic susceptibility of sofosbuvir against: 

 
HCV replicons Substitution 
Genotype 1a  L159F 

L159F + L320F 
LI59F + C316N 
C316N, H, and F 
L320F, S282R, and L320F + S282R 
D61G 
D61G + N62H, D and N  

Genotype 1b L159F 
L159F+L320F 
L159F+C316N 
C316N, H, and F 
E440G 

Genotype 2b L159F 
L159F+L320F 
L159F+C316N 

Genotype 3a L159F 
L159F+L320F 
L159F+C316N 
K211R 
V321A 
P540L 
T542A 

Final Protocol Submission: MM/YY 
Study Completion:  MM/YY 
Final Report Submission:  MM/YY 

 
Postmarketing Commitments 
8. Submit the final study report and datasets for the ongoing trial GS-US-334-0133 

(VALENCE), entitled, “A Phase 3, Multicenter, Randomized, Double-Blind, Placebo-
Controlled Study to Investigate the Efficacy and Safety of GS-7977 + Ribavirin for 12 
Weeks in Treatment Naïve and Treatment Experienced Subjects with Chronic Genotype 
2 or 3 HCV Infection”. 

 
Final Protocol Submission: MM/YY 
Study Completion:  MM/YY 
Final Report Submission:  MM/YY 

 
9. Submit the final study report and datasets for the ongoing trial GS-US-334-0123 

(PHOTON-1), entitled, “A Phase 3, Open-label Study to Investigate the Efficacy and 
Safety of GS-7977 plus Ribavirin in Chronic Genotype 1, 2 and 3 Hepatitis C Virus 
(HCV) and Human Immunodeficiency Virus (HIV) Co-infected Subjects”. 

 
Final Protocol Submission: MM/YY 
Study Completion:  MM/YY 
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Final Report Submission:  MM/YY 
 
10. Submit the final study report and datasets for the ongoing trial GS-US-334-0109, entitled, 

“An Open-Label Study of GS-7977 + Ribavirin with or without Peginterferon Alfa-2a in 
Subjects with Chronic HCV Infection who Participated in Prior Gilead HCV Studies”.  

 
Final Protocol Submission: MM/YY 
Study Completion:  MM/YY 
Final Report Submission:  MM/YY 

 
11. Submit the final study report and datasets for the ongoing trial GS-US-334-0153, entitled, 

“A Phase 3B Randomized, Open-Label, Multi-Center Trial Assessing Sofosbuvir + 
Ribavirin for 16 or 24 Weeks and Sofosbuvir + Pegylated Interferon + Ribavirin for 12 
Weeks in Subjects with Genotype 2 or 3 Chronic HCV Infection”. 

 
Final Protocol Submission: MM/YY 
Study Completion:  MM/YY 
Final Report Submission:  MM/YY 

 
12. Submit the final study report and datasets for the ongoing trial GS-US-334-0126, entitled, 

“A Phase 2, Multicenter, Open-Label Study to Investigate the Safety and Efficacy of GS-
7977 and Ribavirin for 24 weeks in Subjects with Recurrent Chronic HCV Post Liver 
Transplant”. 

 
Final Protocol Submission: MM/YY 
Study Completion:  MM/YY 
Final Report Submission:  MM/YY 

 
13. Submit the final study report and datasets for the ongoing trial GS-US-334-0125, entitled, 

“A Phase 2, Multicenter, Open-Label, Randomized Study to Investigate the Safety and 
Efficacy of GS-7977 and Ribavirin Administered for 48 weeks in Patients Infected with 
Chronic HCV with Cirrhosis and Portal Hypertension with or without Liver 
Decompensation”. 

 
Final Protocol Submission: MM/YY 
Study Completion:  MM/YY 
Final Report Submission:  MM/YY 

 
14. Submit an interim study report from the ongoing trial GS-US-248-0122, entitled, “A 

Long Term Follow-up Registry for Subjects Who Achieve a Sustained Virologic 
Response to Treatment in Gilead-Sponsored Trials in Subjects with Chronic Hepatitis C 
Infection”, with the three year follow-up data from: P7977-1231 (FISSION), GS-US-334-
0107 (POSITRON), GS-US-334-0108 (FUSION), GS-US-334-0110 (NEUTRINO), GS-
US-334-0133 (VALENCE), GS-US-334-0123 (PHOTON-1). 

 
Final Protocol Submission: MM/YY 
Study Completion:  MM/YY 
Final Report Submission:  MM/YY 
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MEMORANDUM of TELECONFERENCE

MEETING DATE: November 20, 2013
TIME: 12:30 PM, EST
LOCATION: WO 22, Room 3201
APPLICATION: NDA 204671
DRUG NAME: Sovaldi (sofosbuvir)
SPONSOR:                            Gilead
TYPE OF MEETING: Proprietary Name

FDA ATTENDEES:

Morgan Walker, Acting Team Leader, DMEPA
Todd Bridges, Acting Deputy Director, DMEPA
Danyal Chaudhry, Safety Regulatory Project Manager

SPONSOR ATTENDEES:

Dr. David Pizzuti, VP, Regulatory Affairs
Dr. John McHuthison, Senior VP, Liver Disease Therapeutics
Kevin Young, Exec VP, Commercial
Joe Steele, VP, Commercial Strategy
Gretchen Stroud, Senior Director, Trademarks
Shalini Gidwani , Associate Director, Regulatory affairs

MEETING OBJECTIVES:

FDA requested the teleconference to inform Gilead of acceptability of their primary proprietary name, 
“Sovaldi”.

DISCUSSION:

FDA informed Gilead that their name, “Sovaldi” has been found acceptable.  FDA advised Gilead to 
work with the Division of Anti-Viral Prodcucts to update the label and labeling with their proprietary 
name.  
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***For Internal Use Only*** 

Denied Proprietary Name: Sovaldi
IND 106739; NDA 204671

Sponsor: Gilead Sciences, Inc.
Sponsor Teleconference August 7, 2013, 1:00 PM Location: WO. 22, Rm 5201

Purpose of Sponsor Requested Teleconference:
Gilead requesting teleconference after proprietary name “Sovaldi” denied under IND 
106739 (NME Program NDA 204671 in-house for review) to discuss next steps for name 
submission

Discussion & Agreements:

Gilead inquired about the process and methodology that the FDA uses to evaluate proprietary 
name requests and FDA communicated that information regarding processes used to evaluate 
name requests is available at the FDA homepage.

FDA stated that Gilead could submit an alternate proprietary name for review to their 
application along with other names for a preliminary evaluation, however if additional names 
are submitted for review, the originally proposed name would no longer be reviewed for 
consideration. FDA further clarified that an alternate name submitted can be withdrawn at 
any time and the original name can be re-submitted for review. FDA stated that it evaluates 
and communicates with sponsors regarding a proposed proprietary name that after 
submission is being evaluated.

Gilead made reference to a communication from 7/25/13 regarding their proposed proprietary 
name. FDA will respond to the communication as appropriate and clarified to Gilead that it 
will only communicate review findings that are specific to their application.

Meeting Participants:

FDA:

Morgan Walker, PharmD, MBA, Reviewer, Division of Medication Error Prevention and 
Analysis

Jamie Wilkins Parker, PharmD, Team Leader, Division of Medication Error Prevention and 
Analysis

Danyal Chaudhry: Safety Regulatory Health Project Manager, Office of Surveillance & 
Epidemiology
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Gilead Sciences, Inc:
Dr. David Pizzuti, Vice-President, Regulatory Affairs
Joe Steele, Vice-President, Commercial Strategy
Dr. Bittoo Kanwar, Clinical Team
Patrick Lamy, Senior Director, Commercial Strategy
Shalini Gidwani, Associate Director, Regulatory Affairs
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***For Internal Use Only*** 

Denied Proprietary Name: Sovaldi
NDA 204671

Sponsor: Gilead Sciences, Inc.
Sponsor Teleconference August 27, 2013, 11:30 AM Location: WO. 22, Rm 3266

Purpose of FDA Requested Teleconference:
To discuss Gilead’s communications from July 25 and August 15, 2013 regarding their 
proprietary name request.

Discussion & Agreements:

FDA stated that Gilead’s communications appeared to be a request for re-consideration of 
Gilead’s originally proposed proprietary name and that Gilead should formally submit this re-
consideration request to their NDA indicating their choice of the preferred name. Gilead 
agreed to formally submit the re-consideration request by Friday, August, 30, 2013. 

Meeting Participants:

FDA:

Morgan Walker, PharmD, MBA, Reviewer, Division of Medication Error Prevention and 
Analysis

Jamie Wilkins Parker, PharmD, Team Leader, Division of Medication Error Prevention and 
Analysis

Danyal Chaudhry: Safety Regulatory Health Project Manager, Office of Surveillance & 
Epidemiology

Gilead Sciences, Inc:

Dr. David Pizzuti, VP, Regulatory Affairs
Dr. Tobias Peschel, VP, Drug Safety and Public Health
Dr. Mani Subramanian, VP, Liver Disease Therapeutic affairs
Joe Steele, VP, Commercial Strategy
Shalini Gidwani, Associate Director, Regulatory affairs
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Version: 06/27/2013

MEMORANDUM OF TELECONFERENCE

Teleconference Date:  October 29, 2013

Application Number: NDA 204671
Product Name: sofosbuvir
Sponsor/Applicant Name: Gilead Sciences, Inc.

Subject: Manufacturing Testing Site Gilead Foster City 

FDA Participants :

1. Edward Cox, MD, MPH, OAP
2. Debra Birnkrant, MD, DAVP
3. Tara Gooen, Branch Chief, OC/OMPQ/DGMPA
4. David Doleski, BS, Director, Division of Good Manufacturing Practice Assessment (DGMPA)

5. Mahesh Ramanadham, PharmD., M.B.A., OC/OMPQ
6. Krishnakali Ghosh, MSc., PhD, OC/ OMPQ
7. Rapti Madurawe, PhD ONDQA
8. Stephen Miller, PhD, ONDQA
9. Sohail Mosaddegh, PharmD, Regulatory Project Manager, DAVP
10. George Lunn, PhD, ONDQA
11. Sarah Connelly, MD, DAVP
12. Poonam Mishra, MD, DAVP
13. Linda Onaga, MPH, Regulatory Project Manager, DAVP
14. Karen Winestock, DAVP
15. Stephanie Yao, FDA Press Office

Sponsor/Applicant Participants

1. Norbert Bischofberger, Ph.D., Executive Vice President, Research and Development 
2. Taiyin Yang, Ph.D., Senior Vice President, Pharmaceutical Development and 

Manufacturing
3. John McHutchison, MD, Senior Vice President, Liver Disease Therapeutics
4. Reza Oliyai, PhD, Vice President, Pharmaceutical Development and Manufacturing
5. David Pizzuti, MD, Vice President, Regulatory Affairs
6. Gary Visor, Vice President, Analytical Operations
7. Tammis Matzinger, Senior Director, QA
8. Shalini Gidwani, M.Sc, RAC, Associate Director, Regulatory Affairs

1.0 BACKGROUND

Foster City – Testing Site 
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The Agency and Gilead Sciences discussed inspectional issues identified at Foster City facility 
site.  The Agency sent Gilead two options to support an approval recommendation from the Office 
of Manufacturing and Product Quality (OMPQ).  A conference call has been scheduled with 
Gilead for October 29, 2013 to discuss the options listed below. OMPQ would prefer Option 1, 
but will like to provide an opportunity to Gilead Sciences to present any alternate proposals that 
would also be acceptable to FDA. The following two options will be proposed:

Option 1 (Facility Withdrawal as Quality Control Testing Lab) Performed prior to action 
date:

A. Remove Gilead Foster City as a testing site for Drug Substance and Drug Product release 

and stability testing operations from the application via an amendment to NDA 204671. 

Transfer stability studies along with API and final product testing responsibilities to a 

CGMP compliant testing lab already listed in the application  

  Gilead may continue to perform the final product release for 

Sofosbuvir.  Also, submit a list of manufactured batches intended for distribution with lot 

numbers, sizes of the lots, and projected ability to meet market demand with those lots to 

FDA by November 15, 2013.

Post-Marketing:

Using an independent, expert third party, evaluate the commercial batches tested for 
release and stability at Gilead Foster City as described in Option 2. Submit the evaluation 
report to FDA by December 8, 2013.  This report must be received at least 1 day prior to 
distribution. A copy of the report must be maintained at Gilead Foster City for future on-
site inspections.

Option 2: Post-Marketing:

1. Gilead will retain an independent, expert party that will, prior to the distribution of 
each batch, review all records for all testing operations at Gilead Foster City. The 
expert will review all raw data and equipment audit trails, logbooks and usage logs, 
out of specification investigations, invalidated test  results and retest plans, equipment 
failures, maintenance and calibrations records, QC testing data (raw data, 
chromatograms, print outs and calculations) and:

A. Certify that, based upon the expert's review of all data derived from all 
manufacturing and testing sites, no deviations occurred during the testing of 
the batch that, in the expert's professional opinion, would, during its labeled 
expiration period, adversely affect the safety, identity, strength, quality, or 
purity of the batch or cause the batch to fail to meet any and all applicable 
approved specifications established in its application; or

B. If the expert is unable to make the certification described in subparagraph A 
above, deliver a written report to Gilead, explaining the expert's reasons for 
not certifying the batch, which report shall include:
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 List and description of unexplained discrepancies, adequacy of  
investigations and a scientific analyses of laboratory tests failures with 
appropriate root cause determinations and timely corrective actions

 Justification for the specific basis for invalidating test results, retesting 
products or testing of new samples when indicated

 Assessment on the effect of unexplained discrepancies on the safety, 
identity, strength, quality, or purity of the batch the QA/QC has failed to 
address during review of batch records/test results

 Determination of batch disposition

Additionally, review and certify all testing data associated with the ongoing stability 
studies for Sofosbuvir and ensure that the stability studies are conducted in a timely 
manner under CGMP regulations. Review the adequacy of the corrective actions 
associated with the stability program. Gilead shall not release batches for market 
distribution until one day after this independent, expert certification is received.  Gilead 
may ship product for further processing or holding under quarantine. 

Gilead shall provide summary results of the expert’s reports on a quarterly basis to 
FDA/CDER/OC/OMPQ following approval. Copies of reports should be maintained at 
the Foster City facility and be made immediately available upon request.  Activities for 
this option will continue until receipt of the Field Management Directive-145 
(Establishment Inspection Reports) for the FDA inspections ending on 04/26/2013 and 
10/09/2013.

2.0 DISCUSSION

Gilead received the Agency’s comments and agreed to option number 1.  Gilead will remove 
Foster City as a testing site in the application.  However, Gilead did not agree that option 1 
should be a post-marketing item. 

Gilead identified  as the testing site for all the commercial batches of sofosbuvir. Since there 
is duplication of manufacturing sites in the application, Gilead believed that the post-marketing 
requirement is not necessary.

Gilead will provide the API lot number, maturation, testing information for drug substance and 
drug product, batch and testing information.   

Gilead confirmed that the entire stability program was done at cGMP laboratories which are 
listed in the NDA.  Gilead transferred the stability program from Foster City to  in the 
June/July 2013 timeframe, which was prior to the Foster City inspection for this application.  

The Agency request a document from Gilead identifying the functions of each manufacturing 
facility listed in the application, including what type of tests were conducted at each facility.
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Gilead inquired about the impact of Foster City on ongoing and future applications. The Agency 
recommended a telecon with the Divisions to discuss these issues and its impact on future 
applications.  Prior to the telecom Gilead should include an overall assessment that addresses the 
issues raised in this application.  

3.0 ACTION ITEMS:

Gilead:
1. Submit a letter confirming the drug substance and drug product is not stored or tested at 

Gilead Foster City.
2. Submit a letter removing Foster City as a testing site.
3. Submit a list of drug product lots intended for commercial distribution
4. Submit draft launch plans for sofosbuvir without the use of drug substance from  

5. Submit release and testing site for all lots intended for commercial distribution.
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 
 

MEMORANDUM OF FACSIMILE CORRESPONDENCE 
 
NDA:   204671 
 
Drug:  Sofosbuvir  
 
Date:  November 19, 2013 
 
To:  Shalini Gidwani, MSc, RAC 
  Associate Director, Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:  Linda C. Onaga, Regulatory Project Manager 
 
Subject:   NDA Labeling Comments 
______________________________________________________________________________ 
The attached Microsoft WORD Document was sent to the Sponsor on November 12, 2013 and 
incorporated labeling for NDA 204671. 
 
Please respond by 4:00 PM EST (1:00 PM PST) on November 21, 2013. 
 
We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 

_____________________________ 
Linda C. Onaga, M.P.H. 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3409562
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
        

Division of Antiviral Drug Products
Food and Drug Administration
Silver Spring, MD 20903

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE

NDA: 204671

Drug: sofosbuvir

Date: November 19, 2013

To: Shalini Gidwani, MSc, RAC Regulatory Affairs

Sponsor: Gilead Sciences, Inc.

From: Linda C. Onaga, MPH

Concur: Poonam Mishra, MD, Clinical Reviewer
Sarah Connelly, MD, Cross Discipline Team Lead

Subject: NDA 204671
______________________________________________________________________________
Please reference your new drug application for sofosbuvir.  The following comments are being 
conveyed on behalf of the review team for your application.  

Clinical:

1. 1. Please provide clinical narrative for Subject # 1961-8812 in GS-US-334-0123 
(PHOTON-1) with an investigator-reported AE of pancreatitis considered related to study 
drug.

2. Please comment on the increased incidence of "Asthenia" reported in trial GS-US-334-
0133 (VALENCE).

3. Please comment on the increased frequency of cough and dizziness observed in 
SOF+RBV 24 Weeks treatment groups (Group 2 and 3) in trial GS-US-334-0123 
(PHOTON-1).

4. Please provide data on the number of subjects who have received 48 weeks of SOF+RBV 
in pre-transplant trial P7977-2025, and provide safety information to justify the 48 week 
duration proposed in the label.

Please provide your response no later than noon EST on November 20, 2013.
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We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission.

_____________________________
Linda C. Onaga, MPH

Regulatory Project Manager
Division of Antiviral Products

Office of Antimicrobial Products
Center for Drug Evaluation and Research
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MEMORANDUM OF TELECONFERENCE

Teleconference Date:  September 27, 2013

Application Number: NDA 204671
Product Name: sofosbuvir
Sponsor/Applicant Name: Gilead Sciences, Inc.

Subject: Submission of VALENCE and PHOTON-1 Phase 3 data to support new treatment
regimen in genotype 1 and 3 HCV infection

FDA Participants :

1. Edward Cox, MD, MPH, Director, Office of Antimicrobial Products
2. Debra Birnkrant, MD, Director, Division of Antiviral Products (DAVP)
3. Jeffrey Murray, MD, MPH, Deputy Director, DAVP
4. Poonam Mishra, MD, Clinical Reviewer
5. Sarah Connelly, MD, CDTL
6. Jeffry Florian, PhD, Pharmacometrics Reviewer
7. Karen Qi, PhD, Statistical Reviewer
8. Wen Zeng, PhD, Secondary Statistical Reviewer 
9. Greg Soon, PhD, Statistical Team Lead
10. Dionne Price, PhD, Acting Division Director, DBIV
11. John Lazor, PhD, Director, DCPIV
12. Kim Struble, PharmD, Clinical Team Lead
13. Karen Winestock, CPMS
14. Yaning Wang, PhD, Pharmacometric Team Lead
15. Christopher Ellis, PhD. Acting Pharmacology Toxicology Team Lad
16. Lisa Naeger, PhD, Virology Reviewer
17. Jules O’Rear, PhD, Virology Team Lead
18. Michael Pacanowski, PharmD MPH, Associate Director for Genomics and Targeted 

Therapy 
19. Sarah Dorff, PhD, Pharmacogenomics Reviewer

Sponsor/Applicant Participants

1. John McHutchison, MD, Senior Vice President, Liver Disease Therapeutics
2. Neby Bekele, PhD, Senior Director, Biostatistics
3. Diana Brainard, MD, Senior Director, Clinical Research LDTA
4. Shalini Gidwani, MSc, RAC, Associate Director, Regulatory Affairs
5. William T. Symonds, Pharm D, Project Team Lead/Vice President, Clinical Research 

LDTA
6. Mani Subramanian, MD, Vice President, Liver Disease Therapeutics
7. Paul Tomkins, PhD, Senior Director, Regulatory Affairs
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1.0 BACKGROUND:

The Agency requested a teleconference with Gilead to discuss evidence to support effectiveness 
of sofosbuvir plus pegylated interferon and ribavirin (PEG/RBV) in HCV genotype 1 prior 
PEG/RBV non-responders, and to discuss data on a longer sofosbuvir/ribavirin treatment 
regimen in genotype 1 and 3 HCV-infected patients.  VALENCE (GS-US-334-0133) was a 
Phase 3, multicenter, randomized, double-blind placebo-controlled trial initially designed to 
investigate the efficacy and safety of sofosbuvir plus ribavirin for 12 weeks in treatment naïve 
and treatment experienced patients with chronic hepatitis 2 or 3 infection. Emerging data led to a 
protocol amendment to extend the sofosbuvir plus ribavirin treatment duration to 24 weeks in all 
eligible genotype 3 HCV-infected subjects. PHOTON-1 is a Phase 3, open-label trial to 
investigate the efficacy and safety of sofosbuvir plus ribavirin in chronic genotype 1, 2, and 3 
hepatitis C virus and human immunodeficiency virus co-infection.

2.0 DISCUSSION: 

Genotype 1 HCV Prior PEG/RBV non-responders

Gilead agreed with the Agency’s analysis on treating genotype 1 prior PEG/RBV non-
responders, although their modeling approach differs from the Agency.  The Agency confirmed 
this analysis did not include prior HCV protease inhibitor (PI) non-responders, as data on this 
subgroup are very limited.  Gilead will provide the Agency with their modeling approach and 
prepare a slide for the Advisory Committee presentation on this topic.    

At the time of the teleconference, Gilead did not have data available from prior PEG/RBV non-
responders administered SOF+PEG/RBV in the -0109 trial.  However, on-treatment data and 
early SVR data in a subset of subjects would be available by the late cycle meeting on October 
10, 2013. Gilead will provide this data prior to the LCM meeting to the Agency.  In addition, 
Gilead will add genotype 3 modeling information back in their AC briefing book and add one 
slide to the presentation for genotype 1 prior PEG/RBV non-responders.  

VALENCE and PHOTON-1

The Agency acknowledged receipt of the Gilead’s abstracts on sofosbuvir, which will be 
presented at AASLD in early November.  VALENCE trial supports a longer (24 week) 
sofosbuvir plus ribavirin treatment regimen in genotype 3 patients and PHOTON-1 supports a 
sofosbuvir plus ribavirin regimen (24 weeks) in genotype 1 patients who are unable to take 
interferon.  Based on this information, the Agency requested all available VALENCE and 
PHOTON-1 data to be submitted. The submission should include interim study reports, raw data,
some derived datasets, topline safety data, and clinical investigator information.  Additionally, 
Gilead was instructed to submit a breakthrough therapy designation request for sofosbuvir in 
combination with ribavirin for the treatment of chronic genotype 1, 2, and 3 HCV patients.  

The NEUTRINO trial currently supports a shorter duration in genotype 3 patients; however there 
was a high relapse rate in this trial. The preliminary 24 week data from VALENCE shows better 
treatment outcomes and lower relapse rates.  The Agency will present VALENCE information at 
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the AC but not PHOTON-1 data because the AC members have not been screened to discuss the 
co-infection trial.

Gilead will provide submission timelines for the two trials to the Agency by Monday, September 
30, 2013.  

3.0 ACTION ITEMS:

Gilead:
1. Submission of VALENCE interim study data and clinical investigator information
2. Submission of PHOTON-1 interim study data
3. Submission of BT Designation Request for sofosbuvir in combination with ribavirin
4. Submission of modeling analyses to support SOF+PEG/RBV use in genotype 1 prior 

PEG/RBV non-responders
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 
 

MEMORANDUM OF FACSIMILE CORRESPONDENCE 
 
NDA:   204671 
 
Drug:  Sofosbuvir  
 
Date:  November 15, 2013 
 
To:  Shalini Gidwani, MSc, RAC 
  Associate Director, Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:  Linda C. Onaga, Regulatory Project Manager 
 
Subject:   NDA Labeling Comments 
______________________________________________________________________________ 
The attached Microsoft WORD Document was sent to the Sponsor on November 12, 2013 and 
incorporated labeling for NDA 204671. 
 
DMEPA has the following comment regarding the carton and container labeling for this 
application: 
 
1. Relocate the dosage form “Tablets” to appear on the same line next to the active ingredient 

“sofosbuvir” as follows: 
 

(sofosbuvir) Tablets 
           400 mg 

 
Please respond by 9:00 AM EST (6:00 AM PST) on November 18, 2013. 
 
We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 

_____________________________ 
Linda C. Onaga, M.P.H. 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 
 

 
MEMORANDUM OF FACSIMILE CORRESPONDENCE 
 
NDA:   204671 
 
Drug:  Sofosbuvir  
 
Date:  November 8, 2013 
 
To:  Shalini Gidwani, MSc, RAC 
  Associate Director, Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:  Linda C. Onaga, Regulatory Project Manager 
 
Subject:   NDA Labeling Comments 
______________________________________________________________________________ 
The attached Microsoft WORD Document was sent to the Sponsor on November 8, 2013 and 
incorporated labeling comments for NDA 204671. 
 
Please respond by 3:00 PM EST (12:00 PM PST) on November 12, 2013. 
 
We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 

_____________________________ 
Linda C. Onaga, M.P.H. 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3404652

35 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page



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

LINDA C ONAGA
11/08/2013

Reference ID: 3404652



DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service

Food and Drug Administration
Silver Spring, MD  20993

NDA 204671

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Gilead Sciences, Inc.
333 Lakeside Drive
Foster City, CA 94404

ATTENTION: Shalini Gidwani, M.Sc., R.A.C.
Associate Director, Regulatory Affairs

Dear Ms. Gidwani:

Please refer to your New Drug Application (NDA) dated April 6, 2013, and received 
April 8, 2013, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act 
for Sofosbuvir Tablets, 400 mg.

We also refer to your correspondence dated August 15, 2013, received August 16, 2013,
requesting review of your proposed proprietary name,  We have completed our review 
of the proposed proprietary name  and have concluded that this name is acceptable. 

If any of the proposed product characteristics as stated in your August 16, 2013, submission are 
altered, the name must 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 Danyal Chaudhry, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-3813.  For any other information 
regarding this application, contact the Office of New Drugs (OND) Regulatory Project Manager, 
Linda Onaga at (301) 796-0759.  

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 & HUMAN SERVICES Public Health Service
        

Division of Antiviral Drug Products
Food and Drug Administration
Silver Spring, MD 20903

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE

NDA: 204671

Drug: sofosbuvir

Date: October 22, 2013

To: Shalini Gidwani, MSc, RAC Regulatory Affairs

Sponsor: Gilead Sciences, Inc.

From: Linda C. Onaga, MPH

Concur: Poonam Mishra, MD, Clinical Reviewer
Jenny Zheng, PhD, Clinical Pharmacology Reviewer
Shirley Seo, PhD, Clinical Pharmacology Team Lead
Sarah Connelly, MD, Cross Discipline Team Lead

Subject: NDA 204671
______________________________________________________________________________
Please reference your NDA submission for sofosbuvir.  The following comments are being 
conveyed on behalf of the review team for your application.  

VALENCE (GS-US-334-0133)

1. Study GS-US-334-0133 is a non-IND study conducted in Europe.  Sponsors using 
foreign clinical studies not conducted under an IND must comply with 21 CFR 312.120.  
Please submit all information needed to comply with 21 CFR 312.120. You may refer to 
the March 2012 Guidance, FDA Acceptance of Foreign Clinical Studies Not Conducted 
Under an IND, Frequently Asked Questions.

2. Please submit narratives for serious adverse events and discontinuations due to adverse 
events.

PHOTON-1 (GS-US-334-0123)

1. Please submit narratives for serious adverse events and discontinuations due to adverse 
events.

2. We request submission of PK datasets. If the datasets are not currently available, please 
provide a timeline for their completion.
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Please provide your response 4:00PM EST on October 30, 2013. 

We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission.

_____________________________
Linda C. Onaga, MPH

Regulatory Project Manager
Division of Antiviral Products

Office of Antimicrobial Products
Center for Drug Evaluation and Research

Reference ID: 3394579
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
        

Division of Antiviral Drug Products
Food and Drug Administration
Silver Spring, MD 20903

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE

NDA: 204671

Drug: sofosbuvir

Date: October 18, 2013

To: Shalini Gidwani, MSc, RAC Regulatory Affairs

Sponsor: Gilead Sciences, Inc.

From: Linda C. Onaga, MPH

Concur: Poonam Mishra, MD, Clinical Reviewer
Lisa Naeger, PhD, Virology Reviewer
Jules O’Rear, PhD, Virology Team Lead
Sarah Connelly, MD, Cross Discipline Team Lead

Subject: NDA 204671
______________________________________________________________________________
Please reference your new drug application for sofosbuvir.  The following comments are being 
conveyed on behalf of the review team for your application.  

Clinical:

1. Please provide a comprehensive summary focused on cardiovascular events observed in 
each of the VALENCE and PHOTON-1 trials. Please include details on any serious 
adverse events, Grade 3 or 4 AEs or AEs leading to treatment discontinuations.

2. Please provide the hemoglobin values at the time of cardiac events of palpitations and 
tachycardia noted in the Table 8 of the FDA background package and in the VALENCE 
and PHOTON-1 trials. 

Please provide your response no later than 12:00 PM EST on October 21, 2013.

Virology:

1. Please provide the baseline resistance data and response data for subjects in Study GS-
US-334-0109.
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Please provide your response no later than November 5, 2013.

We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission.

_____________________________
Linda C. Onaga, MPH

Regulatory Project Manager
Division of Antiviral Products

Office of Antimicrobial Products
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
        

Division of Antiviral Drug Products
Food and Drug Administration
Silver Spring, MD 20903

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE

NDA: 204671

Drug: sofosbuvir

Date: October 16, 2013

To: Shalini Gidwani, MSc, RAC Regulatory Affairs

Sponsor: Gilead Sciences, Inc.

From: Linda C. Onaga, MPH

Concur: Poonam Mishra, MD, Clinical Reviewer
Karen Qi, PhD, Statistician
Wen Zeng, PhD, Statistician
Sarah Connelly, MD, Cross Discipline Team Lead

Subject: NDA 204671
______________________________________________________________________________
Please reference your submission dated October 10, 2013.  The following comments are being 
conveyed on behalf of the review team for your application.  

1) Please populate and resubmit the PHOTON-1 DM domain with ACTARM and 
ACTARMCD to differentiate 12 week versus 24 week treatment arms. The ARM, 
ARMCD, ACTARM, ACTARMCD structure in the VALENCE study was a good 
representation of that trial. We suggest a similar approach for PHOTON-1. If there is an 
alternative approach that would give us confidence as to which subjects in the SDTM 
dataset were assigned to 12 week versus 24 week arms, we would be open to considering 
it (e.g., verify that all subjects in EX received the treatments they were supposed to and 
no more or less, we could use EX to determine the arms). We need to have something 
clear to which we can refer in order to ensure traceability in our safety analyses.

2) The AE datasets for VALENCE and PHOTON-1 do not include treatment emergent flag
(AETEAE). Please either confirm that all AEs included in VALENCE and PHOTON-1 
datasets are treatment emergent as is suggested on the CSR or provide the AETEAE flag 
in the AE domains. 

3) Please confirm if creatine kinase and lipase labs were performed for the VALENCE or 
PHOTON-1 trials. If they were performed, please submit that information in the LB 
domains. 
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                    13    GS-US-334-0133-2188-2319    2013-08-05    07/23/13
                    14    GS-US-334-0133-3974-2140    2013-07-01    06/17/13
                    15    GS-US-334-0133-4361-2135    2013-07-18    06/20/13
                    16    GS-US-334-0133-4991-2035    2013-06-25    06/10/13
                    17    GS-US-334-0133-4991-2055    2013-09-10    06/06/13
                    18    GS-US-334-0133-5294-2029             .    11/20/12
                    19    GS-US-334-0133-5528-2353    2013-04-18    03/14/13
                    20    GS-US-334-0133-6818-2153    2013-07-11    06/21/13
                    21    GS-US-334-0133-6819-2364    2013-02-07    02/06/13
                    22    GS-US-334-0133-6821-2312    2013-03-06    03/01/13
                    23    GS-US-334-0133-6828-2075    2013-04-05    03/06/13
                    24    GS-US-334-0133-6831-2053    2013-08-09    07/29/13
                    25    GS-US-334-0133-6831-2086    2013-06-27    06/13/13

Please provide your response 4:00PM EST on October 17, 2013. 

We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission.

_____________________________
Linda C. Onaga, MPH

Regulatory Project Manager
Division of Antiviral Products

Office of Antimicrobial Products
Center for Drug Evaluation and Research
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_________________________________________________________________________________________________
DAVP/HFD-530  10903 New Hampshire Ave  Silver Spring, MD 20903  (301) 796-1500  Fax: (301) 796-9883

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
        

Division of Antiviral Drug Products
Food and Drug Administration
Silver Spring, MD 20903

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE

NDA: 204671

Drug: sofosbuvir

Date: October 11, 2013

To: Shalini Gidwani, MSc, RAC Regulatory Affairs

Sponsor: Gilead Sciences, Inc.

From: Linda C. Onaga, MPH

Concur: Antoine El Hage, PhD, Office of Scientific Investigations
Sarah Connelly, MD, Cross Discipline Team Lead

Subject: NDA 204671
______________________________________________________________________________
Please reference your submission dated October 9, 2013.  The following comment is being 
conveyed on behalf of the review team for your application.  

To date, Gilead has had two sites audited, Dr. Riina Salupere (site #6816) and Professor Stefan 
Zeuzem (site #1081). To further support the reliability of the data submitted to the NDA for 
VALENCE, we are requesting that Gilead conduct audits of three additional randomly selected 
sites. These audit reports should contain summaries for each of the three sites, including the 
number of subject records reviewed, the number of subjects enrolled, randomized, completed, 
discontinued, and a brief listing of significant findings.  

Please provide your response to the above questions by October 25, 2013.

We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission.

_____________________________
Linda C. Onaga, MPH

Regulatory Project Manager
Division of Antiviral Products

Office of Antimicrobial Products
Center for Drug Evaluation and Research

Reference ID: 3389130
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 
 

 
MEMORANDUM OF FACSIMILE CORRESPONDENCE 
 
NDA:   204671 
 
Drug:  Sofosbuvir  
 
Date:  October 9, 2013 
 
To:  Shalini Gidwani, MSc, RAC 
  Associate Director, Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:  Linda C. Onaga, Regulatory Project Manager 
 
Subject:   NDA Labeling Comments 
______________________________________________________________________________ 
The attached Microsoft WORD Document was sent to the Sponsor on October 9, 2013 and 
incorporated labeling comments for NDA 204671. 
 
Please respond by October 29, 2013. 
 
We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 

_____________________________ 
Linda C. Onaga, M.P.H. 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3388075

36 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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DAVP/HFD-530  10903 New Hampshire Ave  Silver Spring, MD 20903  (301) 796-1500  Fax: (301) 796-9883

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
        

Division of Antiviral Drug Products
Food and Drug Administration
Silver Spring, MD 20903

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE

NDA: 204671

Drug: sofosbuvir

Date: October 8, 2013

To: Shalini Gidwani, MSc, RAC Regulatory Affairs

Sponsor: Gilead Sciences, Inc.

From: Linda C. Onaga, MPH

Concur: Poonam Mishra, MD, Clinical Reviewer
Sarah Connelly, MD, Cross Discipline Team Lead
Jeffry Florian, PhD, Pharmacometrics Reviewer
Stephen Miller, PhD, CMC Lead
Krishna Ghosh, PhD, Office of Compliance

Subject: NDA 204671
______________________________________________________________________________
Please reference your NDA.  The following comment is being conveyed on behalf of the review 
team for your application.  

GS-US-334-0109:

1. We request additional data from your ongoing roll-over trial (GS-US-334-0109) for 
genotype 1 prior P/R-nonresponders.  Specifically, we request an update on the end of 
treatment outcome of the 59 subjects who completed 12 weeks of SOF + PEG + RBV 
(e.g., what percentage of these subjects had HCV RNA target not detected at the end 
of treatment?). Also, please provide an updated version of Table 3 that includes all 
genotype 1 subjects who enrolled into GS-US-334-0109, sorted by study 
identification number and treatment regimen.  In addition, please provide a summary 
of any genotype 1 subjects from GS-US-334-0109 who have experienced virologic 
breakthrough.  Finally, of the genotype 1 subjects enrolled in GS-US-3340-0109,
please summarize how many of the subjects were classified as treatment failures from 
a previous regimen versus subjects who stopped treatment due to discontinuation of 
the study arm.  

Reference ID: 3386962



    CMC/OC:

2. The Division received your submission dated October 7, 2013 with updates on the  
 manufacturing site.  We request that Gilead be prepared to discuss your draft 

launch plans for sofosbuvir without the use of API from  at the upcoming 
late cycle meeting with the Agency.  

We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission.

_____________________________
Linda C. Onaga, MPH

Regulatory Project Manager
Division of Antiviral Products

Office of Antimicrobial Products
Center for Drug Evaluation and Research

Reference ID: 3386962

(b) (4)

(b) 
(4)



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

LINDA C ONAGA
10/08/2013

Reference ID: 3386962



























Informational Center Director Briefing Minutes

September 19, 2013 11:00 a.m. to 12:00 p.m. 

Topic:  Sofosbuvir

CDER Staff Contact:  Debra Birnkrant, Director, Division of Antiviral Products (DAVP)

CDER Executive Operations Staff Contact:  Arlethia Royster

Invitees: Janet Woodcock, John Jenkins, Edward Cox, David  Roeder,  John Farley, 
Debra Birnkrant, Jeffrey Murray, Sarah Connelly, Mary Singer, Poonam Mishra, Adam
Sherwat, Damon Deming, Julian O'Rear, Stephen Miller, Rapti Madurawe, Linda Onaga, 
Victoria Tyson, Hanan Ghantous, Karen Winestock, Elizabeth Thompson, George Lunn, 
Fuqiang Liu, Krishnakali Ghosh, Mahesh Ramanadham, Christopher Leptak, Michael 
Pacanowski, Guoxing Soon, Tara Gooen, Don Henry, David Doleski, Dionne Price, 
Fraser Smith, Yanming Yin, Janice Lansita, Christopher Ellis, Jeffry Florian, Vipul 
Dholakia, Lisa LaVange, Minerva Hughes, Carmelo Rosa, Alicia Mozzachio, Lawrence 
Yu

Background: The purpose of this briefing was to inform the Center Director of the 
current status of Gilead’s sofosbuvir, a NME NDA application for the treatment of 
hepatitis C virus.

Summary of Discussion:

 Sofosbuvir in combination with ribavirin provides the first interferon-free 
regimen for the treatment of chronic hepatitis C in adults with genotype 2 or 3 
infection and in combination with pegylated interferon and ribavirin provides 
improved efficacy and shorter duration of treatment in adults with genotype 1 or 4 
infection.

 An Advisory Committee meeting has been scheduled for October 25, 2013.
 Eight out of the twelve total facilities for sofosbuvir have been found acceptable.
  manufactures over  of the drug substance for sofosbuvir. CDER 

OC plans to issue an Import Alert for  based on the EDQM inspectional 
findings due to finding related to GMP regulations and data integrity issues. 
EDQM had identified approximately 18 categories of GMP manufacturing 
documents that were falsified.

 Gilead Foster City is the major test site for sofosbuvir. Due to CMC issues found 
during the first cycle review for NDAs for  Gilead 
Foster City is currently being recommended for a Warning Letter by the district 
which is under evaluation by CDER OC. The pre-approval inspection for 
sofosbuvir will begin on 9/23/13 at Gilead Foster City.

 Approval of the sofosbuvir NDA is based on the withdrawal of  as a 
drug substance manufacturer and a determination that Gilead Foster City has an 
acceptable cGMP status.

Reference ID: 3379504
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Informational Center Director Briefing Minutes

September 19, 2013 11:00 a.m. to 12:00 p.m. 

Topic:  Sofosbuvir

Action Item:

 Office of Compliance will schedule a follow-up briefing with Dr. Woodcock to 
provide an update on the inspection findings.
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Version: 06/27/2013

MEMORANDUM OF TELECONFERENCE

Teleconference Date:  August 20, 2013

Application Number:  NDA 204671
Product Name: sofosbuvir
Sponsor/Applicant Name: Gilead Sciences, Inc.

Subject:  Manufacturing Site

FDA Participants
1. Edward Cox, MD, MPH, OAP
2. Debra Birnkrant, MD, DAVP
3. Jeffrey Murray, MD, MPH, DAVP
4. David Roeder, OAP
5. Mahesh Ramanadham, PharmD., M.B.A., OC/OMPQ
6. Krishnakali Ghosh, MSc., PhD, OC/ OMPQ
7. Robert Wittorf, PharmD, OC/OMPQ
8. Stephen Miller, PhD, ONDQA
9. Minerva Hughes, PhD, ONDQA
10. George Lunn, PhD, ONDQA
11. Sarah Connelly, MD, DAVP
12. Poonam Mishra, MD, DAVP
13. Hanan Ghantous, PhD, DAVP
14. Karen Winestock, DAVp
15. Wendy Carter, Acting Medical Team Leader, DAVP

Sponsor/Applicant Participants
1. Norbert Bischofberger, Ph.D., Executive Vice President, Research and Development 
2. Taiyin Yang, Ph.D., Senior Vice President, Pharmaceutical Development and 

Manufacturing
3. John McHutchison, MD, Senior Vice President, Liver Disease Therapeutics
4. William T. Symonds, Pharm D, Project Team Lead/Vice President, Clinical Research 

LDTA
5. David Pizzuti, MD, Vice President, Regulatory Affairs
6. Matt Coulomb, Vice President, Chemical Manufacturing
7. Gary Visor, Vice President, Analytical Operations
8. Valerie Brown, Senior Director, QA
9. Shalini Gidwani, Associate Director, Regulatory Affairs

1.0 BACKGROUND:
The FDA requested this informal telephone conference to inform Gilead of their preliminary 
assessment of the  manufacturing site located in 

Reference ID: 3378077
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2.0 DISCUSSION: 
The Agency informed Gilead Sciences that the Office of Compliance has begun a partnership 
with their foreign partners when evaluating manufacturing sites.  The Agency has received the 
EDQM report for the  site and the Agency’s initial evaluation is concerning.  However,
the Agency’s review is ongoing.  The Agency’s evaluation of a site is usually based upon an 
FDA inspection, but foreign inspection results may impact FDA’s evaluation.  The Agency noted 
that any site that is non-compliant with current good manufacturing practices (CGMP) could 
affect the approvability of a pending application.  The Agency asked whether Gilead was aware 
of the findings at this site and if, there were any other facilities listed in the NDA performing the 
same work as 

Gilead confirmed that they are aware of the EDQM report and that they had reviewed the entire 
report.  They stated that they have been working with  for the past 18 months to get the 
facility into compliance.  In November 2012, the site began changing their procedures and 
processes.  However, he EDQM inspection occurred in when the site was still 
trying to get into compliance with CGMPs.  Gilead attributed the problems to two to three 
problematic employees at the site.  They further stated that two additional for-cause inspections 
had been conducted after the EDQM inspection and both inspections were said to have positive 
outcomes.  Gilead was confident that the  site had corrected their GRMP issues.

Gilead also noted that the additional API sites have similar processes, but the  site 
provides  of the capacity of sofosbuvir.  It would take Gilead approximately 18 months to 
replace the site, if it needed to be removed from the application. 

Gilead asked whether the Agency planned to provide additional feedback if the Agency
determines the site is not operating under CGMPs.  Gilead noted that the Agency’s inspection of 
the site had been postponed and asked whether Gilead could provide additional information to 
address the Agency’s concerns.

The Agency stated that the feedback provided today was based upon the importance of the 
application currently under review.  The next feedback will occur when the Agency takes action
on the application.

Gilead asked whether they could discuss the Gilead Foster City, California inspection issues, but 
the Agency stated that the issues at this site could not be discussed during this meeting.

3.0 ACTION ITEMS:
 Gilead needs to decide whether to keep or withdraw the  manufacturing site 

from the application.

Reference ID: 3378077
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PeRC PREA Subcommittee Meeting Minutes 
September 11, 2013 

 
PeRC Members Attending: 
Lynne Yao 
Hari Cheryl Sachs  
Karen Davis-Bruno 
Rosemary Addy 
Patricia Dinndorf  
Tom Smith 
Shrikant Pagay 
Ethan Hausman 
Peter Starke 
Wiley Chambers 
Lily Mulugeta 
Daiva Shetty 
Andrew Mulberg 
Andrew Mosholder 
Martha Nguyen 
Dianne Murphy 
Susan McCune 
Gregory Reaman  
Kevin Drudys 
Dionna Green 
Renan Bonnel 
Jane Inglese 
 
Guests Attending:   
Nichella Simms (PMHS)  
Erica Radden (PMHS) 
Courtney Suggs (OCP)   
Gilbert Burckart (OCP) 
Donna Snyder (PMHS) 
Senait Alemu (OCP) 
Lei Nie (DBIV) 
William Boyd (DTOP) 
Lois Almoza (DTOP) 
Elizabeth O'Shaughnessy (OAP) 
Carmen DeBellas (OAP) 
Karen Winestock (DAVP) 
Linda Onaga (DAVP) 
Yodit Belew (OAP) 
Sarah Connelly (DAVP) 
Poonam Mishra (DAVP)  
Kathy Robie Suh (DHP)  
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Agenda 
10:15 NDA 204671 Sofosbuvir Partial Waiver/Deferral/Plan 

 
 
Sofosbuvir Partial Waiver/Deferral/Plan 
 NDA 204671 seeks marketing approval for sofosbuvir for treatment, in combination 

with other agents, of chronic hepatitis C (CHC) in adults. 
 The application was submitted on April 8, 2013, and has a PDUFA goal date of 

December 8, 2013. 
 The application triggers PREA as directed to a new active ingredient. 
 A waiver is being requested for pediatric patients aged birth to less than three years 

because studies are impossible or highly impractical. 
 Division justification for waiver:  No systematic surveillance of chronic HCV 

infection among pediatric patients is available, making an accurate assessment of 
prevalence and severity in this age group difficult.  The primary mode of HCV 
transmission to children is via vertical transmission. Rate of vertical transmission is 
estimated to be about 5%, but may be increased in the presence of HIV infection.  
Infants infected by vertical transmission have a high rate of spontaneous resolution 
approaching 25% to 40%. Most have spontaneous resolution by 24 months of age, but 
some may have spontaneous resolution as late as 7 years after vertical infection. 
Severe manifestations or complications of infection are unusual in infants and young 
children, and pediatric hepatologists acknowledge a lack of consensus regarding 
when to begin treatment in pediatric patients.  Based on these data and current 
practice guidelines, a waiver for children less than 3 years of age is deemed 
appropriate. 

 A deferral is being requested for pediatric patients aged 3 to less than 18 years 
because adult studies have been completed and the product is ready for approval. 

 The sponsor plans to conduct the following clinical studies: 

 The Division is in general agreement with the sponsor’s current proposal to satisfy 
PREA requirements. 

 
 PeRC Recommendations: 

o The PeRC agreed with the Division to grant a partial waiver in pediatric patients 
aged birth to less than 3 years because studies are impossible or highly 
impractical. 

Reference ID: 3377312
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 
 

NDA:  204671 
 

Drug:  sofosbuvir 
 

Date:  September 12, 2013 
 

To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 

Sponsor: Gilead Sciences, Inc. 
 

From:   Linda C. Onaga, MPH 
 

Concur: Chris Ellis, PhD, Pharmacology Toxicology Reviewer 
  Hanan Ghantous, PhD, DABT, Pharmacology Toxicology Team Lead 
  Eric Donaldson, PhD, Virology Reviewer 
  Lisa Naeger, PhD, Virology Reviewer 
  Jules O’Rear, PhD, Virology Team Lead 
  Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following comment is being conveyed on behalf of the review 
team for your application.   
 
Clinical Virology: 
 
1. Please submit the NGS data including fastq files, frequency tables and the resistance analysis 

tables for the 5 breakthrough/non-responder subjects in the pretransplant study P7977-2025.  
Please submit the fastq files on a hard drive or DVD. 

2. Please provide the SOF phenotypic data from the 5 breakthrough/non-responder subjects 
(0773-7712, 1249-7720, 0451-7732, 0585-7751, 0773-7734) in study P7977-2025. 

3. Substitutions T84S+A150T+E202D emerged in one subject who experience on-treatment 
failure.  Substitution E341D was a treatment emergent substitution that developed in 13 
subjects infected with GT3a HCV in two clinical trials (P7977-1231, n=10; GS-US-334-
0107, n=3) and it was only found in subjects who relapsed. The L159F substitution emerged 
in 6 subjects with GT3a and is a previously identified NS5B substitution (Tong X et al., 
2012).  The L159F and E341D emerged together in one GT3a infected subject.  Therefore, 
we are requesting they be characterized in combination in phenotypic assays to determine if 
they contribute to decreased SOF susceptibility. 

Reference ID: 3372811





 
 

 
 
 
 
Please provide your response to the above questions by September 18, 2013. 

 
We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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From: Shalini Gidwani
To: Onaga, Linda
Subject: RE: NDA 204671 Clarification question
Date: Tuesday, September 03, 2013 4:17:19 PM

Hi Linda,
 
In response to the 2 questions you raised please see responses below in red:
 
For Study P7977-1910, Cohort 3, was the ATV/r dose 300 mg/100 mg instead of 400 mg/100 mg
once daily?
 
For study P7977-1910, Cohort 3, Prior to Study entry the ATR/r dose was 300/100mg. During the
treatment period ( Day 1-7), ATV/r dose was  400 mg/100 mg once daily.
 

 

 
Please let me know if you have further questions.
Thanks
Shalini
From: Onaga, Linda [mailto:Linda.Onaga@fda.hhs.gov] 
Sent: Tuesday, September 03, 2013 7:13 AM
To: Shalini Gidwani
Subject: NDA 204671 Clarification question
 
Good Morning Shalini,
 
Please find below a clarification question for NDA 204671.
 

 
Linda
 
Linda C. Onaga, MPH
Regulatory Project Manager 
Division of Antiviral Products (DAVP) 
FDA/CDER/OND/OAP 
White Oak Complex, Bldg 22, Rm 6321
10903 New Hampshire Ave. 
Silver Spring, MD 20993 
Ph: 301.796.0759 
Fax:  301.796.9883 

Reference ID: 3369183
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Email: linda.onaga@fda.hhs.gov
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 
 

NDA:  204671 
 

Drug:  sofosbuvir 
 

Date:  September 4, 2013 
 

To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 

Sponsor: Gilead Sciences, Inc. 
 

From:   Linda C. Onaga, MPH 
 

Concur: Lisa Naeger, PhD, Virology Reviewer 
  Jules O’Rear, PhD, Virology Team Lead 
  Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following comment is being conveyed on behalf of the review 
team for your application.   
 
Please provide your explanation for why the 5 patients in the pretransplant study P7977-2025 
experienced breakthrough or had a slower response including possible drug-drug interactions, 
PK issues, resistance emergence other than S282T, etc.  
 
In addition, please provide the posttransplantation virologic response rates and relapse rates by 
genotype.  
  
Please provide your response to the above questions by September 6, 2013. 

 
We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3367592
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 
 

NDA:  204671 
 

Drug:  sofosbuvir 
 

Date:  September 3, 2013 
 

To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 

Sponsor: Gilead Sciences, Inc. 
 

From:   Linda C. Onaga, MPH 
 

Concur: Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following comments are being conveyed on behalf of the 
review team for your application.   
 
Clinical: 
 

1. Please provide information regarding cirrhosis determination in pivotal Phase 3 trials. 
Specifically, please provide the number of subjects in whom cirrhosis determination was 
based on histology (liver biopsy) and those in whom it was based on non-invasive tests 
including the numbers in each category (e.g. Fibroscan, FibroTest and APRI). 

 
Please provide your response to the above questions by September 4, 2013. 

 
 

We are providing this above information via e-mail for your convenience.  Please feel free to 
contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 
MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 

 
NDA:  204671 
 
Drug:  sofosbuvir 
 
Date:  August 29, 2013 
 
To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:   Linda C. Onaga, MPH 
 
Concur: Jenny Zheng, PhD, Clinical Pharmacology Reviewer 
  Shirley Seo, PhD, Clinical Pharmacology Team Lead 
  Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following comments are being conveyed on behalf of the 
review team for your application.   
 
Clinical and Clinical Pharmacology: 
 

1. Please submit your assessment of adverse events of hypersensitivity in sofosbuvir clinical 
development plan.   
 

2. We have some reservations on the use of cyclosporine (CsA) in combination with SOF, 
because CsA increased SOF AUC by about 4.5-fold and no human safety data are 
available from the NDA submission to support the combined use of CsA and SOF. The 
only data you have provided to support the combined use are safety margins calculated 
based on animal data.  Please provide one or both of the following pieces of information 
to support your claim of no clinically significant effect of CsA on SOF exposures: 

 
a.   Any available safety and PK data from the ongoing post-transplant study where 

SOF and CsA are coadministered 
b.   Any safety data with SOF exposure that reaches the level observed when SOF was 

coadministered with CsA. 
 

Please provide your response to the above questions by August 30, 2013. 
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ELECTRONIC MAIL 
 
  Department of Health and Human Services 
  Public Health Service 
  Division of Antiviral Products 
         
 

 
 
DATE:  August 21, 2013 
 
TO:  Shalini Gidwani, M.Sc, RAC,  
        Associate Director, Regulatory Affairs 
 
SPONSOR:  Gilead Sciences, Inc. 
 
SUBJECT: NDA 204671 – Full Prescribing Information section  
--------------------------------------------------------------------------------------------------- 
Please refer to your new drug application (NDA) for sofosbuvir for the treatment of chronic 
hepatitis C.  The nonclinical review team has identified the following issue regarding the 
“Nonclinical Toxicology” section of the labeling: 
 

• Given the potential for a class-associated effect of significant clinical concern, we 
recommend communicating the non-clinical cardiac toxicity findings in the labeling. 
Therefore, please provide draft 13.2 labeling to the Agency that includes the cardiac 
toxicity findings observed in the rat 7-day repeat-dose toxicology study with GS-9851. 

 
We are providing this above information via electronic mail for your convenience.  THIS 
MATERIAL SHOULD BE VIEWED AS UNOFFICIAL CORRESPONDENCE.  Please feel 
free to contact me at 301-796-0834 if you have any questions regarding the contents of this 
transmission.      

     
     _______________________________ 

      Karen Winestock, CPMS  
   Division of Antiviral Products 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 204671 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Gilead Sciences Inc. 
Attention: Shalini Gidwani 
333 Lakeside Drive 
Foster City, CA  94404 
FAX: (650) 522-5489 
 
 
Dear Shalini Gidwani: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Sofosbuvir tablets, 400 mg and to our July 3, 2013, 
letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on August 16, 2013, 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 (314-539-3815), FAX (314-539-2113), 
or email (Michael.Trehy@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy 
MVP Coordinator 
Division of Pharmaceutical Analysis 
Office of Testing and Research 
Office of Pharmaceutical Science 
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 204671 INFORMATION REQUEST 

 
Gilead Sciences, Inc. 
Attention: Shalini Gidwani, M.Sc, RAC  
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 
 
 
Dear Ms. Gidwani: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for sofosbuvir, 400 mg tablets. 
 
We are reviewing the Product Quality section 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. 
 

1. FDA respectfully disagrees with your conclusion that the proposed QC dissolution 
method over discriminates at early time points and recommends a dissolution acceptance 
criterion of Q = at 15 minutes.  We acknowledge the relative bioavailability data 
submitted for finished tablets manufactured using Form I and Form II drug substance in 
Study GS-US-334-0131; however, these data are insufficient to support the conclusion 
that the two formulations are bioequivalent by current FDA standards.  Moreover,  

 
appropriate controls should be implemented to assure that the dissolution performance of 
future drug product lots is consistent with the observed performance of the  

product used in the pivotal clinical studies.  It is not the general practice to establish 
quality controls that account for future unknown process or analytical variability.  From 
FDA’s perspective, a mean dissolution of  at 15 minutes adequately supports an 
acceptance criterion of Q = at 15 minutes and already accounts for reasonable 
process and analytical variability.  Provide a revised drug product specification table 
reflecting a change in the dissolution acceptance criterion from Q = minutes to 
Q = at 15 minutes on or before August 14, 2013.  

 
2. For the following drug substance batches, supply all available release and stability 

analytical results and indicate the site where each result was obtained.  This should 
include data obtained by the original manufacturer, data obtained by the analysis of 
incoming batches by the drug product manufacturer, and data obtained at other sites.  If 
any of these batch numbers refers to a combination of 2 batches please supply the data for 
each individual batch. 
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40409003  
40410001 
40409002  
GS-7977(5)/P-36-12001  
GS-7977(7)-6-12001  
GS-7977(5)-6-12002  
GS-7977(6)-6-12001/2 and  
GS-7977(6)-6-12002/1  

  
3. For each drug substance release, acceptance, or stability test result related to point #2, 

provide details of the analytical methods that were used if they are different from the 
methods described in the NDA application. 
 

4. For each drug substance and drug product release and stability test result that you have 
submitted in your NDA, as amended, please indicate the testing site at which this 
information was obtained. Please note that this request is not limited to the drug 
substance lots that are listed above. 

  
In order to meet the internal and external goal dates for this NDA, we urge you to expedite your 
responses and to err on the side of completeness when preparing the documents.  Please supply 
the test results and site information requested in points 2 and 4 above as soon as possible, and the 
information described in point 3 by August 23, 2013. 
  
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 
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Forward these materials via express or overnight mail to: 
 
Shipping address before August 16, 2013 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: MVP Sample Custodian 
1114 Market Street, Room 1002 
St. Louis, MO  63101 

 
Our laboratory is moving.  No shipments from August 17th to August 30th. 
 
Shipping address after September 2nd, 2013 is provided below. 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: MVP Sample Custodian 
645 South Newstead Avenue 
St. Louis, MO  63110 

 
 
Please notify me upon receipt of this FAX.  You may contact me by telephone (314-539-3815), 
FAX (314-539-2113), or email (michael.trehy@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy, Ph.D. 
MVP coordinator 
Division of Pharmaceutical Analysis 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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NDA 204671 
MID-CYCLE COMMUNICATION 

 
Gilead Sciences, Inc. 
Attention: Shalini Gidwani, MSc, RAC 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 
 
 
Dear Ms. Gidwani: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for sofosbuvir. 
 
We also refer to the teleconference between representatives of your firm and the FDA on July 
17, 2013. The purpose of the teleconference was to provide you an update on the status of the 
review of your application. 
 
A record of the teleconference is enclosed for your information.   
 
If you have any questions, call Linda Onaga, Regulatory Project Manager at (301) 796-0759 or 
the Division mainline at (301) 796-1500. 
 

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

 
Enclosure: 
Mid-Cycle Communication 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 
 

MID-CYCLE COMMUNICATION 
 

Meeting Date and Time: July 17, 2013 
 
Application Number: 204671 
Product Name: sofosbuvir 
Proposed Indication: [TRADENAME] is indicated in combination with other agents for 

the treatment of chronic hepatitis C (CHC) in adults 
Applicant Name: Gilead Sciences, Inc.  
 
Meeting Chair: Sarah Connelly, MD, CDTL 
Meeting Recorder: Linda Onaga, MPH, RPM 
 
FDA ATTENDEES 
 

1. Debra Birnkrant, MD, Director, DAVP 
2. David Roeder, MS, ADRA, OAP 
3. Sarah Connelly, MD, CDTL, DAVP 
4. Poonam Mishra, MD, Clinical Reviewer, DAVP 
5. Kimberly Struble, Pharm D, Clinical Team Lead, DAVP 
6. Mahesh Ramanadham, Pharm D, MBA, RPh, Team Lead (acting), Office of Compliance 
7. Stephen Miller, PhD, CMC Lead 
8. Jeffry Florian, PhD, Pharmacometrics Reviewer 
9. Wen Zeng, PhD, Biometrics Reviewer, DAVP 
10. Karen Qi, PhD, Biometrics Reviewer, DAVP 
11. Mary Singer, MD, Clinical Team Lead, DAVP 
12. Adam Sherwat, MD, Clinical Reviewer, DAVP 
13. Damon Deming, PhD, Virology Reviewer, DAVP 
14. Victoria Tyson, Regulatory Project Manager, DAVP 
15. Nina Mani, PhD, Regulatory Project Manager, DAVP 
16. Karen Winestock, Chief, Project Management Staff, DAVP 
17. Linda Onaga, MPH, Regulatory Project Manager, DAVP 
18. Kimberly Taylor, Operations Research Analyst, CDER 
 

EASTERN RESEARCH GROUP ATTENDEES 
 

19. Patrick Zhou 
 

APPLICANT ATTENDEES 
 

1. John McHutchinson, MD Senior Vice President, Liver Disease Therapeutics 
2. Neby Bekele, PhD, Senior Director, Biostatistics 
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6. Discussions are ongoing to account for misclassified patients in P7977-1231 and GS-US-
334-0108. 

 
Clinical: 
 

7. Internal discussions are ongoing regarding regulatory implications of proposed broader 
indication (for sofosbuvir use) - “in combination with other agents.” 

8. Few subjects with genotype 5 (N=1) and genotype 6 (N=6) were included in the clinical 
trials. Discussions are ongoing whether available data on genotypes 5 and 6 is sufficient 
for dosing recommendations. 

9. Regarding proposed indication in pre-transplant population, at the present time we 
believe an indication should specify the subpopulation studied which was patients with 
HCC meeting Milan criteria and awaiting liver transplantation. Discussions regarding 
how best to communicate the available information in the Prescribing Information (PI) 
are ongoing. 

10. Available efficacy and safety data in HIV/HCV coinfected subjects (N=31) is limited and 
may preclude an indication in this special population.  

11. Comprehensive safety review of the cardiac events and elevated creatine kinase (CK) 
events is ongoing. 

12. There is a need to identify any subgroups of genotype 2 patient population which might 
potentially benefit from extended treatment duration of 16 weeks of sofosbuvir and 
ribavirin. We do acknowledge the small numbers, but improved SVR trends in GT2 
treatment-expereinced (mainly prior non responders) and GT 2 patients with cirrhosis and 
non-CC IL28B genotype look promising and needs to be explored further. 

13. We might recommend including all grades in the treatment-emergent adverse event table 
in the PI  

 
4.0 MAJOR SAFETY CONCERNS/RISK MANAGEMENT 
 
There are no major safety concerns/risk management issues at this time. 
 
5.0 ADVISORY COMMITTEE MEETING 
 
The Advisory Committee Meeting for sofosbuvir will be on October 25, 2013.  The time and 
location have not been determined at this time.  The Agency will update Gilead with this 
information once it is confirmed. 
 
6.0 LATE-CYCLE MEETING/OTHER PROJECTED MILESTONES 
 
Labeling and PMR/PMC information will be sent to Gilead on or before September 12, 2013.   
 
The Division will hold a Late-Cycle meeting with Gilead to discuss any potential application 
deficiencies, the advisory committee meeting topics for discussion, labeling and any outstanding 
information requests.   
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Gilead will receive the Late Cycle meeting package via the secure email account on or before 
October 4, 2013.  The late cycle meeting with Gilead is tentatively scheduled for October 10, 
2013 from 3-4:30 pm. 
 
The Action date for this application is December 8, 2013. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 
MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 

 
NDA:  204671 
 
Drug:  sofosbuvir 
 
Date:  July 15, 2013 
 
To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:   Linda C. Onaga, MPH 
 
Concur: Jenny Zheng, PhD, Clinical Pharmacology Reviewer 
  Su-Young Choi, PhD, Clinical Pharmacology Reviewer 
  Shirley Seo, PhD, Clinical Pharmacology Team Lead 
  Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following comments are being conveyed on behalf of the 
review team for your application.   
 

1. The mass balance study shows that at least 76% of administered drug was recovered from 
urine, indicating that at least 76% of administered drug is absorbed from the GI tract. The 
result suggests P-gp/BCRP inhibition should not increase sofosbuvir concentrations by 
more than 31.5% (up to 100% absorption). However, the cyclosporine drug interaction 
study with sofosbuvir demonstrated that cyclosporine increased sofosbuvir AUC by 
approximately 4-fold, increased GS-566500 AUC by approximately 3-fold, with no 
increase in GS-331007 exposures. These results are not likely to be soley explained by P-
gp/BCRP inhibition. Do you have any data to suggest that cyclosporine may 
affect the conversion of sofosbuvir to GS-331007 and/or the active triphosphate?  

2. You have indicated that renal excretion is not a significant pathway for elimination of 
sofosbuvir and GS-566500. Although sofosbuvir and GS-566500 account for only <4% 
of the excreted dose, the renal clearance (CLr) value for SOF is comparable to GS-
331007. Because absolute bioavailability was not determined, it is difficult to estimate 
the percentage of the total clearance (CLt) that is due to CLr. If SOF is substantially 
converted to metabolites in epithelial cells in the GI tract and during first pass, then CLr 

Reference ID: 3341106



 
 

of SOF could account for a significant portion of its CLt, since a large majority of the 
parent drug would not be bioavailable and thus not subject to renal excretion.  In the renal 
impairment study, plotting AUCs of sofosbuvir and GS-566500 versus CLcr identified 
significant negative correlations, which implied that renal excretion could be an 
important pathway for elimination of sofosbuvir and GS-566500. Please indicate if you 
have any data to suggest what other mechanisms could be involved in increasing the 
exposure of sofosbuvir and GS-566500 in the setting of decreased renal function, other 
than reduced renal clearance. 

3. In the thorough QT study, an increase in sofosbuvir dose from 400 mg to 1200 mg dose 
resulted in near dose proportional increases in sofosbuvir and GS-331007 AUCs, which 
is consistent with the low affinity and high capacity hydrolase nucleotide phosphorylation 
involvement in the metabolism of sofosbuvir. However, the cyclosporine drug interaction 
study with sofosbuvir shows that cyclosporine increased concentrations of sofosbuvir and 
GS-566500, but not GS-331007. In addition, the hepatic impairment study also shows 
that concentrations of sofosbuvir and GS-566500, but not GS-331007, increased in 
subjects with hepatic impairment. Please provide rationale for 
this observed inconsistency. 

4. Single dose sofosbuvir (in healthy volunteer, Study GS-US-334-0131) reduced raltegravir 
Cmax and AUC by 43% and 27%, respectively; similar to the effects of efavirenz (36%↓ 
AUC and Cmax) and rifampin (38% ↓ for AUC and 40% ↓Cmax and 61% ↓ Cmin) on 
raltegravir; no dose adjustment is recommended for efavirenz because efficacy data 
support the combination use without dose adjustment. However, doubling the standard 
raltegravir dose is recommended when raltegravir is combined with rifampin. Because 
sofosbuvir is only administered as a single dose in the study, the maximum 
interacting effect may not be achieved, and it is possible that a dose increase of 
raltegravir may be needed when coadministered with sofosbuvir. However, the multiple 
dose sofosbuvir drug interaction study (in HIV/HCV co-infected patients, Study P7977-
1910) with raltegravir showed there was a trend of increased raltegravir concentrations 
when coadministered with multiple doses of sofosbuvir. Because there were only 4 
subjects in the study, it is not clear if the discordant results are due to single dose v.s. 
multiple dose of sofosbuvir, different populations, or inconclusive results from the 
multiple dose study due to low subject numbers.  For this issue, please provide: 

a. your interpretation of these results  
b. your plan for presenting these data in the label   
c. your proposed dose recommendations in the label (taking into account your 

interpretation above and knowledge of raltegravir dosing recommendations 
with concomitant administration of drugs with a similar magnitude of 
interaction) 
 

5. In your proposed labeling and in the summary of clinical pharmacology, you stated that 
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4. Describe any experiments that you have carried out to assess the  of 
sofosbuvir in the drug product. Has the  been observed to change on 
stability? Provide a risk assessment of the potential for change in  during 
manufacture of the tablets or on storage. 
 

5. Your proposed dissolution acceptance criterion of Q = minutes is not 
supported by the data and is not acceptable.  The product performance data using the 
proposed method (USP 2, 50 mM potassium phosphate buffer at pH 6.8, 75 rpm) suggest 
that 15 minutes is a more appropriate sampling time point for routine quality control 
testing.   Provide a revised drug product specification table reflecting a change in the 
dissolution acceptance criterion from Q =  to Q = at 15 minutes. 

 
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 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 
MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 

 
NDA:  204671 
 
Drug:  sofosbuvir 
 
Date:  July 9, 2013 
 
To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:   Linda C. Onaga, MPH 
 
Concur: Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following comment is being conveyed on behalf of the review 
team for your application.   
 

Please provide the reason why serum creatine kinase measurements were evaluated in only 
two of the four pivotal Phase 3 trials submitted in the NDA.  

 
Please provide your response by July 15, 2013. 

 
We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 

 
NDA:  204671 
 
Drug:  sofosbuvir 
 
Date:  June 21, 2013 
 
To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:   Linda C. Onaga, MPH 
 
Concur: Karen Qi, PhD, Biometrics Reviewer 
  Wen Zeng, PhD, Secondary Biometrics Reviewer 
  Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following initial comments are being conveyed on behalf of the 
review team for your application.   
 

There seem to be  more ALT values listed in LAB.XPT at some visits than what were 
reported in the study reports.  The follow lists are some examples.  Please clarify. 
 
1. In Study 1231, the following ALT values at Week 24 were available in LAB.XPT but not 

included in Table 9-7. 

USUBJID Lab day ALT value 
P7977-1231-1001-310102 169 19 
P7977-1231-1002-310418 176 15 
P7977-1231-1009-310098 175 18 
P7977-1231-1012-310290 173 21 
P7977-1231-1019-310267 179 35 
P7977-1231-1029-310550 169 21 
P7977-1231-1035-310293 169 91 
P7977-1231-1038-310207 174 50 
P7977-1231-1054-310407 173 38 
P7977-1231-1054-310458 174 24 
P7977-1231-1079-310016 176 39 
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P7977-1231-1081-310551 178 35 
P7977-1231-1083-310467 176 48 
P7977-1231-1088-310276 175 27 
P7977-1231-1091-310316 172 80 
P7977-1231-1172-310594 175 16 
P7977-1231-1188-310525 169 31 
P7977-1231-1197-310628 166 23 
P7977-1231-1216-310471 168 17 
P7977-1231-1231-310372 175 21 
P7977-1231-1235-310526 167 37 
P7977-1231-1235-310529 167 44 
P7977-1231-1235-310562 167 29 
P7977-1231-1241-310259 169 109 
P7977-1231-1252-310533 173 15 
P7977-1231-1252-310542 173 13 
P7977-1231-1252-310543 174 59 

 
2. In Study 107, the following ALT values at Week 12 were available in LAB.XPT but not 

included in Table 9-7. 

USUBJID Lab day ALT value 
GS-US-334-0107-0057-7260 88 20 
GS-US-334-0107-0452-7469 91 39 
GS-US-334-0107-0535-7281 85 35 
GS-US-334-0107-0535-7301 88 24 
GS-US-334-0107-0773-7326 86 36 
GS-US-334-0107-1119-7442 91 75 
GS-US-334-0107-1516-7377 90 23 
GS-US-334-0107-2130-7355 93 22 
GS-US-334-0107-4238-7275 89 45 
GS-US-334-0107-5586-7321 91 34 
GS-US-334-0107-6074-7410 92 20 

 
3. In Study 107, the following ALT values at 4 weeks after treatment were available in 

LAB.XPT but not included in Table 9-7. 

USUBJID Lab day ALT value 
GS-US-334-0107-0057-7212 131 16 
GS-US-334-0107-0057-7224 118 12 
GS-US-334-0107-0331-7394 120 31 
GS-US-334-0107-0380-7220 153 30 
GS-US-334-0107-0380-7234 115 37 
GS-US-334-0107-0451-7424 117 16 
GS-US-334-0107-0452-7459 115 21 
GS-US-334-0107-0529-7328 118 28 
GS-US-334-0107-1069-7371 119 28 
GS-US-334-0107-1516-7412 132 83 
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GS-US-334-0107-2074-7397 119 22 
GS-US-334-0107-2191-7406 122 33 
GS-US-334-0107-2689-7247 116 10 
GS-US-334-0107-4139-7272 117 14 
GS-US-334-0107-4139-7282 118 70 
GS-US-334-0107-4139-7318 119 13 
GS-US-334-0107-5369-7403 120 13 
GS-US-334-0107-5498-7435 123 18 
GS-US-334-0107-5518-7253 114 12 
GS-US-334-0107-5518-7254 114 70 
GS-US-334-0107-5518-7386 118 15 
GS-US-334-0107-5665-7202 134 11 

 
4. In Study 108, the following ALT values at 4 weeks after treatment were available in 

LAB.XPT but not included in Table 9-7. 

USUBJID dyaltfw4 saltfw4 
GS-US-334-0108-0380-1524 115 38 
GS-US-334-0108-0451-1546 113 53 
GS-US-334-0108-0518-1568 145 15 
GS-US-334-0108-0530-1404 116 100 
GS-US-334-0108-0530-1419 143 47 
GS-US-334-0108-2493-1421 153 16 
GS-US-334-0108-2493-1422 147 40 
GS-US-334-0108-2493-1429 147 96 
GS-US-334-0108-3060-1497 113 139 
GS-US-334-0108-4238-1508 113 49 
GS-US-334-0108-4262-1506 144 21 
GS-US-334-0108-4434-1447 144 31 
GS-US-334-0108-5367-1498 114 114 
GS-US-334-0108-5369-1536 113 18 
GS-US-334-0108-5369-1592 146 33 
GS-US-334-0108-5852-1502 113 99 
GS-US-334-0108-6214-1448 112 37 
GS-US-334-0108-6833-1467 115 19 

 
5. In Study 110, the following ALT values at 4 weeks after treatment were available in 

LAB.XPT but not included in Table 9-8. 

USUBJID Lab day ALT value 
GS-US-334-0110-0057-6543 116 19 
GS-US-334-0110-0380-6670 121 22 
GS-US-334-0110-0407-6483 115 18 
GS-US-334-0110-0521-6706 117 13 
GS-US-334-0110-0530-6412 120 68 
GS-US-334-0110-0532-6587 128 14 
GS-US-334-0110-0532-6672 120 29 
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GS-US-334-0110-0532-6720 120 41 
GS-US-334-0110-0535-6441 118 406 
GS-US-334-0110-1055-6565 113 25 
GS-US-334-0110-1516-6589 119 13 
GS-US-334-0110-1536-6514 118 36 
GS-US-334-0110-1543-6512 115 142 
GS-US-334-0110-1543-6573 116 106 
GS-US-334-0110-1543-6666 115 18 
GS-US-334-0110-1603-6465 121 84 
GS-US-334-0110-1668-6506 125 33 
GS-US-334-0110-2130-6630 130 13 
GS-US-334-0110-2130-6650 124 11 
GS-US-334-0110-2493-6453 120 16 
GS-US-334-0110-2689-6428 116 19 
GS-US-334-0110-2689-6534 116 8 
GS-US-334-0110-3060-6417 120 130 
GS-US-334-0110-3060-6614 126 37 
GS-US-334-0110-3996-6607 115 19 
GS-US-334-0110-4238-6712 116 92 
GS-US-334-0110-4262-6430 116 9 
GS-US-334-0110-4262-6466 120 21 
GS-US-334-0110-4262-6522 117 23 
GS-US-334-0110-4262-6572 117 24 
GS-US-334-0110-4262-6703 118 91 
GS-US-334-0110-4262-6715 141 34 
GS-US-334-0110-4262-6728 116 19 
GS-US-334-0110-4434-6634 123 35 
GS-US-334-0110-5369-6553 117 14 
GS-US-334-0110-5369-6554 116 16 
GS-US-334-0110-5498-6540 116 15 
GS-US-334-0110-5498-6544 116 15 
GS-US-334-0110-5518-6426 117 24 
GS-US-334-0110-5586-6468 117 18 
GS-US-334-0110-5586-6473 115 31 
GS-US-334-0110-5665-6445 117 44 
GS-US-334-0110-5665-6496 119 10 
GS-US-334-0110-6834-6410 71 13 
GS-US-334-0110-6840-6549 117 25 
GS-US-334-0110-6840-6597 115 151 
GS-US-334-0110-6840-6632 117 170 
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Please provide your response by July 12, 2013. 
 

We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3329763
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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/
----------------------------------------------------

LINDA C ONAGA
06/21/2013
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 
MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 

 
NDA:  204671 
 
Drug:  sofosbuvir 
 
Date:  June 14, 2013 
 
To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:   Sohail Mosaddegh, PharmD 
 
Concur: Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following initial comments are being conveyed on behalf of the 
review team for your application.   

 
1. Please provide follow-up information on subject # 1031-310130 (Study P7977-1231) with 

increased creatine phosphokinase leading to discontinuation of study drugs. Specifically, 
what was the final diagnosis on this subject? Please provide additional relevant 
information such as past medical history, concomitant medications and laboratory data 
including but not limited to serum creatinine values. Also provide reports of any 
additional diagnostic testing done for the definitive diagnosis.  
 

2. Please provide an assessment of the observed finding of increased creatine kinase levels. 
Please provide safety data on the primary safety population as well as the secondary safety 
population, including special HCV populations and subjects enrolled in Other Studies and 
Individual Investigator/Compassionate Use programs as described in your NDA 
submission. Please include relevant case narratives with pertinent information such as past 
medical history, concomitant medications and laboratory data including serum creatinine 
values. 
 

3. Please provide the laboratory data on subject # 0535-7281 (Study GS-US-334-0107) with 
muscle spasms. 
 

4. Please provide a high level comprehensive safety summary on muscle-related adverse 
events. 
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Please provide your response by June 28, 2013. 
 

We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact Linda Onaga, MPH at 301-796-0759 if you have any questions regarding the 
contents of this transmission. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sohail Mosaddegh, PharmD 
Regulatory Project Manager 
Division of Antiviral Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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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/
----------------------------------------------------

SOHAIL MOSADDEGH
06/14/2013
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 
MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 

 
NDA:  204671 
 
Drug:  sofosbuvir 
 
Date:  June 10, 2013 
 
To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:   Linda C. Onaga, MPH 
 
Concur: George Lunn, PhD, CMC Reviewer 
  Fuqiang Liu, PhD, CMC Reviewer 
  Steve Miller, PhD, CMC Lead 
  Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following initial comments are being conveyed on behalf of the 
review team for your application.   
 
Drug Substance 

 
1. We recommend the following revisions to the drug substance specification:   

 
a. Per ICH Q3A guidance, revise “unspecified impurity” to  from your current 

proposal of  
 

b. Include  in your drug substance specification as it is used in  
 of the drug substance manufacturing process. 

 
2. Provide  study data for the  of drug substance. This data is 

currently not listed in the Elucidation of Structure (3.2.S.3.1). 
 

3. Table 8 in Section 3.2.S.2.6 (page 29) lists an impurity identified as Clarify if 
this is accurately listed or if it is  
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Please provide your response by June 21, 2013. 
 

We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3322693



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

LINDA C ONAGA
06/11/2013
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 204671 

 
FILING COMMUNICATION 

 
Gilead Sciences, Inc. 
Attention: Shalini Gidwani, MSc, RAC 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 
 
 
Dear Ms. Gidwani: 
 
Please refer to your New Drug Application (NDA) dated April 6, 2013, received April 8, 2013, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for sofosbuvir 400 
mg tablet. 
 
We also refer to your amendments dated April 8, 2013, May 1, 2013, May 3, 2013, and May 21, 
2013. 
 
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 Priority. This application is also subject to the provisions of 
“the Program” under the Prescription Drug User Fee Act (PDUFA) V (refer to: 
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm. Therefore, 
the user fee goal date is December 8, 2013. 
 
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, mid-
cycle, 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 requirement/commitment requests by September 8, 
2013.  In addition, the planned date for our internal mid-cycle review meeting is July 8, 2013.  
We are currently planning to hold an advisory committee meeting to discuss this application. 
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At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
 
We request that you submit the following information: 
 

1. In the NDA Safety Update Report, please include narratives for all cases of completed 
suicide, suicide attempt, and suicidal ideation in the sofosbuvir clinical development 
program through the Safety Update Report cutoff date.  Also include your assessment of 
this safety issue.  

 
2. We acknowledge your proposal for reduced microbiological testing, in particular the 

elimination of microbial limits testing at product release and annual stability batch testing 
but not the primary stability batches. While the elimination of microbial limits testing at 
release may be acceptable, based on the development history of the drug product 
consistently meeting the microbial burden acceptance criteria, we request that you 
include microbial limits testing in your commitment to annual batch testing where a 
single, initial time point would suffice. Please provide a microbial limits specification for 
the yearly testing commitment and reference to the testing method which should comply 
with USP <61> and <62> or the equivalent, as previously cited. 

 
3. FDA encourages sponsors to submit a pharmacovigilance plan designed to detect new 

safety risks and to further evaluate identified safety risks with sofosbuvir following 
market approval. The pharmacovigilance plan can be included in Module 5 of the 
Electronic Common Technical Document (eCTD). Currently, submission of a 
pharmacovigilance plan is voluntary and is not subject to specific regulatory or statutory 
requirements. 

 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 

1. Highlights of Prescribing Information –  
 

a. Please remove the space between the product title and the initial US approval line 
The Initial US approval must be directly under the TRADENAME.   

 
b. The indication statement must identify the established pharmacologic class. 

Please update accordingly. 
 

c. Please remove bullet 4 under Use in Specific Populations.  The absence of 
information about  
should not be included under this heading.   
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2. Full Prescribing Information – 
 

a. The indication statement must identify the established pharmacologic class.  
Please update accordingly.  
 

b. Please confirm if the patient information is a separate document.  If it is, please 
add the manufacture information after section 17 of the Full Prescribing 
Information. 

 
c. Please include the findings from the formal ECG study (thorough QT study) 

performed in healthy volunteers, Protocol P7977-0613 entitled “A Single Dose, 
Randomized, Blinded, Placebo and Positive Controlled, Four Period Cross Over 
Study to Investigate the Effect of PSI 7977 at a Projected Therapeutic and 
Supratherapeutic Dose on the QT/QTc Interval in Healthy Volunteer”, in section 
12 Clinical Pharmacology.   

 
We request that you resubmit labeling that addresses these issues by June 21, 2013.  The 
resubmitted labeling will be used for further labeling discussions. 
 
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. 
 
PROMOTIONAL MATERIAL 
 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), and patient PI (as applicable).  
Submit consumer-directed, professional-directed, and television advertisement materials 
separately and send each submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and patient PI (as applicable), and you believe the labeling is close to the final 
version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
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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(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a partial waiver of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the partial waiver 
request is denied. 
 
We acknowledge receipt of your request for a partial deferral of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the partial deferral 
request is denied. 
 
If you have any questions, call Linda C. Onaga, Regulatory Project Manager, at (301) 796-0759 
or (301) 796-1500. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Debra Birnkrant, MD 
Director 
Division of Antiviral Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 

MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 
 

NDA:  204671 
 

Drug:  sofosbuvir 
 

Date:  June 5, 2013 
 

To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 

Sponsor: Gilead Sciences, Inc. 
 

From:   Linda C. Onaga, MPH 
 

Concur: Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, Cross Discipline Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following initial comments are being conveyed on behalf of the 
review team for your application.   
 
1. Please provide additional information on Subject# 2074 - 7350 (Case Number: 2012-

0061503; Study GS-US-334-0107) who died 47 days after the last dose of study drug. 
Specifically, provide any available results for echocardiograms done prior to enrollment in 
the trial and the echocardiogram done after completion of study treatment (i.e. prior to aortic 
valve replacement). Also obtain and provide the copy of the autopsy/coroner’s report. 
 

2. As you might be aware, the clinical development of one of the direct acting antiviral agents, a 
nucleotide polymerase (NS5B) inhibitor in development for the treatment of hepatitis C, was 
stopped due to concerns of a serious safety issue related to cardiac toxicity. Since sofosbuvir 
(GS-7977) belongs to the same drug class although structurally different, we would like you 
to provide an integrated safety summary focused on cardiovascular events. Please provide 
safety data on the primary safety population as well as the secondary safety population, 
including special HCV populations and subjects enrolled in Other Studies and Individual 
Investigator/Compassionate Use programs as described in your NDA submission. Please 
include relevant case narratives as well. 
 

3. Please also provide a high level safety summary on gastrointestinal and renal adverse events, 
including relevant case narratives. 

 
Please provide your response by June 25, 2013. 
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We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3319225



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

LINDA C ONAGA
06/05/2013
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DAVP/HFD-530 • 10903 New Hampshire Ave • Silver Spring, MD 20903 • (301) 796-1500 • Fax: (301) 796-9883 

 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 
MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 

 
NDA:  204671 
 
Drug:  sofosbuvir 
 
Date:  May 9, 2013 
 
To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:   Linda C. Onaga, MPH 
 
Concur: Poonam Mishra, MD, Clinical Reviewer 
  Sarah Connelly, MD, CDTL 
  George Lunn, PhD, Product Quality Reviewer 
  Fuqiang Liu, PhD, Product Quality Reviewer 
  Stephen Miller, Product Quality Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following initial comments for are being conveyed on behalf of 
the review team for your application.   

 
Clinical: 
1. Be aware of for future submissions the following issue: There were inconsistent values 

for LBTESTCD within LBTEST in FISSION study. For example: for LBTEST = 
Creatinine Clearance there were two different LBTESTCD (CRCLCG and CRCLCKD), 
two different methods, and two different units. There should have been a unique 
LBTEST for each LBTESTCD. 

 
CMC 
2. In light of ORA observations that were communicated to Gilead, Foster City CA in the 

FDA form 483 dated April 26, 2013, clarify if different analytical procedures, or different 
versions of analytical procedures, than those submitted in this application were used for 
the NDA release and primary stability data.  Please provide a detailed summary of the 
differences and include bridging data where appropriate. 

 
Please respond to the FDA CMC correspondence by June 7, 2013.  
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We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3306471



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
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signature.
---------------------------------------------------------------------------------------------------------
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----------------------------------------------------

LINDA C ONAGA
05/09/2013
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 
         

Division of Antiviral Drug Products 
Food and Drug Administration 
Silver Spring, MD 20903 

 
MEMORANDUM OF ELECTRONIC MAIL CORRESPONDENCE 

 
NDA:  204671 
 
Drug:  sofosbuvir 
 
Date:  April 24, 2013 
 
To:  Shalini Gidwani, MSc, RAC Regulatory Affairs 
 
Sponsor: Gilead Sciences, Inc. 
 
From:   Linda C. Onaga, MPH 
 
Concur: Eric Donaldson, PhD, Clinical Virology Reviewer 
  Jules O’Rear, PhD, Clinical Virology Team Lead 
       
Subject: NDA 204671 
______________________________________________________________________________ 
Please reference your NDA.  The following initial comments for are being conveyed on behalf of 
the review team for your application.   
 

Please provide the Unique Subject Identifiers (USUBJID) for all of the Next Generation 
Sequencing files submitted for studies p2938-0721, p7977-0221, P7977-0422, P7977-0724, 
P7977-0523, P7977-1231, GS-US-334-0107, GS-US-334-0108, and GS-US-334-0110. We 
recommend doing this by adding USUBJID as column 1 to the filemap.xpt file for each 
study.  Please provide these modified tables by May 1, 2013. 

 
We are providing this above information via telephone facsimile for your convenience.  Please 
feel free to contact me at 301-796-0759 if you have any questions regarding the contents of this 
transmission. 
 

_____________________________ 
Linda C. Onaga, MPH 

Regulatory Project Manager 
Division of Antiviral Products 

Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3299245
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 204671  

NDA ACKNOWLEDGMENT 
 
Gilead Sciences, Inc. 
Attention: Shalini Gidwani, M.Sc., RAC 
Associate Director, Regulatory Affairs 
334 Lakeside Dr. 
Foster City, CA 94404 
 
Dear Ms. Gidwani: 
 
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: sofosbuvir, 400 mg tablets 
 
Date of Application: April 6, 2013 
 
Date of Receipt: April 8, 2013 
 
Our Reference Number:  NDA 204671 
 
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 June 7, 2013, 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. 
 
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). 
 
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: 
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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. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
If you have any questions, call Linda C. Onaga, Regulatory Project Manager, at (301) 796-0759 
or the Division mainline at (301) 796-1500. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Linda C. Onaga, MPH 
Regulatory Project Manager 
Division of Antiviral Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Reference ID: 3293020
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 204671
LATE-CYCLE MEETING MINUTES

Gilead Sciences, Inc.
Attention: Shalini Gidwani, MSc, RAC
Associate Director, Regulatory Affairs
333 Lakeside Drive
Foster City, CA 99404

Dear Ms. Gidwani:

Please refer to your New Drug Application (NDA) dated April 8, 2013, submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for sofosbuvir tablets, 400 mg.

We also refer to the Late-Cycle Meeting (LCM) between representatives of your firm and the 
FDA on October 10, 2013.     

A copy of the official minutes of the LCM is enclosed for your information.  Please notify us of 
any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Linda C. Onaga, MPH Regulatory Project Manager at (301) 796-
0759 or the Division mainline at (301) 796-1500.

Sincerely,

{See appended electronic signature page}

Sarah Connelly, MD
Cross Discipline Team Lead
Division of Antiviral Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research

Enclosure:
  Late Cycle Meeting Minutes
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF LATE-CYCLE MEETING MINUTES

Meeting Date and Time: October 10, 2013 3:00 PM – 4:30 PM
Meeting Location: 10903 New Hampshire Ave 

Bldg 22, RM 1421
Silver Spring, MD 20903

Application Number: NDA 204671
Product Name: sofosbuvir
Applicant Name: Gilead Sciences, Inc.

Meeting Chair: Sarah Connelly, MD
Meeting Recorder: Linda C. Onaga, MPH

FDA ATTENDEES (*via telephone)

1. Edward Cox, MD, MPH, Director, Office of Antimicrobial Products
2. Debra Birnkrant, MD, Director, DAVP
3. Jeffrey Murray, MD, MPH, Deputy Director, DAVP
4. Sarah Connelly, MD, Cross Discipline Team Lead, DAVP
5. Poonam Mishra, MD, Clinical Reviewer, DAVP
6. Julian O'Rear, PhD, Virology Team Lead, DAVP
7. Lisa Naeger, PhD, Virology Reviewer, DAVP
8. Eric Donaldson, PhD, Virology Reviewer, DAVP
9. Shirley Seo, PhD, Clinical Pharmacology Team Leader, DCP4
10. Jenny Zheng, PhD, Clinical Pharmacology Reviewer
11. Jeffry Florian, PhD, Pharmacometrics Reviewer
12. Kellie Reynolds, PharmD, Deputy Director, OTS/DCP4*
13. Chris Ellis, PhD, Acting Pharmacology and Toxicology Team Lead, DAVP
14. Sarah Pope Miksinski, PhD, Acting Director, Division II, ONDQA
15. Rapti Madurawe, PhD, Branch Chief, ONDQA
16. George Lunn, PhD, CMC Reviewer, ONDQA
17. Krishnakali Ghosh, PhD, Reviewer, OC/OMPQ/DGMPA
18. Mahesh Ramanaham, PharmD, Team Lead, OC/OMPQ/DGMPA
19. Tara Gooen, Branch Chief, OC/OMPQ/DGMPA
20. Alison Aldridge, Team Lead, OC/OMPQ/DIDQ
21. Karen Qi, PhD, Biometrics Reviewer
22. Wen Zeng, PhD, Secondary Reviewer, OTS/OB/DBIV
23. Dionne Price, PhD, Acting Director, OTS/OB/DBIV*
24. Linda Onaga, MPH, Regulatory Project Manager, DAVP
25. Kendra Worthy, PharmD, Team Lead, DRISK
26. Morgan Walker, PharmD, DMEPA/OSE
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27. Kimberly Struble, PharmD, Clinical Team Lead, DAVP*
28. Linda Lewis, MD, Clinical Team Lead, DAVP*
29. Mary Singer, MD, Clinical Team Lead, DAVP*
30. Fuqiang Liu, PhD, CMC Reviewer, ONDQA*
31. Minerva Hughes, PhD, CMC BioPharm Reviewer, ONDQA*
32. Kemi Asante, Reviewer, OPDP
33. Mihaela P. Jason, PharmD, BCPS, Safety Evaluator, OSE

EASTERN RESEARCH GROUP ATTENDEES
1. Patrick Zhou, Independent Assessor

APPLICANT ATTENDEES (*via telephone)

1. John McHutchinson, MD, Senior Vice President, Liver Disease Therapeutics
2. William T. Symonds, PharmD, Vice President, Clinical Research Liver Disease

Therapeutics
3. Mani Subramanian, MD, Vice President, Clinical Research Liver Disease

Therapeutics
4. Diana Brainard, MD, Senior Director, Clinical Research Liver Disease

Therapeutics
5. Neby Bekele, PhD, Senior Director, Biostatistics
6. Brian Kearney, PharmD, Senior Director, Clinical Research, Clinical

Pharmacology
7. Reza Oliyai, PhD, Vice President, Formulation and Process Development
8. Chin Tay, PhD, DABT, Associate Director, Drug Safety Evaluation
9. Hongmei Mo, PhD, Director, Clinical Virology
10. Taiyin Yang, PhD, Senior Vice Preside, Pharmaceutical Development and Manufacturing
11. Shalini Gidwani, MSc, RAC, Associate Director, Regulatory Affairs
12. Paul Tomkins Senior Director, Regulatory Affairs
13. Norbert Bishofberger, PhD, Executive Vice President, Research and Development, Chief 

Scientific Officer*
14. Joe Steele, Vice President, Commercial Strategy*

1.0 BACKGROUND

The purpose of this late-cycle meeting (LCM) is to share information and to discuss any 
substantive review issues that we have identified to date, the Advisory Committee meeting plans, 
and the objectives for the remainder of the review.  The application has not yet been fully 
reviewed by the Signatory Authority, Division Director, and Cross-Discipline Team Leader 
(CDTL) and therefore, the meeting will not address the final regulatory decision for the 
application.   

NDA 204671 (sofosbuvir, 400 mg tablets) was submitted on April 8, 2013 by Gilead Sciences, 
Inc. for the treatment of genotype 1 to 6 chronic hepatitis C virus infection in adults. The Agency 
is reviewing this application under the PDUFA V’s “The Program” and a priority review was 
granted (8 month review clock).  The action date for this application is December 8, 2013.  
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No previous action has been taken on this NDA.  

2.0 DISCUSSION

 Introductory Comments (Welcome, Introduction, Ground rules, Objectives of the 
meeting) 

After introductory comments, Gilead was informed that IND 106739 for sofosbuvir was 
granted breakthrough therapy designation. 

 Discussion of Substantive Review Issues

Chemistry Manufacturing and Controls

 The review of the CMC component of this application is complete and there are no 
outstanding issues.  However, there were significant GMP issues identified during 
various FDA inspections and they need to be addressed by the applicant.  

Office of Compliance

 The Office of Compliance is still evaluating the status of facilities submitted in the 
NDA. Inspections at Foster City concluded on and 
several 483’s were issued at the conclusion of the inspection. 

 The Agency informed Gilead that this NDA cannot be approved with the API site,
in the application based on the issues discussed during the August 20, 2013 

teleconference.  Gilead understood the Agency’s concerns and will remove 
from the application.  After the August 20, 2013 teleconference with the Agency 
about  Gilead increased API production at the two remaining sites in 
September and October.  Gilead is working with  with their GMP issues in 
preparation for a future FDA inspection.  

 Gilead informed the Agency that the majority of the sofosbuvir API was produced at 
 and foresee challenges meeting patient demands beyond the launch period.  

The Applicant’s plans are to launch the product in the US  
.  

Clinical

 The Agency acknowledged receipt of the VALENCE and PHOTON-1 study reports 
and datasets to support sofosbuvir plus ribavirin for 24 week duration (received 
October 10, 2013).  The Agency is reviewing these data in an expedited timeframe 
and requested that Gilead provide a quick response to any additional clarifications or 
questions that may be raised by the Agency.  

 Gilead confirmed the additional VALENCE clinical investigator information will be 
provided to the Agency by October 11, 2013.
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 Information Requests

 Gilead will review the information request sent regarding the modeling analyses used to 
support use of SOF+PEG+RBV for 12 weeks in GT 1 subjects who had previously failed 
PEG and RBV therapy, and the request regarding clinical trial GS-US-334-0109.  The 
company will provide a response to the Agency early next week (October 14, 2013).

A. Discussion of Upcoming Advisory Committee Meeting

 The Agency received Gilead’s draft Advisory Committee meeting slide deck and 
requested clarification on the misclassification of subjects.  Gilead stated further analysis 
showed these subjects had GT2/GT1 intergenotypic recombinant HCV.  The core 
sequences were GT2 and correctly identified as GT2 by the LiPA assay, but the NS5B for 
these viruses was identified as GT1 by sequencing analysis. For the Advisory Committee 
meeting, the Agency requested the slides reflect the intent to treat (ITT) analyses and the 
LiPA assay results, because these results would be used in clinical practice.  

 Gilead should not present information at the Advisory Committee meeting about 
PHOTON-1 (HIV/HCV co-infection trial).  Members of the Advisory Committee were 
not screened to discuss the co-infected trial.  

 The Agency will follow up with Gilead on who will introduce the data about 
SOF+PEG+RBV treatment for GT 1 treatment-experienced patients.

 Gilead should be prepared to address any questions or comments on cardiac findings 
presented at the Advisory Committee meeting.

 The Agency will provide Gilead a draft copy of the slide presentation prior to the 
Advisory committee meeting.  Gilead will present the VALENCE data at the meeting.

 The Agency requested sequences and breakpoints for the intergenotypic recombinant 
viruses and publications describing HCV intergenotypic recombinant. 

B. Postmarketing Requirements/Postmarketing Commitments 

Pediatric Postmarketing Requirement

 The pediatric study requirement for age group less than three years of age will be waived.
 Pediatric study requirements for children ages three to less than 18 years will be deferred 

because the adult studies are complete and the pediatric study has not been completed
 The Agency is developing the PREA PMR language for this application.  The pediatric 

PMR will include a trial in pediatric subjects 3 through 17 years of age with chronic 
hepatitis C and at least 5 years follow-up data will be needed.

Severe renal impairment/End Stage Renal Disease

 Provide the final study report and datasets for protocol GS-US-334-0154, currently 
entitled, “A Phase 2b, Open-Label Study of 200 mg or 400 mg Sofosbuvir+RBV for 24 
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Weeks in Genotype 1 or 3 HCV-Infected Subjects with Renal Insufficiency”, in order to 
provide dosing recommendations for chronic hepatitis C patients with severely impaired 
renal function and ESRD.  

 For this ongoing trial, Gilead should provide the datasets and final study report in order to 
determine dosing recommendations for patients with severe renal impairment.

Carcinogenicity data

 Carcinogenicity studies will be a PMR if the treatment regimen of sofosbuvir plus 
ribavirin for 24 weeks is approved.  

General indication
 Internal Agency discussions are ongoing regarding use of the proposed broader indication 

(for sofosbuvir use) “in combination with other agents” versus how the sofosbuvir 
regimens were studied.  

Pre-transplant indication (Poonam)

 The Agency is reviewing the data from the ongoing trial P7977-2025, which is evaluating 
a subgroup of pre-transplant population.  Gilead will need data from the trial in patients 
with decompensated cirrhosis to support a broader indication for the pre-transplant 
population. The protocol-defined treatment duration was amended from 24 to 48 weeks 
in the ongoing pre-transplant trial.  The current label proposed treatment duration of  

 which is different from how the duration was studied in the trial.  
The Agency is still reviewing these data and Gilead’s proposed labeling.  Gilead will 
submit updated treatment duration information from this trial, and will propose labeling 
language to the Agency to address the treatment duration.  

C. Review Plans  

 The Agency will continue its review of the NDA including the new data from VALENCE 
and PHOTON-1.

 The Agency will continue discussions on labeling for sofosbuvir with Gilead.
 The proposed trade name is under review by the Agency.

D. Wrap-up and Action Items

Action Items

a. Gilead will submit a formal correspondence withdrawing  from the application.
b. Gilead will submit a commitment letter stating that no sofosbuvir API manufactured at 

 will be used to manufacture commercial batches.  
c. Gilead will provide the sofosbuvir launch plans without sofosbuvir API from 
d. Gilead will respond to the 483s issued at Foster City within the 14 day timeframe.
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e. The Agency will provide Gilead with draft Advisory Committee slides before the 
meeting.

f. Gilead will submit updated duration data from the pre-transplant trial, P7977-2025. 
Gilead will provide sequences and breakpoints for the intergenotypic recombinant viruses 
and publications describing HCV intergenotypic recombinant to the Agency.  

g. The Agency will provide Gilead with the status of the tradename by the designated due 
date. 

h. Gilead will provide the Agency with the presentations presented at AASLD.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 204671
LATE CYCLE MEETING 

BACKGROUND PACKAGE

Gilead Science, Inc.
Attention: Shalini Gidwani, MSc, RAC
Associate Director, Regulatory Affairs
333 Lakeside Drive
Foster City, CA 94404

Dear Ms. Gidwani:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for sofosbuvir 400mg tablets.

We also refer to the Late-Cycle Meeting (LCM) scheduled for October 10, 2013.  Attached 
is our background package, including our agenda, for this meeting.

If you have any questions, call Linda C. Onaga, MPH, Regulatory Project Manager, at (301) 
796-0759 or the Division mainline at (301)796-1500.

Sincerely,

{See appended electronic signature page}

Debra Birnkrant, MD
Director
Division of Antiviral Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research

ENCLOSURE:
   Late-Cycle Meeting Background Package
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LATE-CYCLE MEETING BACKGROUND PACKAGE

Meeting Date and Time: October 10, 2013 3:00 PM – 4:40 PM
Meeting Location: 10903 New Hampshire Ave

Bldg 22 RM 1415
Silver Spring MD, 20903

Application Number: NDA 204671
Product Name: sofosbuvir
Proposed Indication: Treatment of chronic hepatitis C in adults (genotype 1 to 6)
Sponsor/Applicant Name: Gilead Sciences, Inc.

INTRODUCTION

The purpose of a Late-Cycle Meeting (LCM) is to share information and to discuss any 
substantive review issues that we have identified to date, Advisory Committee (AC) meeting
plans, and our objectives for the remainder of the review. The application has not yet been fully 
reviewed by the signatory authority, division director, and Cross-Discipline Team Leader
(CDTL) and therefore, the meeting will not address the final regulatory decision for the 
application.  We are sharing this material to promote a collaborative and successful discussion at 
the meeting.  

During the meeting, we may discuss additional information that may be needed to address the 
identified issues and whether it would be expected to trigger an extension of the PDUFA goal 
date if the review team should decide, upon receipt of the information, to review it during the 
current review cycle.  If you submit any new information in response to the issues identified in 
this background package prior to this LCM or the AC meeting, we may not be prepared to 
discuss that new information at this meeting.  

BRIEF MEMORANDUM OF SUBSTANTIVE REVIEW ISSUES IDENTIFIED TO 
DATE

1. Discipline Review Letters

No Discipline Review letters have been issued to date.

2. Substantive Review Issues

The following substantive review issues have been identified to date:

Chemistry, Manufacturing and Controls (CMC):
a. CMC/Inspectional Issues 
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Inspections and compliance evaluations for manufacturing sites submitted in the new 
drug application (NDA) package for sofosbuvir are ongoing, including Foster City. The 
Agency requests that Gilead provide an update of their plans for the  facility.

ADVISORY COMMITTEE MEETING

Date of AC meeting: October 25, 2013

Date AC briefing package sent under separate cover by the Division of Advisory 
Committee and Consultant Management: On or before October 3, 2013

Potential questions and discussion topics for AC Meeting are as follows:

1. Considering potential risks and benefits do the available data support approval of 
sofosbuvir in combination with ribavirin for treatment of chronic hepatitis C in adult 
patients with genotype 2 and 3 infection? 

 Please comment on the strength of evidence for use of sofosbuvir and ribavirin for 
16 weeks duration in subgroups of genotype 2 patients who may benefit from an 
extended duration of therapy.

2. Considering potential risks and benefits do the available data support approval of 
sofosbuvir in combination with pegylated interferon and ribavirin for treatment of 
chronic hepatitis C in treatment-naïve adult patients with genotype 1 and 4 infection? 

3. Please comment on the strength of evidence for use of sofosbuvir in combination with 
pegylated interferon and ribavirin for treatment of chronic hepatitis C in patients with 
genotype 1 infection who are nonresponders to a prior course of pegylated interferon and 
ribavirin. Please comment if additional data are needed in this population.

4. Please comment on the strength of evidence for use of sofosbuvir in combination with 
ribavirin in HCC patients meeting Milan criteria awaiting liver transplantation. Are the 
available data sufficient for dosing recommendation? If not, what additional studies are 
recommended?

5. Please comment on postmarketing studies/trials that are needed to further define the 
optimal use of sofosbuvir.

We look forward to discussing our plans for the presentations of the data and issues for the 
upcoming AC meeting.  Final questions for the Advisory Committee are expected to be posted 
two days prior to the meeting at this location: 
http://www.fda.gov/AdvisoryCommittees/Calendar/default.htm   
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LCM AGENDA

1. Introductory Comments –  5 minutes (Linda Onaga, MPH/Sarah Connelly, MD)

a. Welcome, Introductions, Ground rules, Objectives of the meeting

2. Discussion of Substantive Review Issues – 15 minutes 

Each issue will be introduced by FDA and followed by a discussion.

a. Chemistry, Manufacturing and Controls; Office of Compliance

3. Information Requests – 10 minutes 

Clinical/Statistics

a. Clinical Study Reports and datasets for the following trials

o GS-US-334-0133 (VALENCE)

o GS-US-334-0123 (PHOTON-1)

b. Comprehensive assessment of collective evidence to support 24 week sofosbuvir and 
ribavirin treatment regimen as an alternative therapeutic option for genotype 1 subjects 
who are ineligible to receive an interferon-based therapy.

c. VALENCE clinical investigator information, site specific

d. Modeling analyses done by the Applicant to support the use of SOF+PEG+RBV for 12 
weeks in genotype 1 subjects who had previously failed pegylated interferon and 
ribavirin therapy.

e. Submission of SVR results for genotype 1 subjects from the ongoing trial GS-US-334-
0109, entitled, “An Open-Label Study of GS-7977 + Ribavirin with or without
Peginterferon Alfa-2a in Subjects with Chronic HCV Infection who Participated in Prior 
Gilead HCV Studies”

4. Discussion of Upcoming Advisory Committee Meeting – 30 minutes

a. Coordination of presentations, including statistical analyses, VALENCE data, use in
HCV genotype 1 prior pegylated interferon/ribavirin nonresponders.

b. Review of potential AC questions

5. Postmarketing Requirements/Postmarketing Commitments – 5 minutes 

a. Pediatric Postmarketing Requirement

The pediatric study requirement for age group less than 3 years of age will be waived.

The pediatric study requirement for ages 3 to less than 18 years for this application will 
be deferred because adult studies are completed and the pediatric study has not been 
completed.

b. Severe renal impairment/End Stage Renal Disease
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Provide the final study report and datasets for protocol GS-US-334-0154, currently 
entitled, “A Phase 2b, Open-Label Study of 200 mg or 400 mg Sofosbuvir+RBV for 24 
Weeks in Genotype 1 or 3 HCV-Infected Subjects with Renal Insufficiency”, in order to 
provide dosing recommendations for chronic hepatitis C patients with severely impaired 
renal function and ESRD. 

6. Major labeling issues – 10 minutes

a. General indication 

Discussions are ongoing regarding use of the proposed broader indication (for sofosbuvir 
use) “in combination with other agents”.

b. Pre-transplant indication

The Division recommends that the indication should be  defined for use 
in patients with hepatocellular carcinoma awaiting liver transplantation. In addition, the 
indicated duration of therapy should be for maximum of 24 weeks, as was initially 
studied in P7977-2025, until additional data with longer duration has been submitted and 
reviewed by the Division. 

Additionally, available data from both population and deep sequencing of subjects who 
had on-treatment failure (n=5) and subjects who relapsed (n=20) in P7977-2025 will be 
included in the label, because it provided supportive information for the FDA resistance 
findings in the SOF Phase 3 trials. For example, the L159F substitution emerged on 
treatment in two subjects who were infected with GT1a HCV (one breakthrough and one 
relapse) and one subject infected with GT2b HCV (breakthrough).  In addition, an S282R 
and L320F substitution were detected by deep sequencing in the on-treatment sample 
from a subject infected with GT1a HCV who did not respond to SOF.

DAVP believes that the review of data from ongoing GS-US-334-0125 in decompensated 
HCV subjects will be needed for a broader indication in all pretransplant HCV subjects.

c. Misclassified subjects 

The Division performed their analyses using the Intent-to-Treat approach.  Discussions 
are ongoing regarding the analyses to include in the label.

7. Review Plans – 10 minutes 

a. Await inspection report

b. Review VALENCE and PHOTON-1 data

c. Await feedback from the Advisory Committee Meeting

d. Continue with labeling review and discussions
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e. Await the status of the trade name review 

8. Wrap-up and Action Items – 5 minutes
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