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EXCLUSIVITY SUMMARY

NDA # 22577 and 21356 S-038 SUPPL #    HFD # 530 

Trade Name   VIREAD  

Generic Name   tenofovir disoproxil fumarate  

Applicant Name   Gilead Sciences, Inc.       

Approval Date, If Known   January 18, 2012       

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) and 505(b)(1) SE9 manufacturing change with clinical data 

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.     

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:              
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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? 

3

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? 

      Yes 

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).

Reference ID: 3073416



 
 

Page 3 

NDA# 21356 VIREAD (tenofovir disoproxil fumarate) Tablets 

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 
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 
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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 
demonstrate the safety and effectiveness of this drug product?  

   YES  NO 

     If yes, explain:
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(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: 

Study GS-US-104-0352: A Phase III, Randomized, Open-Label Study 
Comparing the Safety and Efficacy of Switching Stavudine or Zidovudine to 
Tenofovir Disoproxil Fumarate versus Continuing Stavudine or Zidovudine in 
Virologyically Suppressed HIV-Infected Children Taking Highly Active 
Antiretroviral Therapy 

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 

Investigation #2      YES  NO 
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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"): 

 Study GS-US-104-0352: A Phase III, Randomized, Open-Label Study Comparing the 
Safety and Efficacy of Switching Stavudine or Zidovudine to Tenofovir Disoproxil Fumarate versus 
Continuing Stavudine or Zidovudine in Virologyically Suppressed HIV-Infected Children Taking 
Highly Active Antiretroviral Therapy 

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 # 52,849  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 
interest provided substantial support for the study? 
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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:  Katherine Schumann, M.S.                     
Title:  Regulatory Project Manager, DAVP 
Date:  December 14, 2011 

Name of Office/Division Director signing form:  Jeffrey Murray, M.D., M.P.H. 
Title:  Deputy Director 
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 
questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

Answer the following questions for each paragraph IV certification: 

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

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

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

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

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

If “No,” continue with question (3). 

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

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

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

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

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

If “No,” continue with question (5). 

Yes        No         

Yes        No

Yes        No

Yes        No
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Appendix to Action Package Checklist 

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 
(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 

right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

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

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

Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

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

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

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

An efficacy supplement is a 505(b)(2) supplement if: 
(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 

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

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

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA.
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From: Schumann, Katherine 
Sent: Tuesday, January 17, 2012 1:52 PM 
To: 'Rebecca Mock' 
Cc: 'Dara Wambach'; Regulatory Archives; David, Jeannie C; Miller, Stephen 
Subject: NDA 22577 Viread Oral Powder - PMCs  

Importance: High

Dear Rebecca,  

We have reviewed your submission dated January 16, 2011, received January 17, 2012, 
containing a Quality Information amendment with two proposed Post-Marketing Commitments 
(PMCs), as agreed upon during the teleconference held between the Agency and Gilead 
Sciences on January 13, 2012.  

The Agency has made several minor revisions to your proposed wording of the PMCs. I am 
including the complete wording below with the changes identified in blue text.  

PMC-1

During the filling of one commercial full-scale Viread oral powder lot, execute a 
stratified sampling plan to determine the potency of the powder blend and verify that 
potency variation does not occur due to segregation. Include individual measurements 
of strength from at least one single scoop sample per container for containers 
spanning the full packaging run. Include both individual values and statistical 
analysis of the data in the study report.

The timetable you submitted on January XX, 2012, states that you will conduct this 
study according to the following schedule: 

Study/Trial Completion: 12/18/2012 
Final Report Submission: 01/18/2013

PMC-2

Submit data from a simulated in-use study of strength per scoop where a bottle is 
exhaustively sampled one scoop at a time. Use a bottle subjected to appropriate 
simulated shipping conditions so that it is representative of a bottle obtained by a 
patient. Include data from each scoop sampled and appropriate statistical analysis in 
the study report.

The timetable you submitted on January XX, 2012, states that you will conduct this 
study according to the following schedule: 

Study/Trial Completion: 12/18/2012  
Final Report Submission: 01/18/2013

Please review the changes and submit a statement of your agreement (regarding the two 
PMCs and the corresponding, proposed timelines) to the NDA as soon as possible, no later 
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than 1/18/2012 (tomorrow).  

You can address the submission to Jeannie, who will be back in the office shortly. Please also 
copy me. 

Please let me or Jeannie know if you have any questions. 

Warm Regards, 

Katie

Katherine Schumann, M.S. 
Regulatory Project Manager 
FDA/CDER/OND/OAP 
Division of Antiviral Products
10903 New Hampshire Ave., Bldg. 22, Room 6237 
Silver Spring, MD 20993-0002 
Phone: (301) 796-1182 
Fax: (301) 796-9883 
Email: Katherine.Schumann@fda.hhs.gov
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If any of the above information is currently not available to establish  of 
the drug occurs during the manufacturing process, please indicate when you would be 
able to provide this data.

To facilitate prompt review of your response, please also provide an electronic courtesy copy of 
your response to both Jeannie David, Regulatory Project Manager in the Office of New Drug 
Quality Assessment (Jeannie.David@fda.hhs.gov), and Katherine Schumann, Regulatory Project 
Manager the Office of New Drugs (Katherine.Schumann@fda.hhs.gov). 

If you have any questions regarding this CMC letter, call Jeannie David at (301) 796-4247. 

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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From: Schumann, Katherine 
Sent: Wednesday, December 21, 2011 2:09 PM 
To: 'Dara Wambach' 
Cc: 'Regulatory Archives'; 'Thomas Haberberger' 
Subject: RE: NDA 22577 and NDA 21356 S-38 Additional Labeling Comments 
Dear Dara, 

I have one additional comment regarding the labeling that was communicated to me after I sent 
the correspondence below. I hope you can take this into consideration when you are addressing 
the other comments: 

Please do not use the Microcaps® trade name when describing Viread® oral powder in the 
labeling documents of NDA 22577. 

When you have time, please send me a quick note to confirm you have received this additional 
labeling comment.  

Warm Regards, 

Katie
(301) 796-1182

_____________________________________________  
From: Schumann, Katherine   
Sent: Wednesday, December 21, 2011 1:18 PM 
To: Dara Wambach 
Cc: Regulatory Archives; Thomas Haberberger 
Subject: NDA 22577 and NDA 21356 S-38 Additional Labeling Comments 

Hi Dara, 

In response to your submission of the revised VIREAD labeling on December 12, the Division is 
sending a second set of labeling comments. Please find the correspondence and track-changed 
PI and PPI attached. I am also attaching an MS Word version of the labeling for your 
convenience.  

Please let me know if you have any questions.  

Warm Regards, 

Katie

 << File: 2011_12_21 NDA 22577 Labeling Comments with PI.pdf >>  << File: 2011_12_20 FDA 
comments NDA 22577 PI.doc >>  

Katherine Schumann, M.S. 
Regulatory Project Manager 
FDA/CDER/OND/OAP 
Division of Antiviral Products
10903 New Hampshire Ave., Bldg. 22, Room 6237 
Silver Spring, MD 20993-0002 
Phone: (301) 796-1182 
Fax: (301) 796-9883 
Email: Katherine.Schumann@fda.hhs.gov
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FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Professional Promotion 
Division of Direct-to-Consumer Promotion 

****Pre-decisional Agency Information**** 

Memorandum
Date: December 16, 2011

To: Katherine Schumann, M.S., Regulatory Project Manager 
Division of Antiviral Products (DAVP) 

From: Jessica Fox, PharmD, Regulatory Review Officer 
Sheila Ryan, PharmD, Group Leader 
Division of Professional Promotion (DPP) 

Sheetal Patel, PharmD, Regulatory Review Officer 
Division of Direct-to-Consumer Promotion (DDTCP) 

Subject: NDA 022577 – Viread (tenofovir disoproxil fumarate) powder 
NDA 021356/S-038 – Viread (tenofovir disoproxil fumarate) tablets 

As requested in DAVP’s consult dated July 7, 2011, DPP and DDTCP have reviewed the Viread 
prescribing information (PI), patient package insert (PPI), and carton and container labeling, 
which have been updated to provide dosage recommendations for pediatric patients 2 years 
and older, to include a new oral powder dosage form, and to include additional tablet strengths. 

DPP’s comments are provided directly below in the proposed substantially complete version of 
the PI sent via email by DAVP on December 5, 2011.  DPP has no comments on the carton and 
container labeling at this time. 

DDTCP’s comments are provided directly below in the proposed substantially complete version 
of the PPI sent via email by DAVP on December 5, 2011.  

If you have any questions on the PI or carton and container labeling, please contact Jessica Fox 
at 6-5329 or at Jessica.Fox@fda.hhs.gov.  If you have any questions on the PPI, please contact 
Sheetal Patel at 6-5167 or at Sheetal.Patel@fda.hhs.gov. 
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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 SER  Service 
     

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

:  
  21356 S-038 

ru :  der

011

ory Affairs 

or:

, DAVP 

ad Tablets – 

______________
se refer to your New Drug Application (NDA) and supplemental New Drug Application 

(sNDA) dated June 16, 2011, received July 18, 2011,  submitted under section 505(b) of the 
oxil fumarate) 

11, containing the 
rt (PI) and patient package insert (PPI) for VIREAD. The following 

unicated on behalf of the review 
team.  

who were 2 to < 12 yrs of age at 
ing that 5 subjects were > 12 yrs of 

age at enrollment.  

3. Please include a statement describing number of subjects who discontinued the study 
prematurely for reasons other than virologic failure/lack of efficacy.

4. Please delete the last sentence regarding excluding missing data. 

In recalculating efficacy for the description of the pediatric trial in section 8.4, please consider 
the following.  Two subjects (9044 and 9054) appear to have added a new drug (LPV/r) during 
the randomization phase and we believe they should be counted as failures instead of successes 
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NDA 22577 

D g Viread (tenofovir disoproxil fumarate) oral pow

Date: December 5, 2

To: Dara Wambach, M.A., Associate Director, Regulat

Spons  Gilead Sciences, Inc.  

From:  Katherine Schumann, M.S., Regulatory Project Manager

Subject: NDA 22577 Viread Oral Powder and NDA 21356 S-038 Vire
Comments Regarding Proposed Labeling 

________________________________________________________________
Plea

Federal Food, Drug, and Cosmetic Act (FDCA) for VIREAD (tenofovir disopr
oral powder and tablets.  Also refer to your submission dated November 3, 20
revised package inse
comments regarding Section 8.4, Pediatric Use, are being comm

1. For your efficacy analysis please include only subjects 
enrollment (N=92) and provide a statement explain

2. Please report efficacy results as derived from the "snapshot" analysis. 
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according to the snapshot algorithm. Please change this designation or clarify why these two 
subjects should not be counted as failures. 

ission of HIV when 
dication, we 

ling Information and Information for 
pared

mation for 

on of HIV

5.  In addition, based on recent studies demonstrating decreased transm
HIV-infected patients or their uninfected partners take antiretroviral me
recommend making revisions to Patient Counse
Patients sub-section. These proposed revisions have been modified slightly as com

eptember 15, 2011.   to suggested revisions sent to you on S

PATIENT COUNSELING INFORMATION/the second bullet of Infor
Patients sub-section should be revised as follows: 

The use of VIREAD has not been shown to reduce the risk of transmissi 1 or
ts should be advisedHBV to others through sexual contact or blood contamination. Patien

to continue to practice safer sex and to use latex or polyurethane condoms to lower the
cretions or blood.chance of sexual contact with any body fluids such as semen, vaginal se

Patients should be advised never to re use or share needles.
tion to others. 

luids on them, like 

Do not have any kind of sex without protection. Always practice safe sex by 
ondom to lower the chance of sexual contact with 
lood.

thers with HIV-1 
 the breast milk. 

l my healthcare 
ell your healthcare 

Patients should avoid doing things that can spread HIV-1 or HBV infec
Do not share needles or other injection equipment. 
Do not share personal items that can have blood or body f
toothbrushes and razor blades. 

using a latex or polyurethane c
semen, vaginal secretions, or b
Do not breastfeed. Tenofovir is excreted in breast milk. Mo
should not breastfeed because HIV-1 can be passed to the baby in

PATIENT INFORMATION LABELING: 

a. The last bulleted paragraph in the section “What should I tel
provider before taking VIREAD?/Before you take VIREAD, t
provider if you:” should be revised as follows: 

are breast feeding or plan to breast feed. You should not breast feed if you have
S. The virus that causes HIV can pass through your breastHIV infection or AID

milk to your baby. It is not known if VIREAD can pass through your breast milk
and harm your baby. Talk to your healthcare provider about the best way to feed
your baby. Do not breastfeed. Tenofovir is excreted in breast milk. Mothers with 
HIV-1 should not breastfeed because HIV-1 can be passed to the baby in the breast 
milk. 

b. The second paragraph in the section “General information about VIREAD 
should be revised as follows: 

VIREAD does not reduce the risk of passing HIV 1 or HBV to others through sexual contact
or blood contamination. Continue to practice safer sex and do not use or share dirty needles.
Do not share personal items that can have blood or body fluids on them, like toothbrushes or
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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 CORRESPONDENCE 

NDA:  22577 

Drug:  Viread (tenofovir disoproxil fumarate) oral powder 

Date:  October 4, 2011 

To:  Dara Wambach, M.A., Associate Director, Regulatory Affairs 

Sponsor: Gilead Sciences, Inc.  

From:  Katherine Schumann, M.S. 

Subject: NDA 22577 Viread Oral Powder Request for Information 
______________________________________________________________________________
Please refer to your New Drug Application (NDA) dated June 16, 2011, received July 18, 2011,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for 
VIREAD (tenofovir disoproxil fumarate) oral powder.  

1. The currently proposed draft labeling does not contain detailed instructions for
patients/caregivers regarding the measurement of one half scoop and one full scoop of 
the powder. We recommend additional "Instructions for Use" to be included at the 
end of the Patient Package Insert.  These instructions could include diagrams showing 
appropriate measuring for a half scoop and a full scoop of powder. They could also 
provide a more detailed description of what food items may be used as vehicle for the 
powder and any foods that should NOT be used as vehicle and optimal time limits for 
mixing and dosing.  Instructions should be based on stability or palatability studies or 
practices followed during the clinical trial. These Instructions for Use are intended for 
patients/caregivers and should be in consumer-friendly language. Consider revising 
the bottle and carton labels to include, “See Patient Package Insert for instructions on 
use of the dosing scoop.” 

2. In order to validate that the Instructions for Use are adequate you may wish to 
consider performing a simulated use study or label comprehension assessment with 
representative users. 
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Please resubmit labeling addressing the above comments by Thursday, October 13, 2011.

Please contact me at 301-796-1182 if you have any questions regarding the contents of this 
transmission. 

______________________
Katherine Schumann, M.S. 

Regulatory Project Manager 
Division of Antiviral Products 

  Center for Drug Evaluation and Research 
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Page 2 

2) Please provide the stability data analysis and results for any other drug product batches 
(preclinical, clinical, and intended commercial) that are available. 

3) If there is any interaction between the tenofovir disoproxil fumarate active ingredient 
and/or degradation products and ethylcellulose or any other excipients, please investigate 
and provide the results. 

4) Please provide results of the compatibility studies that were conducted between the 
tenofovir DF drug substance and ethylcellulose under various pH, temperature, and 
humidity conditions. 

5) Please provide 2 samples of the Viread Oral Powder drug product package along with the 
dosing scoop and instructions for dosing that include one full scoop and one half scoop 
measurement. 

To facilitate prompt review of your response, please also provide an electronic courtesy copy of 
your response to both Jeannie David, Regulatory Project Manager in the Office of New Drug 
Quality Assessment (Jeannie.David@fda.hhs.gov), and Katherine Schumann, Regulatory Project 
Manager the Office of New Drugs (Katherine.Schumann@fda.hhs.gov). 

If you have any questions regarding this CMC letter, call Jeannie David at (301) 796-4247. 

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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From: Schumann, Katherine
To: Dara Wambach; 
cc: "Erik Berglund"; 
Subject: NDA 22577 Viread Oral Powder - Request for Scoop Samples
Date: Monday, September 12, 2011 2:20:42 PM

Dara,

DMEPA would like to see samples of the Viread Oral Powder dosing 
scoop as part of the NDA 22577 review. Could you have several scoops 
sent directly to my attention at your earliest convenience? I was not given 
an exact number, but I think 3 would be fine. 

Please let me know if you have any questions.

Warm Regards,

Katie

Katherine Schumann, M.S.
Regulatory Project Manager
FDA/CDER/OND/OAP
Division of Antiviral Products
10903 New Hampshire Ave., Bldg. 22, Room 6237
Silver Spring, MD 20993-0002
Phone: (301) 796-1182
Fax: (301) 796-9883
Email: Katherine.Schumann@fda.hhs.gov
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From: Schumann, Katherine
To: Dara Wambach; 
Subject: Tenofovir - Pediatric Exclusivity Determination
Date: Tuesday, September 06, 2011 3:36:26 PM

Dear Dara,

Please find below your notification regarding the pediatric exclusivity 
determination for Viread (tenofovir): 

Pediatric Exclusivity has been granted for studies conducted on 
tenofovir, effective September 6, 2011, under section 505A of the 
Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355a), as 
amended by the Best Pharmaceuticals for Children Act (BPCA). 
This information will be reflected on CDER's pediatric web site and 
in the monthly update of the Orange Book. For additional 
information, please see the Guidance for Industry - Qualifying for 
Pediatric Exclusivity Under Section 505A of the Federal Food, Drug, 
and Cosmetic Act (http://www.fda.gov/downloads/Drugs/
GuidanceComplianceRegulatoryInformation/Guidances/
UCM080558.pdf).

In accordance with section 505A(e)(1) of the Act, as amended by 
FDAAA (Pub. L. No. 110-85), approved drugs for which a pediatric 
exclusivity determination was made, on or after September 27, 
2007, shall have a copy of the Written Request and any 
amendments posted on CDER’s pediatric web site.

In addition, we remind you that section 17 of the BPCA, as 
reauthorized and amended under the FDA Amendments Act of 
2007, requires for one year after pediatric labeling is approved, any 
report received by FDA of an adverse event associated with the 
drug granted exclusivity will be referred to the Office of Pediatric 
Therapeutics. This process occurs for all products granted Pediatric 
Exclusivity regardless of the regulatory action taken. The Director of 
that Office will provide for a review of the adverse event reports by 
the Pediatric Advisory Committee (PAC) and will obtain 
recommendations from that Committee on action FDA should take.
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Please let me know if you have any questions. 

Warm Regards,

Katie

Katherine Schumann, M.S.
Regulatory Project Manager
FDA/CDER/OND/OAP
Division of Antiviral Products
10903 New Hampshire Ave., Bldg. 22, Room 6237
Silver Spring, MD 20993-0002
Phone: (301) 796-1182
Fax: (301) 796-9883
Email: Katherine.Schumann@fda.hhs.gov
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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 CORRESPONDENCE 

NDA:  22577 

Drug:  Viread (tenofovir disoproxil fumarate) oral powder 

Date:  August 23, 2011 

To:  Dara Wambach, M.A., Associate Director, Regulatory Affairs 

Sponsor: Gilead Sciences, Inc.  

From:  Tafadzwa Vargas-Kasambira, M.D., M.P.H., Clinical Reviewer 
  Linda Lewis, M.D., Clinical Team Leader 

Subject: NDA 22577 Viread Oral Powder Request for Information 
______________________________________________________________________________
Please refer to your New Drug Application (NDA) dated June 16, 2011, received July 18, 2011,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for 
VIREAD (tenofovir disoproxil fumarate) oral powder.  

We reference the Table on Page 9 of your Annotated Written Request, that lists the trials 
submitted in support of your pediatric pharmacokinetic development program. In order to 
assist the Pediatric Exclusivity Board in making a determination on your eligibility for this 
designation, please revise this Table to summarize the total number of subjects evaluated in 
all pediatric PK studies according to the age categories specified in the Written Request i.e. 2 
years to < 6 years, 6 years to < 12 years, and 12 years to 18 years. Please send the updated 
Table to us via email, as a separate Addendum by Friday, August 26, 2011; there is no need 
to resend the entire Annotated Written Request. 

Please contact me at 301-796-1182 if you have any questions regarding the contents of this 
transmission. 

______________________
Katherine Schumann, M.S. 

Regulatory Project Manager 
Division of Antiviral Products 

  Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 22577 
 FILING COMMUNICATION

Gilead Sciences, Incorporated 
Attention: Dara Wambach, M.A. 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 

Dear Ms. Wambach: 

Please refer to your New Drug Application (NDA) dated June 16, 2011, received July 18, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for Viread®

(tenofovir disoproxil fumarate) 40 mg/gram oral powder. 

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.  Therefore, the user fee goal date is January 18, 
2012.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by December 
28, 2011. 

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 supplemental 
application and is not indicative of deficiencies that may be identified during our review. 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.  
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We reference the partial deferral granted on March 8, 2006, for the pediatric study requirement 
for this application for pediatric patients birth to less than 2 years of age. 

We note that you have submitted pediatric studies with this application for pediatric patients 2 to 
less than 12 years of age.  Once the review of this application is complete we will notify you 
whether you have fulfilled the pediatric study requirement for this age group. 

If you have any questions, call Katherine Schumann, M.S., Regulatory Project Manager, at 
(301) 796-1182 or the Division’s main number at (301) 796-1500. 

Sincerely,

{See appended electronic signature page} 

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

Reference ID: 3004474
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 22577 
NDA ACKNOWLEDGEMENT 

USER FEES RECEIVED
Gilead Sciences, Incorporated 
Attention: Dara Wambach, M.A. 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 

Dear Ms. Wambach: 

Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal 
Food, Drug and Cosmetic Act for Viread® (tenofovir disoproxil fumarate) 40 mg/gram oral 
powder.

You were notified in our letter dated July 14, 2011, that your application was not accepted for 
filing due to non-payment of fees.  This is to inform you that the Agency has received all 
required fees and your application has been accepted as of July 18, 2011.

Unless we notify you within 60 days of the above date that the application is not sufficiently 
complete to permit a substantive review, this application will be filed under section 505(b) of the 
Act on September 16, 2011, in accordance with 21 CFR 314.101(a). 

If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 

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 cited above should be included 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 

If you have any questions, contact Katherine Schumann, Regulatory Project Manager, at (301) 
796-1182 or the Division’s main number at (301) 796-1500. 

Sincerely,

{See appended electronic signature page}

Victoria Tyson 
Chief, Project Management Staff 
Division of Antiviral Products 
Office of Antimicrobial Products 
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 22577 UNACCEPTABLE FOR FILING

Gilead Sciences, Incorporated 
Attention: Dara Wambach, M.A. 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA  94404 

Dear Ms. Wambach: 

We have received your new drug application (NDA) submitted under 505(b) of the Federal 
Food, Drug, and Cosmetic Act for the following: 

Name of Drug Product: Viread® (tenofovir disoproxil fumarate) 40 mg/gram oral powder 

Date of Application: June 16, 2011 

Date of Receipt: June 16, 2011 

Our Reference Number: NDA 22577 

We have not received the appropriate user fee for this application.  An application is considered 
incomplete and cannot be accepted for filing until all fees owed have been paid.  Therefore, this 
application is not accepted for filing.  We will not begin a review of this application's adequacy 
for filing until FDA has been notified that the appropriate fee has been paid.  Payment should be 
submitted to the following address: 

Food and Drug Administration 
P.O. Box 979107 
St. Louis, MO  63197-9000 

Checks sent by courier should be addressed to: 

U.S. Bank 
Attention: Government Lockbox 979107 
1005 Convention Plaza 
St. Louis, MO  63101 
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When submitting payment for an application fee, include the User Fee I.D. Number, the 
Application number, and a copy of the user fee coversheet (Form 3397) with your 
application fee payment.  When submitting payment for previously unpaid product and 
establishment fees, please include the Invoice Number for the unpaid fees and the summary 
portion of the invoice with your payment.  The FDA P.O. Box number (P.O. Box 979107) 
should be included on any check you submit.

The receipt date for this submission (which begins the review for filability) will be the date the 
review division is notified that payment has been received by the bank. 

Please cite the NDA number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 

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

If you wish to send payment by wire transfer, or if you have any other user fee questions, please 
call Bev Friedman or Mike Jones at 301-796-3602. 

If you have any questions, contact Kathleen Schumann, M.S., Regulatory Project Manager, at 
(301) 796-1182 or the Divisions main number (301) 796-1500. 

Sincerely,

{See appended electronic signature page}

Victoria Tyson 
Chief, Project Management Staff 
Division of Antiviral Products
Office of Antimicrobial Products 
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 22577 
NDA ACKNOWLEDGMENT

Gilead Sciences, Inc. 
Attention: Dara Wambach, M.A. 
Associate Director, Regulatory Affairs 
333 Lakeside Drive 
Foster City, CA 94404 

Dear Ms. Wambach: 

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: VIREAD® (tenofovir disoproxil fumarate) oral powder

Date of Application: June 16, 2011 

Date of Receipt: June 16, 2011 

Our Reference Number:  NDA 22577 

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 August 15, 2011, in 
accordance with 21 CFR 314.101(a). 

If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 

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.

If you have any questions, call me at (301) 796-1182 or the Division’s main number at (301) 
796-1500.

Sincerely,

{See appended electronic signature page}

Katherine Schumann, M.S. 
Regulatory Project Manager 
Division of Antiviral Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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From: Schumann, Katherine
To: "Dara Wambach"; 
Subject: NDA 22577 Viread oral powder investigator and facilities information
Date: Monday, June 20, 2011 4:06:03 PM

Dear Dara,

As mentioned during the pre-NDA meeting, the Division will be requesting 
inspections as part of the review of NDA 22577.  I am writing to request 
and confirm certain information that will be needed for this purpose. 

First, I'd like to confirm that the contact information below for Drs. Lagen 
and Saez-Llorens is correct. If possible, could you also provide an email 
address for Dr. Lagen and a fax number for Dr. Saez-Llorens (if available)?

Study GS-US-104-0312
Thomas H. Lagen, MD
Northwest Kinetics, Inc.
3615 Pacific Avenue,
Tacoma, WA 98418, USA
Phone: +1 (253) 593-5304 x379
Fax: +1 (253) 593-5181

Study GS-US-104-0352
Dr Xavier Sáez-Llorens
Hospital Del Niño,
Avenida Balboa, Street 34
Panama City, Panama 5-4087
Tel. 507-512-9808 ext.174
xsaezll@cwpanama.net
xsaezll@gmail.com

Second, I'd like to communicate the following request from the clinical 
pharmacology team:

Please submit a list of bioanalytical sites with addresses used for 
analysis of PK blood samples in studies US-GS-104-0352 and US-
GS-104-0312.  Please also provide a point of contact and phone 
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number for each site.

I know that clinical laboratory facilities are listed on the Forms 1572, but 
contact names and phone numbers were not included on those that I 
referenced. We would appreciate very much if you could provide this 
additional information.

Please let me know if you have any questions.

Warm Regards,

Katie

Katherine Schumann, M.S.
Regulatory Project Manager
FDA/CDER/OND/OAP
Division of Antiviral Products
10903 New Hampshire Ave., Bldg. 22, Room 6237
Silver Spring, MD 20993-0002
Phone: (301) 796-1182
Fax: (301) 796-9883
Email: Katherine.Schumann@fda.hhs.gov
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