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09/26/2014
As Acting Division Director, I concur: this NDA is recommended for approval from the CMC
perspective.
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IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: 205-834

2. DATES AND GOALS:

Letter Date: Submission Received Date :
Feb 10, 2014

PDUFA Goal Date: 
Oct 10, 2014

Primary Reviews Signed-Off in DARRTS:
Approx. July 10, 2014

3. PRODUCT PROPERTIES:

Trade or Proprietary Name: Harvoni (conditionally acceptable)
Established or Non-Proprietary 
Name (USAN):

Ledipasvir and Sofosbuvir 

Dosage Form: Tablets
Route of Administration Oral
Strength/Potency 90mg / 400mg

Rx/OTC Dispensed: Rx

4. INDICATION: Treatment of chronic genotype 1 hepatitis C virus (HCV) 

infection.

5. DRUG SUBSTANCE STRUCTURAL FORMULA:

Ledipasvir Sofosbuvir

6. NAME OF APPLICANT (as indicated on Form 356h):

Gilead Sciences, Inc.
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7. SUBMISSION PROPERTIES:

Review Priority: Priority (PDUFA-V)

Submission Classification 
(Chemical Classification 
Code):

Type 1, 4 (New Molecular Entity; new combination – not
previously approved in the US)

Application Type: 505(b)(1)

Breakthrough Therapy Yes

Responsible Organization
(Clinical Division):

DAVP

8. CONSULTS:

CONSULT YES NO COMMENTS: (list date of request if already sent)
Biometrics X
Clinical Pharmacology X
Establishment Evaluation 
Request (EER)

X

Pharmacology/Toxicology X
Methods Validation X Consult in DARRTS (Feb 26, 2014)
Environmental Assessment X
CDRH X
Other X
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This NDA is fileable per Dr. Donald’s Microbiology Filing Review in DARRTS (date 
Feb 27, 2014). There are no Information Requests in Dr. Donald’s filing review, and his 
review of this application will continue.
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Parameter Yes No Comment

7.

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

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

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

number and email for on-site contact 
person. 

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

 DMF number (if applicable)

X
Upon request the sofosbuvir facilities were 
added to the 356h.

8.

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

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

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

number and email for on-site contact 
person.

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

 DMF number (if applicable)

X
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39. Is there enough information to 
assess the extended release 
designation claim?

x Not applicable

40. Are there any manufacturing 
changes implemented to the 
biobatch/clinical trial 
formulation?

x

41. Are data supporting the 
manufacturing changes 
implemented to the clinical 
trial formulation?

A manufacturing site change was 
implemented:   vs. Gilead, 
Ireland.

42.
Does the application include 
an IVIVC model?

x

43. Does the application include 
information/data on in vitro 
alcohol dose-dumping 
potential? 

x Not Applicable

44.
Is there any in vivo BA or BE 
information in the 
submission?

x  PK study, GS-US-334-0101, was 
conducted to evaluate the potential for a 
drug-drug interaction between SOF and 
LDV. 

 PK Study GS-US-337-0101 evaluated 
the performance of the SOF/LDV tablet 
formulation to the 2 coadministered 
single-agent tablets, LDV  90-mg 
strength and SOF tablet 400-mg strength 
administered under fed and fast 
conditions. 

These studies along with BA studies US-
256-0110 and (US-248-0102 conducted 
during early development will be reviewed 
by OCP.

47. Is there any design space 
proposed using in vitro 
release as a response variable? 

x

48 Is the control strategy related 
to in vitro drug release? 

x
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This document will be sequentially signed in DARRTS by all of the following who authored or 
reviewed this assessment:

See appended electronic signature page}

Stephen P. Miller, Ph.D.
CMC-Lead
Division of Pre-Marketing Assessment II, Branch V
Office of New Drug Quality Assessment

{See appended electronic signature page}

Sandra Suarez, Ph.D.
Biopharmaceutics Reviewer
Office of New Drug Quality Assessment

{See appended electronic signature page}

Angelica Dorantes, Ph.D.
Biopharmaceutics Team Leader
Office of New Drug Quality Assessment

{See appended electronic signature page}

Rapti Madurawe, Ph.D.
Branch Chief
Division of Pre-Marketing Assessment II, Branch V
Office of New Drug Quality Assessment
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Appendix 3.  Container Labels
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STEPHEN MILLER
03/26/2014
This NDA is fileable from the Product Quality perspective.

SANDRA SUAREZ
03/26/2014

ANGELICA DORANTES
03/26/2014

RAPTI D MADURAWE
03/27/2014
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MAHESH R RAMANADHAM
03/12/2014
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

METHODS VALIDATION CONSULT REQUEST FORM

TO: FDA
Division of Pharmaceutical Analysis
Attn: Michael Trehy
Suite 1002
1114 Market Street
St. Louis, MO 63101

FROM: George Lunn, CMC Reviewer
Stephen P. Miller, CMC Lead
Office of New Drug Quality Assessment (ONDQA)
E-mail Address: george.lunn@fda.hhs.gov
Phone: (301)-796-1701 
Fax.: (301)-796-9877

     Through: Stephen P. Miller, CMC Lead
   Phone: (301)-796-1418

and
Youbang Liu, ONDQA Methods Validation Coordinator
Phone: 301-796-1926

SUBJECT: Methods Validation Request

Application Number: NDA 205834  

Name of Product: Ledipasvir and Sofosbuvir Tablets, 90 mg and 400 mg

Applicant: Gilead Sciences

Applicant’s Contact Person: Michele Anderson

Address: 333 Lakeside Drive, Foster City, CA 94404

Telephone: 650-524-3858 Fax: 650-522-5489

Date NDA Received by CDER: 2/7/14 Submission Classification/Chemical Class: NME

Date of Amendment(s) containing the MVP: 2/7/14 Special Handling Required: No

DATE of Request:  2/26/14 DEA Class: N/A

Requested Completion Date 7/7/14 Format of Methods Validation Package (MVP)

PDUFA User Fee Goal Date: 8/7/14 Paper x Electronic Mixed

We request suitability evaluation of the proposed manufacturing controls/analytical methods as descr bed in the subject application. Please submit a 
letter to the applicant requesting the samples identified in the attached Methods Validation Request.  Upon receipt of the samples, perform the tests 
indicated in Item 3 of the attached Methods Validation Request as described in the NDA.  We request your report to be submitted in DARRTS promptly 
upon completion, but no later than 45 days from date of receipt of the required samples, laboratory safety information, equipment, components, etc.  
We request that you notify the ONDQA Methods Validation Requestor and the ONDQA Methods Validation Project Manager of the date that the 
validation process begins.  If the requested completion date cannot be met, please promptly notify the ONDQA Methods Validation Requestor and the 
ONDQA Methods Validation Project Manager.  

Upon completion of the requested evaluation, please assemble the necessary documentation (i.e., original work sheets, spectra, graphs, curves, 
calculations, conclusions, and accompanying Methods Validation Report Summary).  The Methods Validation Report Summary should include a 
statement of your conclusions as to the suitability of the proposed methodology for control and regulatory purposes and be electronically signed by the 
laboratory director or by someone designated by the director via DARRTS.  The ONDQA CMC Reviewer, ONDQA Methods Validation Project Manager, 
and ONDQA CMC Lead/Branch Chief should be included as cc: recipients for this document.  

All information relative to this application is to be held confidential as required by 21 CFR 314.430.
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Methods Validation Request Criteria

MV 
Request 

Category
Description

0
New Molecular Entity (NME) application, New Dosage Form 
or New Delivery System

1

Methods using new analytical technologies for 
pharmaceuticals which are not fully developed and/or 
accepted or in which the FDA laboratories lack adequate 
validation experience (e.g., NIR, Raman, imaging methods)

2

Critical analytical methods for certain drug delivery systems  
(e.g., liposomal and microemulsion parenteral drug products, 
transdermal and implanted drug products, aerosol, nasal, and 
dry powder inhalation systems, modified release oral dosage 
formulations with novel release mechanisms) 

3
Methods for biological and biochemical attributes (e.g., 
peptide mapping, enzyme-based assay, bioassay)

4
Certain methods for physical attributes critical to the 
performance of a drug (e.g., particle size distribution for drug 
substance and/or drug product)

5

Novel or complex chromatographic methods (e.g., specialized 
columns/stationary phases, new detectors/instrument set-up, 
fingerprinting method(s) for a complex drug substance, 
uncommon chromatographic method

6
Methods for which there are concerns with their adequacy 
(e.g., capability of resolving closely eluting peaks, limits of 
detection and/or quantitation) 

7 Methods that are subject to a “for cause” reason
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