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Introduction 
Sofosbuvir Tablets are formulated as yellow film-coated capsule-shaped tablets debossed with a 
“GSI” on one side and “7977” on the other.  The tablets are to be marketed in a single dosage 
strength (400 mg).  Inactive ingredients include mannitol, microcrystalline cellulose, 
croscarmellose sodium, colloidal silicon dioxide, and magnesium stearate. 
 
Sofosbuvir Tablets are indicated in combination with other agents for the treatment of chronic 
hepatitis C in adults.  The recommended dose is one tablet daily with or without food.   
 
All CMC-related deficiencies have been resolved for this application, and all related reviews are 
complete.  There are no outstanding review deficiencies that would preclude a recommendation 
of approval from a CMC standpoint.  An overall acceptable recommendation (EES) was issued 
by the Office of Compliance on 12-NOV-2013, and an approval recommendation from the Office 
of Compliance was issued in a final memo dated 20-NOV-2013. 
 
All CMC review issues have been resolved, and I concur with the Chemistry, Manufacturing 
and Controls team’s recommendation of “approval.”   
 
ONDQA recommends approval of this NDA. 
 
Administrative 
The original submission of this 505(b)(1) NDA was received on 04-APR-2013.   Several solicited 
CMC amendments were also reviewed during the review cycle.  The comprehensive CMC 
assessment is captured in the following reviews, respectively: Chemistry Review #1 (by Dr. G. 
Lunn and Dr. F. Liu, 05-SEP-2013), the final Chemistry Memo (19-NOV-2013 by Dr. G. Lunn 
and Dr. F. Liu), the final Compliance Memo (20-NOV-2013 by Ms. K. Ghosh), and the 
Biopharmaceutics Review (30-AUG-2013 by Dr. M. Hughes).     
 
The NDA is supported by ten (10) drug master files (DMFs).  All DMFs were assessed for 
adequacy as part of the chemistry review. 
 
Drug Substance (sofosbuvir) 
Chemical Name:  (S)-Isopropyl 2-((S)-(((2R,3R,4R,5R)-5-(2,4-dioxo-3,4-dihydropyrimidin-

1(2H)-yl)-4-fluoro-3-hydroxy-4-methyltetrahydrofuran-2-yl)methoxy) 
(phenoxy)phosphorylamino)propanoate 

 
 
 
 
 
 
 
 

 
Molecular Formula C22H29FN3O9P 

Molecular Weight 529.45 g/mol 

Reference ID: 3415688
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All CMC issues have been addressed and this NDA is now recommended for approval.
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3. NAME OF APPLICANT: 
 

Name: Gilead 

 
4. SUBMISSION PROPERTIES: 

 
Review Priority : PRIORITY 

Classification (Code): Type 1 (New Molecular Entity) 

Property (Legal Basis): 505 (b)(1) 

Responsible Organization: DAVP 

 

Reference ID: 3306402
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Review Information 
 

 
1. INDICATION: Treatment of chronic Hepatitis C infection, in combination with 

other anti-HCV drugs. 
 
 
2. ROUTE OF ADMINISTRATION: Oral 
 
 
3. STRENGTH/POTENCY: 400 mg 
 
 
4. Rx/OTC DISPENSED:     Rx         OTC 
 
 
5. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):  

   
Is this a SPOTS product?  Yes     No       Not evaluated at time of IQA. 
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operating ranges will be considered a change to the manufacturing process and would 
initiate a quality investigation and potentially regulatory post approval change process. 
 
The process description in P.3.3 includes a table of  

 etc. Those “Proposed Commercial Targets / 
Ranges of Operating Parameters” seem to be moderately wide to me, and the identical 
values are shown for the two DP manufacturing sites. 
 
The proposed storage statement is “Store below 30ºC (86ºF).” 
 
Microbial testing is done annually as part of the stability protocol, at least for the NDA 
protocol and the first 3 commercial batch protocol. Is it part of the annual protocol? 
 
All tablet stability testing was performed at Gilead Sciences, Inc. (Foster City, CA, 
USA). 
 
Draft 74-Day Letter Comments: 
 
Comment with input from CDER Compliance: 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. 
 
Consider asking for microbial testing of tablets, at release and once per year, to be added 
to the Annual Commitment Stability Protocols for the US and Access tablets? 
 
Consider asking for the available stability data on the one lot of Access tablets to be 
submitted by some appropriate time in the review cycle? 
 
Description of Facility-Related Risks or Complexities (i.e. number of foreign sites, 
large number of sites involved, etc.) 
See EES for complete list of facilities related to this application. 

 
 

 

Reference ID: 3306402
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7. 

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

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

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

number and email for on-site 
contact person.  

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

• DMF number (if applicable) 

X   

8. 

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

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

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

number and email for on-site 
contact person. 

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

• DMF number (if applicable) 

X   

9. 

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

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

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

number and email for on-site 
contact person. 

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

• DMF number (if applicable) 

X   

Reference ID: 3306402
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REVIEW AND APPROVAL 
 
See appended electronic signature page} 
Stephen Miller, Ph.D. 
CMC-Lead 
Division of Pre-Marketing Assessment II, Branch V 
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 
 
 
 

Reference ID: 3306402
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