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I concur - this NDA is recommended for approval from the CMC perspective
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OND Division:  Division of Anti-Viral Products 
NDA:  202-123 

Applicant:.  Gilead 
Stamp Date:  February 10, 2011 

Proposed Trademark: CompleraTM (proposed name; currently under review) 
Established Name: Emtricitabine, rilpivirine, and tenofovir disoproxil 

fumarate fixed-dose combination tablets 
Dosage Form: Tablets 

Route of Administration:  Oral 
Strength: 200 mg/25 mg/300 mg 

Indication: Treatment of HIV Infection 
Reviewer(s): Rao Kambhampati (Chemistry); Elsbeth Chikhale 

(Biopharmaceutics) 
CMC Lead: Dorota Matecka (Acting) 

  
 YES NO 

Acceptable for filing:   
Comments for 74-Day Letter   

  
 
Introduction 
 
The proposed fixed dose combination (FDC) tablet of emtricitabine (FTC), rilpivirine 
(RPV), and tenofovir disoproxil fumarate (TDF) is indicated for the treatment of HIV-1 
infection in adults. Each FTC/RPV/TDF FDC tablet contains FTC, RPV, and TDF at the 
same dosages as recommended for the individual components, i.e., 200 mg of FTC, 25 
mg of RPV (as 27.5 mg rilpivirine hydrochloride), and 300 mg of TDF. 
 
This NDA has been submitted in the eCTD format and is available in the EDR. The 
original submission was a rolling submission with the following CMC relevant 
amendments: 
 

1. Submission dated September 3, 2010 (Tier 1 -QOS and Module 3; carton and 
container labels) 

2. Submission dated November 9, 2010 (request for proprietary name) 
3. Submission dated November 23, 2010 (Tier 3 – Environmental Analysis) 
4. Resubmission dated February 10, 2011 
5. Submission dated February 14, 2010 (request for proprietary name) 

 
The initial stamp date for this NDA was November 23, 2010; however, the initial action 
for this NDA was a refuse-to-file (RTF) recommendation (letter dated January 20, 2011) 
due to the issue of two recently reported degradants of emtricitabine  

. The RTF recommendation for NDA 202-123 was based on the need for 
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information to establish the safe levels of these degradants and to assure that these 
impurities are controlled at or below the safe level during storage and use of the drug 
product. [Further information on this issue is contained in Gilead's December 23, 2010, 
Request for Comment (NDAs 202-123, 21-752 and 21-937), Gilead's November 11, 2010, 
background package (e.g., Sequence No. 367 to NDA 21-752) and FDA's meeting 
minutes for the subsequent December 13, 2010 teleconference with Gilead (documented 
under NDA 21-752 on December 23, 2010)].  
 
After discussion at a multi-disciplinary meeting on January 7, 2011, it was recognized 
that comprehensive information on the  degradants (planned for submission in 
late February 2011) was needed to file and review this NDA. Several filing comments 
were included in the RTF letter. A response to the RTF comments has been submitted in 
the subsequent NDA 202-123 resubmission (dated February 10, 2011; section 1.11.1. 
Response to Comment 6 Identified in FDA Refuse to File Letter Dated 20 January 2011 – 
Reference ID: 2894275).  
 
Per agreements during the February 7, 2011 meeting with the Agency, the applicant 
retained the original NDA number and was not required to resubmit information 
previously submitted to this NDA. The adequacy of the overall data submitted previously 
and in the February 10. 2011 submission will be a review issue; however, based on the 
overall information provided, this NDA was subsequently considered fileable from the 
CMC perspective (filing meeting on March 9, 2011).  
 
The new stamp date for this NDA is February 10, 2011. This NDA will be reviewed on a 
priority (6 month) timeline.  
 
IND Development 
 
The proposed drug product has been developed under IND 106,252. 
 
The discussion and agreements reached during the pre-NDA meeting (June 3, 2010) and 
CMC-only Type C meeting (June 30, 2010) are available from DARRTS. 
 
Other Applications that are relevant to this review 
 
NDA 202-022 for rilpivirine tablets, 25 mg, currently under review. 
 
NDA 21-752 for Truvada® (tenofovir disoproxil fumarate/emtricitabine) Tablets; 300 
mg/200 mg approved August 2, 2004.  
 
NDA 21-356 for Viread® (tenofovir disoproxil fumarate) Tablets, 300 mg, approved on 
October 26, 2001. 
 
NDA 21-500 for Emtriva® (emtricitabine) Capsules, 200 mg, approved July 3, 2003. 
 
IND 106,252 for tenofovir emtricitabine/rilpivirine/disoproxil fumarate tablets.  
 
IND 67,699 for rilpivirine tablets.  
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CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR NDA/BLA or Supplement 

 

 

6. 

For a naturally-derived API 
only, are the facilities 
responsible for critical 
intermediate or crude API 
manufacturing, or performing 
upstream steps, specified in the 
application?  If not, has a 
justification been provided for 
this omission?  This question 
is not applicable for 
synthesized API. 

  NA 

7. 

Are drug substances 
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) 

  

Information for the three drug substances 
provided in the attachment to FDA Form 356h 

submitted in the December 3, 2010 
amendment (resubmitted in the February 10, 

2011 submission). 

Reference ID: 2919991



CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR NDA/BLA or Supplement 

 

 

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) 

  

Information provided in the attachment to 
FDA Form 356h submitted in the December 3, 
2010 amendment (resubmitted in the February 

10, 2011 submission to provide updated 
contact information). 

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) 

   

10. 

Is a statement provided that all 
facilities are ready for GMP 
inspection at the time of 
submission? 

  

Provided in the FDA Form 356h submitted in 
the December 3, 2010 amendment 

(reconfirmed in the February 10, 2011 
submission). 

* If any information regarding the facilities is omitted, this should be addressed ASAP with the 
applicant and can be a potential filing issue or a potential review issue. 
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CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR NDA/BLA or Supplement 

 

 

34. 

IS THE PRODUCT 
QUALITY SECTION OF 

THE APPLICATION 
FILEABLE? 

  

The RTF action has been previously 
recommended for NDA 202-123 based on the 
lack of information to establish the safe levels 
of the two recently recognized emtricitabine 

degradants  and to 
assure that these impurities are controlled at or 
below the safe level during storage and use of 

the drug product. Several comments were 
listed in the RTF letter dated January 20, 

2011. These comments were addressed in the 
current resubmission (dated February 10, 

2011). The adequacy of these data will be a 
review issue; however, based on the new 

information provided, this NDA can be now 
considered fileable from the CMC 

perspective. 

35. 

If the NDA is not fileable 
from the product quality 
perspective, state the reasons 
and provide filing comments 
to be sent to the Applicant. 

   

36. 

Are there any potential 
review issues to be forwarded 
to the Applicant for the 74-
day letter? 

   

 

{See appended electronic signature page}  

Dorota Matecka 
Acting CMC Lead Date 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 

{See appended electronic signature page}  

Stephen Miller, Ph.D. 
Acting Branch Chief Date 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
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CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR NDA/BLA or Supplement 

 

 

6. 

For a naturally-derived API 
only, are the facilities 
responsible for critical 
intermediate or crude API 
manufacturing, or performing 
upstream steps, specified in the 
application?  If not, has a 
justification been provided for 
this omission?  This question 
is not applicable for 
synthesized API. 

  NA 

7. 

Are drug substances 
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) 

  
Information for the three drug substances 

provided in the attachment to FDA Form 356h 
submitted in the 3-Dec-2010 amendment. 
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CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR NDA/BLA or Supplement 

 

 

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) 

  
Information provided in the attachment to 

FDA Form 356h submitted in the 3-Dec-2010 
amendment. 

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) 

   

10. 

Is a statement provided that all 
facilities are ready for GMP 
inspection at the time of 
submission? 

  Provided in the FDA Form 356h submitted in 
the 3-Dec-2010 amendment. 

* If any information regarding the facilities is omitted, this should be addressed ASAP with the 
applicant and can be a potential filing issue or a potential review issue. 
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CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR NDA/BLA or Supplement 

 

 

35. 

If the NDA is not fileable 
from the product quality 
perspective, state the reasons 
and provide filing comments 
to be sent to the Applicant. 

  

After discussion at a multi-disciplinary 
meeting on Jan 7, 2011, it was recognized that 

without the information on the recently-
identified  (planned for 
submission in late February 2011), there was 

not sufficient information to approve this 
NDA. For this reason, Refuse-To-File is 

recommended for NDA 202-123 based on the 
need for information to establish the safe 
levels of these two recently recognized 
emtricitabine degradants (  

 and to assure that these impurities 
are controlled at or below the safe level during 

storage and use of the drug product. Further 
information on this issue is contained in 

Gilead's Dec 23, 2010, Request for Comment 
(NDAs 202-123, 21-752 and 21-937), Gilead's 

Nov 11, 2010, background package (e.g., 
Sequence No. 367 to NDA 21-752) and FDA's 

meeting minutes for the subsequent Dec 13, 
2010, teleconference with Gilead (documented 

under NDA 21-752 on Dec 23, 2010). 
 

Filing comments for the letter have been 
provided separately to the Project Manager. 

36. 

Are there any potential 
review issues to be forwarded 
to the Applicant for the 74-
day letter? 

   

 

{See appended electronic signature page}  

Stephen Miller, Ph.D. 
Acting Branch Chief Date 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
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This NDA is not complete for filing
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CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR NDA/BLA or Supplement 

 

 

6. 

For a naturally-derived API 
only, are the facilities 
responsible for critical 
intermediate or crude API 
manufacturing, or performing 
upstream steps, specified in the 
application?  If not, has a 
justification been provided for 
this omission?  This question 
is not applicable for 
synthesized API. 

  NA 

7. 

Are drug substances 
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) 

  
Information for the three drug substances 

provided in the attachment to FDA Form 356h 
submitted in the 3-Dec-2010 amendment. 
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CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR NDA/BLA or Supplement 

 

 

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) 

  
Information provided in the attachment to 

FDA Form 356h submitted in the 3-Dec-2010 
amendment. 

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) 

   

10. 

Is a statement provided that all 
facilities are ready for GMP 
inspection at the time of 
submission? 

  
Provided in the FDA Form 356h submitted in 

the 3-Dec-2010 amendment. 

* If any information regarding the facilities is omitted, this should be addressed ASAP with the 
applicant and can be a potential filing issue or a potential review issue. 
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CHEMICAL MANUFACTURING CONTROLS 
 FILING CHECKLIST FOR NDA/BLA or Supplement 

 

 

36. 

Are there any potential 
review issues to be forwarded 
to the Applicant for the 74-
day letter? 

  Not yet identified  issue?) 

 

{See appended electronic signature page}  

Dorota Matecka 
Acting CMC Lead Date 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 

{See appended electronic signature page}  

Stephen Miller, Ph.D. 
Acting Branch Chief Date 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
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