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IQA and Filing Review Cover Sheet 
 

1. NEW DRUG APPLICATION NUMBER:  205-786 

2. DATES AND GOALS: 

Letter Date:  
June 25, 2013 

Submission Received Date : 
June 26, 2013 

PDUFA Goal Date:  
Dec 26, 2013 

Action Goal Date: 
Dec 13, 2013 

3. PRODUCT PROPERTIES:  

Trade or Proprietary Name:  Isentress 
Established or Non-Proprietary 
Name (USAN): 

Raltegravir 

Dosage Form: Granules for Suspension 
Route of Administration Oral 
Strength/Potency 100 mg raltegavir per pouch (as the potassium salt) 
Rx/OTC Dispensed: Rx 

4. INDICATION:   

In combination with other antiretroviral agents for the treatment of HIV-1 
infection (raltegravir is an integrase strand transfer inhibitor). 

5. DRUG SUBSTANCE STRUCTURAL FORMULA: 

 

 
 

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

Merck Sharp & Dohme Corp. 
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7. SUBMISSION PROPERTIES: 

Review Priority: Priority 

Submission Classification 
(Chemical Classification 
Code): 

Type 3 (new dosage form – not previously approved in the US) 

Application Type: 505(b)(1) 

Breakthrough Therapy No 

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  
Environmental Assessment   X  
CDRH  X  
Other   NA 
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FILING REVIEW CHECKLIST 

The following parameters are necessary in order to initiate a full review, i.e., complete enough to 
review but may have deficiencies.  On initial overview of the NDA application for filing: 

A. GENERAL 
 Parameter Yes No Comment 

1.  
Is the CMC section organized 
adequately? 

X   

2.  
Is the CMC section indexed and 
paginated (including all PDF 
files) adequately? 

X   

3.  
Are all the pages in the CMC 
section legible? 

X  
 

4.  

Has all information requested 
during the IND phase, and at the 
pre-NDA meetings been 
included? 

  

NA There were no CMC recommendations that 
apply to the pediatric powder in the June 2011 
meeting that focused primarily on the chewable 
tablets. 

 
B. FACILITIES* 

* 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. 

 Parameter Yes No Comment 

5.  
Is a single, comprehensive list of 
all involved facilities available in 
one location in the application? 

   

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 
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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   

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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 Parameter Yes No Comment 

9.  

Are additional manufacturing, 
packaging and control/testing 
laboratory 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  

 

10.  

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

X  356h PAI statement attachment 

 
C. ENVIRONMENTAL ASSESMENT 

 Parameter Yes No Comment 

11.  
Has an environmental assessment 
or claim of categorical exclusion 
been provided? 

X  
21 CFR §25.31(b)  
(EIC below 1 ppb) 
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D. DRUG SUBSTANCE/ACTIVE PHARMACEUTICAL INGREDIENT (DS/API) 
 Parameter Yes No Comment 

12.  
Does the section contain a 
description of the DS 
manufacturing process? 

 X References NDA 22-145 

13.  

Does the section contain 
identification and controls of 
critical steps and intermediates of 
the DS? 

 X References NDA 22-145 

14.  
Does the section contain 
information regarding the 
characterization of the DS? 

X   

15.  
Does the section contain controls 
for the DS? 

X  Attached below 

16.  
Has stability data and analysis 
been provided for the drug 
substance? 

 X References NDA 22-145 

17.  
Does the application contain 
Quality by Design (QbD) 
information regarding the DS? 

 X Not in this application 

18.  

Does the application contain 
Process Analytical Technology 
(PAT) information regarding the 
DS? 

 X Not in this application 
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F. METHODS VALIDATION (MV) 
 Parameter Yes No Comment 

29.  
Is there a methods validation 
package? 

X   

 
G. MICROBIOLOGY 

 Parameter Yes No Comment 

30.  

If appropriate, is a separate 
microbiological section included 
assuring sterility of the drug 
product 

  

A filing review was completed by Dr. Bryan 
Riley, which concludes that the NDA is 
recommended for approval from the product 
quality microbiology perspective. 

 
H. MASTER FILES (DMF/MAF) 

 Parameter Yes No Comment 

31.  

Is information for critical DMF 
references (i.e., for drug 
substance and important 
packaging components for non-
solid-oral drug products) 
complete?  

X  

No DMF exists for  
(monoammonium glycyrrhizinate), but 
adequate information is provided in 3.2.P.4.1 
(CoA, and clarification that exposure is below 
level listed in FDA’sa IIG). 

 
DMF # TYPE HOLDER ITEM REFERENCED LOA DATE COMMENTS 

2/15/11  

2/7/11  

2/17/11  
4/1/13  

4 additional DMFs are referenced for packaging components 
 

I. LABELING 
 Parameter Yes No Comment 

32.  
Has the draft package insert been 
provided? 

X   

33.  
Have the immediate container 
and carton labels been provided? 

X  Attached below 
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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} 
Rapti Madurawe, Ph.D. 
Branch Chief 
Division of Pre-Marketing Assessment II, Branch V 
Office of New Drug Quality Assessment 
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Carton Label 
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