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Established or Non-Proprietary 
Name (USAN) and strength:  simeprevir 

Dosage Form: capsules 

 
3. NAME OF APPLICANT: 
Name: Janssen Research & Development 

 
4. SUBMISSION PROPERTIES: 
Review Priority : PRIORITY 

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

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

Responsible Organization: DAVP 
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Review Information 
 

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

combination with PEF-Interferon and Ribavirin 
 
 
2. ROUTE OF ADMINISTRATION: Oral 
 
 
3. STRENGTH/POTENCY: 150 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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6. RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 
 
DMF 

# TYPE HOLDER ITEM 
REFERENCED 

LOA DATE COMMENTS 

26864 II Janssen 
Pharmaceutica 
NV 

Simeprevir DS Mar 22, 2013  

V Feb 5, 2013  

 Aug 21, 2012  

IV Jan 11, 2013  
5 other LOAs are included for packaging components 
 

 

b. Consults Recommended by CMC and Biopharmaceutics 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics  X  
Clin Pharm  X  
EES X   
Pharm/Tox  X Part of review team; coordinate on impurity control 
Methods Validation X   
EA  X  
New Drug Micro  X To be evaluated further in second ONDQA review mtg 
CDRH  X  
Other ( )  X  
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME DATE APPLICATION 

 NUMBER DESCRIPTION 

    
    
    
    

 
d. Previous Communications with the Applicant to note (if any): 
 

DOCUMENT 
NAME DATE  APPLICATION 

 NUMBER DESCRIPTION 

IND 75,391 Feb 2013  BP and CMC PreNDA 
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• DS specification 
• Discussion of physical properties of DS that may impact quality of the  

capsule 
• Manufacturing facilities ? (they are included in Module 1) 
• Methods for DS specification ? (low risk, since DS manufacturer and applicant 

are parts of the same company) 
 
Perhaps consult with Pharm/Tox reviewer  to verify that  is the 
appropriate safety target in the drug substance (didn’t find it in the current draft of ICH 

 guidance, Q3D). Should P/T reviewer also verify the accuracy of the 
qualification values for the routine (normal) impurities in S.3.2? 
 
Steps  of the synthesis are categorized as critical based on a criticality analysis 
summarized in Table 1, and the critical control points in each of those steps are described 
in Table 2 (see 3.2.S.2.4). 
 
Draft 74-Day Letter Comments: 
Consider sending a request to include appropriate information on drug substance in the 
NDA. See bullet points listed above. 
 
 
Drug Product 
 

In the process description in P.3.3, “Multivariate PARs” and PARs are given for some 
process parameters, most of which are identified as CPPs. 
 
Is the omission of  content from the specification for the  

appropriately justified? This was discussed during CMC EOP-2 meeting. 
 
The capsules are packaged in HDPE bottles  in 
bottles of 28 and bottles of 7. 
 
Clarification was received on Apr 26 regarding the intended use of the 7-capsule bottles. 
These could be used in the event that a patient’s insurance is waiting for the viral 
response data after 4 weeks of treatment, in order to determine whether the patient should 
receive a second month of simeprevir. 
 
Draft 74-Day Letter Comments: 
None identified as part of IQA/Filing review. 
 
Description of Facility-Related Risks or Complexities (i.e. number of foreign sites, 
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large number of sites involved, etc.) 
See EES for complete list of facilities related to this application. 
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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  In 356h and in DMF 

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   
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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 
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