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CHEMISTRY REVIEWER MEMORANDUM 

To:    NDA 204,369
From:    Josephine Jee., CMC Reviewer, ONDQA 
Thru:    Nallaperumal Chidambaram, Ph.D., Acting Chief, Branch II
Date:    31-JAN-2013
Drug:    Stivarga™(regorafenib)
Route of administration: Tablet 
Strength: 40 mg
Subject:   Establishment Evaluation Recommendation  

Background
This review covers only the Establishment Evaluation for manufacturing facilities submitted by 
Bayer HealthCare Pharmaceuticals Inc. dated 18-MAY-2012.  For further information on NDA 
204369, please refer to NDA 203085 Stivarga™(regorafenib) CMC Review and NDA 204369 
Stivarga™(regorafenib) Memoranda dated 11-DEC-2012, 22-JAN-2013 (Update), and 24-JAN-2013.     

The recommendation for NDA 204369 is approval with respect to the chemistry, manufacturing, 
and controls (CMC) and acceptable recommendation from the Office of Compliance dated 29-
JAN-2013; see attached FDA CDER EES, Establishment Evaluation Request Summary Report. 
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In conclusion, approval is recommended for NDA 204369 Stivarga™(regorafenib) pending satisfactory 
recommendation from the Office of Compliance. 
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 bottles, each containing a  desiccant capsule. All stability results are 
within approved specification for Regorafenib Tablets.  Regorafenib tablets are sensitive to 
thermal and humidity stress but they are stable upon exposure to light.

The carton and container labels are found acceptable by CMC and DMEPA on 11-SEP-2012. 

The method validation testing from the Division of Pharmaceutical Analysis (DPA) in St. Louis 
recommended acceptable on 21-SEP-2012. 

V. Pawar, Ph.D., Microbiology Reviewer recommended approval on 11-DEC-2012. 

Previous NDA 203085 for Stivarga™ (regorafenib) Tablet, 40 mg for the treatment of patients 
with metastatic colorectal cancer (CRC) was approved on 27-SEP-2012.  The current NDA 
204369 is a Type 9 NDA, which by definition will be converted to an efficacy supplement under 
NDA 203085 upon approval of NDA 204369. 

The CMC information and data submitted in the current NDA 204369 is the same as that 
submitted under NDA 203085.  For reference, see Chemistry Review of NDA 203085 by 
Josephine Jee dated 27-AUG-2012, and Chemistry Reviewer Memorandum dated 12-SEP-2012. 

Below is the Establishment Evaluation System (EES) Report as of 22-JAN-2013 remained the 
same as the attached report. 

An overall OC recommendation:  Pending 
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA (ONDQA)

File Name:        N204369 Product Quality Filing Review  

Version Date:    10-OCT-2012 

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   
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA (ONDQA)

File Name:        N204369 Product Quality Filing Review  

Version Date:    10-OCT-2012 

Josephine Jee}                                                                                                                        11-OCT-2012

Name of  
Pharmaceutical Assessment Lead or CMC Lead / CMC Reviewer Date 
Division of Pre-Marketing Assessment # 1 
Office of New Drug Quality Assessment 

Nallaperumal Chidambaram

Name of  
Branch Chief Date
Division of Pre-Marketing Assessment # 1 
Office of New Drug Quality Assessment 
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