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ONDQA Division Director’s Memo 
NDA 203-388, Erivedge Capsules, 150 mg  
Date:  20-JAN-2012 
 
Introduction 
Erivedge (vismodegib) Capsules are an immediate release hard gelatin capsule formulation to be 
marketed in one strength – 150 mg.  The inactive ingredients, including the components used in 
the capsule shell and printing ink, are compendial grade and standard for oral capsule 
formulations. 
 
The recommended dose of ERIVEDGE is 150 mg taken orally once daily until disease 
progression or until unacceptable toxicity occurs. 
 
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.  However, as of the date of this memorandum, an overall 
recommendation from the Office of Compliance has not been received. 
 
All CMC review issues have been resolved, and ONDQA recommends approval of this NDA 
pending the receipt of an overall “acceptable” recommendation from CDER’s Office of 
Compliance.  
 
 
Administrative 
The original submission of this 505(b)(1) NDA was received 08-SEP-2011 from Genentech, Inc.   
Four (4) solicited CMC amendments were also reviewed during the review cycle.  The 
comprehensive CMC assessment is captured in the following reviews, respectively: Chemistry 
Review #1 for drug substance (20-JAN-2012, Dr. A. Russell) and Chemistry Review #1 for drug 
product and Biopharmaceutics (20-JAN-2012, Dr. Z. Dong).     
 
The NDA is supported by IND 74573 and eight (8) drug master files (DMFs).  All DMFs were 
assessed for adequacy in the respective chemistry reviews. 
 
This NDA is recommended for approval from a Chemistry, Manufacturing and Controls 
standpoint pending the receipt of an overall “acceptable” recommendation from CDER’s 
Office of Compliance.  
 
 

Reference ID: 3075760





granted for the drug product when stored at room temperature 20°C to 25°C (68°F to 
77°F); excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP Controlled 
Room Temperature]. 
   
 Thank you, 
 
Richard (Rik) Lostritto, Director, Division-I, ONDQA 
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 N203-388     CHEMISTRY Review #1      Drug Substance

capsules are recommended to be stored at 20C to 25C (68F to 77F), with excursions 
permitted to 15C to 30C (59F to 86F).  A twenty-four month expiry at the proposed storage 
conditions will be granted based on the provided stability data. This is to be communicated to the 
applicant in the action letter. 
 
C. Basis for Approvability or Not-Approval Recommendation (harmonized with the Drug 
Product Review): 
This new drug application (203-388) is recommended to be approved from the CMC perspective 
pending an overall recommendation of the cGMP status of the manufacturing and testing 
facilities from the Office of Compliance.  The recommendation for approval is based upon the 
acceptable identity, strength, quality, and purity upon the evaluation of the drug substance and 
drug product.  
.  

III.  Administrative  
A. Reviewer’s Signature {see electronic signature page} 
B.  Endorsement Block {see electronic signature page} 
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Initial Quality Assessment 
Branch II  

Pre-Marketing Assessment Division I 
Office of New Drug Quality Assessment 

 
 

OND Division: 
NDA: 

Applicant: 
Stamp Date: 

PDUFA Goal Date: 
Established Name: 

Trade Name 
Dosage Form and Strength: 

Route of Administration: 
Indication: 

 
 
 

eCTD Reference 
for CMC 

 
Regulatory Filing 

                  Related IND 
 

Assessed by: 

Division of Oncology Drug Products 2 
20-3388 (e-submission) 
Genentech,  Inc.  
8 September , 2011 
8 September, 2011 (Priority) 
Vismodegib 
Erivedge  
Capsules; 150 mg 

 Oral 
 for use in the treatment of patients with 
advanced basal cell carcinoma for whom surgery is 
inappropriate. 
 

 
NDA 203388 (Module 2 and 3) 
 
For 505 (b) (1) 
IND 074573 and IND103846 
 
Liang Zhou 

 
Yes No 

ONDQA Fileability:   x  

Comments for 74-Day Letter:  xBackground Summary  
 
Vismodegib  is indicated for the treatment of patients with advanced 
(metastatic or unresectable, locally advanced) basal-cell carcinoma. The 
proposed commercial formulation for vismodegib is an immediate-release 
150 mg capsule manufactured using a  The 
proposed dosing regimen of vismodegib  is 150 mg given orally 
daily. 

 
Drug Substance (DS) 
 
Vismodegib (CAS-Registry Number 879085-55-9), also known as GDC-0449, 
is a small-molecule inhibitor of the hedgehog (Hh) signal pathway with a 
molecular weight of 421.30 g/mol. The International Union of Pure and Applied 
Chemistry name for vismodegib is: 
2-chloro-N-(4-chloro-3-pyridin-2-yl-phenyl)-4-methanesulfonyl-benzamide 
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• EER is submitted into EES system. Check EES of DP site for accuracy.   
• Check any substantial differences in manufacturing and stability profile during the clinical 

studies and proposed commercial site.  
• New degradants in DP (finished dosage form), when compared with DS specification This 

analytical method evaluation should be assessed to determine appropriateness of qualification 
of the detection level of impurities . 

• Need a justification of proposed  expiration dating period based on  
stability data. 

• The DP labeling, which is submitted in PLR format, need to be evaluated for its relevant CMC 
sections. 

 
 
Fileability Template 

Parameter Yes No Comment 
1 On its face, is the section organized adequately?  √ 
2 Is the section indexed and paginated adequately?  √  
3 On its face, is the section legible?  √ 
4 Are ALL of the facilities (including contract facilities and 

test laboratories) identified with full street addresses and 
CFNs? 

 √  

5 Is a statement provided that all facilities are ready for GMP 
inspection? 

 √ 

6 Has an environmental assessment report or categorical 
exclusion been provided? 

 √ 

7 Does the section contain controls for the drug substance?  √ 
8 Does the section contain controls for the drug product?  √   
9 Has stability data and analysis been provided to support the 

requested expiration date? 
 √  

proposed 
10 Has all information requested during the IND phase, and at 

the pre-NDA meetings been included? 
 √  

11 Have draft container labels been provided?  √  
12 Has the draft package insert been provided?  √ 
13 Has a section been provided on pharmaceutical 

development/ investigational formulations section? 
 √ 

14 Is there a Methods Validation package?  √ 
15 Is a separate microbiological section included?  √ 
16 Have all consults been identified and initiated? 

                    (bolded items to be handled by ONDQA PM) 
√ 
  
  
  

  
√ 
√ 

 
 

Microbiology 
Pharm/Tox 
pending 
Statistics 
(stability) 
pending 
LNC 
DMETS/DMEP
A/ODS 
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√ 
EER 

 
Have all DMF References been identified? Yes (√ )   No (  ) 

DMF/IND Number 
 

Holder Description LOA 
Included 

DMF  
 

Yes 

DMF     Yes 

DMF    
DMF  Yes 

DMF   Yes 
 
 

Comments and Recommendations  
The application is fileable and no 74-Day Letter issue has been identified at this point.  Facilities have 
been entered into EES for inspection. However, due to the compressed  priority review clock,  this 
review could be effectively handled as a team approach (two reviewers, one each for DS and DP 
section). However, the following  IR needs to be conveyed to the applicant: 
 

Provide dissolution profiles and actual individual test results (n=12, mean, minimum and maximum, 
RSD) for your pivotal Phase 2 and primary stability lots of drug product.  

 
 
 
Liang Zhou  September 30, 2011  
CMC Lead  Date 

Sarah Pope Miksinski, Ph.D.                            September 30, 2011 
Branch Chief                    Date  
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