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MEMO TO FILE 

 
NDA:   201292 

 
From:   Li-Shan Hsieh Ph.D. 
  CMC Reviewer, Branch II, Division I, ONDQA 
 
To:  Ali Al-Hakim Ph.D. 
  Branch Chief, Division I, ONDQA 
 
Date:   June 27, 2013  
 
SUBJECT:  EES Acceptable for NDA 201292 
 
The original CMC review for NDA 201292 dated 22-Apr-2013 has recommended Approval for 
this NDA pending overall recommendation from the Office of Compliance. However, Office of 
Compliance has issued an overall acceptable recommendation for this application dated 
June 26, 2013. Therefore, the NDA is recommended for approval from CMC perspective. 
 
The EES report is attached to this Memo. 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  06/07/2013 
 
TO:  Carmelo Rosa, Psy.D., Division Director 
         CDER-Office of Compliance 
         OMPQ/DIDQ 
 
THROUGH:  Patricia Keegan, M.D., Director, Division of Oncology Products 2 

 
FROM:  Gideon Blumenthal, M.D. Division of Oncology Products 2 
 
SUBJECT: Statement of medical necessity in support of release of product manufactured in 
facilities with CGMP Violation.   
 
APPLICATION/DRUG:  NDA: 201292/Afatinib   
____________________________________________________________________________ 
 
Recommendation 
 
The Division of Oncology Products 2 recommends that the finished product (Afatinib) 
manufactured with active pharmaceutical ingredient (API) at the finished pharmaceutical 
manufacturing facility, Boehringer-Ingelheim Pharma GmbH & Co. KG., located at D-55216 
Ingelheim am Rhein, Germany be released under regulatory discretion because it serves an 
unmet medical need in that it provides superior outcomes for a segment of patients with 
metastatic lung cancer (i.e., those whose tumors bear specific mutations in the epidermal growth 
factor receptor).  
 
Background:  During the November 5-12, 2012 inspection of the facility by the U.S. Food and 
Drug Administration (FDA) significant violations of current good manufacturing practice 
(CGMP) for the manufacture of APIs and the CGMP regulations for finished pharmaceuticals 
were identified. These violations cause APIs and drug product(s) manufactured at the same 
facility, including afatinib, to be considered adulterated. 
 
Non-Small Cell Lung Cancer (NSCLC) remains the leading cause of cancer deaths in the United 
States and the world. The 5 year survival rate for patients with NSCLC is approximately 15%. 
Although surgery remains the only curative modality for this disease, most of these patients 
(70%) present at advanced stage and thus are not surgical candidates.  
 

Reference ID: 3321334



 

 

Afatinib is an irreversible EGFR tyrosine kinase inhibitor (TKI); mutations in EGFR are present 
in approximately 10% of non-Asians with NSCLC and are not present in tumors with ALK 
rearrangements.  In a randomized, open-label, adequate and well-controlled study comparing 
afatinib to platinum-based doublet chemotherapy for the first-line treatment in 345 patients with 
metastatic, EGFR mutation-positive NSCLC, patients randomized to afatinib experienced a 
statistically significant and clinically meaningful improvement in progression-free survival 
(hazard ratio 0.58, p=0.0004) compared to patients treated with chemotherapy, corresponding to 
a 42% reduction in the immediate risk of tumor progression or death in afatinib-treated patients 
and an increase in median PFS of 4.2 months, based on the median PFS of 6.9 months for the 
chemotherapy arm and 11.1 months for the afatinib arm. The overall response rate was also 
higher for patients randomized to afatinib (56% vs. 23%) than those randomized to 
chemotherapy. There were no differences in overall survival at an interim analysis; the effects on 
survival may be obscured by the substantial number of patients in the chemotherapy arm who 
received post-progression afatinib. 
 
The recommendation to allow the release of the afatinib is based on demonstration of superior 
efficacy for afatinib as compared to the current standard treatment for the first line treatment of 
patients with metastatic NSCLC whose tumors have epidermal growth factor receptor (EGFR) 
exon 19 deletions or exon 21 (L858R) substitution mutations.  Currently there is only one drug, 
erlotinib (Tarceva®, OSI) approved for treatment of NSCLC patients whose tumors contain 
EGFR mutations.  Although erlotinib is approved for this same indication, the drug supply will 
be considered vulnerable and as there is no assurance of the drug supply, a single alternative will 
provide an adequate drug supply for this unmet medical need.  In addition, certain patients may 
not tolerate erlotinib and may require treatment with afatinib.     
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MEMO TO FILE 

 
NDA:   201292 

 
From:   Li-Shan Hsieh Ph.D. 
  CMC Reviewer, Branch II, Division I, ONDQA 
 
To:  Ali Al-Hakim Ph.D. 
  Branch Chief, Division I, ONDQA 
 
Date:   May 6, 2013  
 
Subject:  CMC Amendment to Revise Drug product Specification for Dissolution. 
 
This amendment is to provide revised drug product specifications which the sponsor 
committed to submit by May 3, 2013 (see CMC review #1).  
 
The revised specification documents provided in this amendment (SD # 35) includes a 
change to the Q value for dissolution. The specification has been revised  

 to Q =  in 15 minutes to address the request made by FDA in the information 
request dated April 8, 2013. No other content changes have been made to the specification 
documents.  
 
The content of the analytical procedures remains unchanged.  A revised method validation 
package is also provided in this amendment that includes the changes in document 
numbering for the drug product analytical procedures 
 
The CMC information is noted and no new action is needed. Therefore, the CMC original 
recommendation remains the same as documented in CMC review No. 1. 
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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) 

Yes   

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) 

Yes   

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) 

Yes   
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