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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   
METHODS VALIDATION REPORT SUMMARY 

 
TO: Donghao (Robert) Lu, CMC Reviewer  
 Amit Mitra, DP CMC Reviewer 
 Office of New Drug Quality Assessment (ONDQA) 

E-mail Address: Donghao.Lu@fda.hhs.gov ; Amit.Mitra@fda.hhs.gov 
Phone:  (301) 796-2059; (301) 796-1420  
 

FROM: FDA 
 Division of Pharmaceutical Analysis 

Michael Trehy, Ph.D., MVP Coordinator 
 Suite 1002 

1114 Market Street 
 St. Louis, MO 63101 
 Phone: (314) 539-3815 
 
Through: Benjamin J. Westenberger, Deputy Director  
                 Phone: (314) 539-3869 
 
SUBJECT: Methods Validation Report Summary 
 
 

Application Number: 203469       
 
 Name of Product: Ponatinib Tablets 

Applicant: Ariad Pharmaceuticals, Inc.   

 Applicant’s Contact Person: Andrew Slugg, Director, Regulatory Affairs 

 Address: 526 Landsdowne Street, Cambridge, MA 02139 
 
 Telephone: (617) 503-7097 Fax: (617) 225-2688 
              
 
Date Methods Validation Consult Request Form Received by DPA: 8/16/12      

Date Methods Validation Package Received by DPA: 8/16/12  

Date Samples Received by DPA:  9/11/12 

Date Analytical Completed by DPA:  11/6/12        

 
Laboratory Classification: 1. Methods are acceptable for control and regulatory purposes.   
 2. Methods are acceptable with modifications (as stated in accompanying report).   
 3. Methods are unacceptable for regulatory purposes.   
 
Comments:  Sample results summary and method comments are in attached memo. 
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      Center for Drug Evaluation and Research 

                                                                                     Division of Pharmaceutical Analysis 
St. Louis, MO 63101 
Tel. (314) 539-3897 

 
Date:  November 5, 2012  
 
To:  Donghao (Robert) Lu, CMC Reviewer, Office of New Drug Quality Assessment 
 

              Through: B. J. Westenberger, Deputy Director, Division of Pharmaceutical Analysis 
 
From:  Wei Ye, Chemist  
 
Subject:  Method Validation for NDA 203469 
   Ponatinib Tablets 
   Ariad Pharmaceutics, Inc. 
 
 
The following method was evaluated and is acceptable for quality control and regulatory purposes: 

 
HPLC Analysis of  (Ariad Pharmaceuticals, Inc., Document Number: TM0921-00, Page 1 of 17) 
 

The following method was evaluated and is acceptable for quality control and regulatory purposes with 
modification: 

 
Identification, Content Uniformity, Assay and Impurities Method for Ponatinib (AP24534) Tablets, 15 mg and 
45 mg (Ariad Pharmaceuticals, Inc., Document Number: AM1281, Revision 06, Page 1 of 14) 
 

  
The Division of Pharmaceutical Analysis has the following comment pertaining to this method.   

 

 
 
 
 
 
 
 
 
 

 
 
 
       DEPARTMENT OF HEALTH & HUMAN SERVICES 
          Food and Drug Administration  
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Summary of Results        NDA 203469 
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PQM Memo for NDA 203469 
 

 
 

OFFICE OF NEW DRUG QUALITY ASSESSMENT 
 

Product Quality and Manufacturing Memo 
 

Memo Date:  October 10, 2012 
From: Amit K. Mitra, Ph.D 

Donghao Lu, Ph.D 
on behalf of the CMC Review Team 

 
Through: Nallaperumal Chidambaram, Ph.D           Branch Chief, Division I 
 
NDA Number: 203-469 GRMP Date: 25-OCT-2012 (Review) 
Applicant: Ariad Pharmaceuticals LLC PDUFA Date: 15-NOV-2012 
  
Drug Product Name and Strength: Iclusig (ponatinib) tablets, 15 and 45 mg 
  
Drug Product Introduction:  
 
The 15 mg and 45 mg ponatinib film coated tablets are round, white film coated, 
biconvex tablets debossed with “A5 for 15 mg or AP4 for 45 mg” on one side and 
plain on the other. 
 
The drug product is manufactured by  

 
 

 
 

  
 
The drug product is packaged in high density polyethylene (HDPE) bottles 
containing desiccant with induction seal and child-resistant closures  

 
 

 
Drug Substance Introduction:   
 

l 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   
METHODS VALIDATION CONSULT REQUEST FORM 

 
TO: FDA 
 Division of Pharmaceutical Analysis 

Attn: Benjamin (Nick) Westenberger 
 Suite 1002 

1114 Market Street 
St. Louis, MO 63101 

 
FROM: Donghao (Robert) Lu, CMC Reviewer 

Amit Mitra, DP CMC Reviewer 
Kareen Riviere, Biopharm Review 
Janice Brown, CMC Lead 
Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: Donghao.Lu@fda.hhs.gov; Amit Mitra@fda.hhs.gov  
Phone:  (301)-301-796-2059; 301-796-1420 
Fax.: (301)-CMC Reviewer's FAX number 

 
     Through: Nallaperum Chidambaram, Acting Chief Branch 2 
    Phone: (301)-796-1339 
  and 
 Jeannie David, ONDQA Methods Validation Project Manager 
 Phone: 301-796-4247 
 
SUBJECT: Methods Validation Request 
 

Application Number: NDA 203469   
 
 Name of Product: Ponatinib Tablets 

Applicant: Ariad Pharmaceuticals, Inc. 

 Applicant’s Contact Person: Andrew Slugg, Director, Regulatory Affairs (andrew.slugg@ariad.com)   

 Address: 526 Landsdowne Street , Cambridge, MA 02139  
 
 Telephone: (617)503-7097   Fax: (617) 225-2688   
              
 
Date NDA Received by CDER: 7/30/2012    Submission Classification/Chemical Class: 
NME  

Date of Amendment(s) containing the MVP:        Special Handling Required: Yes  

DATE of Request:  August 16, 2012      DEA Class: N/A 

Requested Completion Date: 10/16/2012    Format of Methods Validation Package (MVP) 

PDUFA User Fee Goal Date: 11/15/2012     Paper  Electronic  Mixed 

 
We request suitability evaluation of the proposed manufacturing controls/analytical methods as described in the subject application.  Please submit a 
letter to the applicant requesting the samples identified in the attached Methods Validation Request.  Upon receipt of the samples, perform the tests 
indicated in Item 3 of the attached Methods Validation Request as described in the NDA.  We request your report to be submitted in DARRTS promptly 
upon completion, but no later than 45 days from date of receipt of the required samples, laboratory safety information, equipment, components, etc.  We 
request that you notify the ONDQA Methods Validation Requestor and the ONDQA Methods Validation Project Manager of the date that the validation 
process begins.  If the requested completion date cannot be met, please promptly notify the ONDQA Methods Validation Requestor and the ONDQA 
Methods Validation Project Manager.   
Upon completion of the requested evaluation, please assemble the necessary documentation (i.e., original work sheets, spectra, graphs, curves, 
calculations, conclusions, and accompanying Methods Validation Report Summary).  The Methods Validation Report Summary should include a 
statement of your conclusions as to the suitability of the proposed methodology for control and regulatory purposes and be electronically signed by the 
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laboratory director or by someone designated by the director via DARRTS.  The ONDQA CMC Reviewer, ONDQA Methods Validation Project Manager, 
and ONDQA CMC Lead/Branch Chief should be included as cc: recipients for this document.   
All information relative to this application is to be held confidential as required by 21 CFR 314.430.
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Methods Validation Request Criteria  
 
 

MV 
Request 
Category 

Description 

0 New Molecular Entity (NME) application, New Dosage Form 
or New Delivery System 

1 
Methods using new analytical technologies for 
pharmaceuticals which are not fully developed and/or accepted 
or in which the FDA laboratories lack adequate validation 
experience (e.g., NIR, Raman, imaging methods) 

2 

Critical analytical methods for certain drug delivery systems  
(e.g., liposomal and microemulsion parenteral drug products, 
transdermal and implanted drug products, aerosol, nasal, and 
dry powder inhalation systems, modified release oral dosage 
formulations with novel release mechanisms)  

3 Methods for biological and biochemical attributes (e.g., 
peptide mapping, enzyme-based assay, bioassay) 

4 
Certain methods for physical attributes critical to the 
performance of a drug (e.g., particle size distribution for drug 
substance and/or drug product) 

5 
Novel or complex chromatographic methods (e.g., specialized 
columns/stationary phases, new detectors/instrument set-up, 
fingerprinting method(s) for a complex drug substance, 
uncommon chromatographic method 

6 
Methods for which there are concerns with their adequacy 
(e.g., capability of resolving closely eluting peaks, limits of 
detection and/or quantitation)  

7 Methods that are subject to a “for cause” reason 
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