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ONDQA Division Director’s Memo 
NDA 203341, Bosulif® (bosutinib) Tablets  
Date:  27-JUL-2012 
 
Introduction 
BOSULIF (bosutinib) Tablets are immediate-release tablets supplied in two strengths (100 and 
500 mg).   BOSULIF is indicated for the treatment of patients with relapsed or refractory chronic, 
accelerated or blast phase chronic myeloid leukemia.  The daily dose is 500 mg, which may be 
either escalated (up to 600 mg) or reduced based on patient response and/or toxicity.  Dose 
adjustments will occur using the developed dosage strengths, and tablets will not be altered for 
dosing adjustments.    
 
ONDQA recommends approval of this NDA.  There are no outstanding CMC deficiencies for 
this NDA. 
 
Administrative 
The original submission of this 505(b)(1) NDA was received 17-NOV-2011 from Wyeth 
Pharmaceuticals, Inc. (Collegeville, PA).   Several solicited CMC amendments were also 
reviewed during the review cycle.  The Chemistry, Manufacturing and Controls assessment is 
captured in the following reviews, respectively: Chemistry Reviews #1 and #2 (by Dr. J. Crich, 
dated 18-JUL-2012 and 23-JUL-2012, respectively), and the ONDQA Biopharmaceutics Review 
#1 (by Dr. A. Khairuzzaman, dated 15-MAY-2012).   
 
The NDA is supported by IND 68,268 and nine (9) drug master files (DMFs).  Primary CMC 
reviews, including the ONDQA Biopharmaceutics review, confirm approval recommendations, 
and all primary reviews confirm that there are no outstanding CMC deficiencies.   
 
An overall acceptable recommendation from the Office of Compliance was received on 10-MAY-
2012.  Acceptable labeling, including container/carton labels, was negotiated and finalized during 
the review clock.  
 
 
 
The following language needs to be placed into the action letter: 
An expiration dating period of 24 months is granted for the drug product, when stored at 25°C 
(77°F) excursions permitted between 15°C to 30°C (59°F to 86°F).  
 
 
 

Reference ID: 3165829







agreed that the deficiency noted in the post approval stability protocol did not impart a significant 
risk to overall product quality.  The identified review issue was satisfactorily resolved in 
Chemistry Review #2, in which the reviewer confirms the acceptability of the revised post 
approval stability protocol (pages 13-14).   
 
Final labeling negotiations included discussion regarding the Applicant’s proposed statement of 
“MADE IN SPAIN” on the container labels.  The CMC team deferred a final determination on 
this issue to the Office of Compliance (Ms. Jean McCue), who confirmed that the statement 
should be retained for conformance with current US Customs requirements.  Please refer to page 
14 of Chemistry Review #2 for additional information.    
 
Please place the following language in the action letter: 
An expiration dating period of 24 months is granted for the drug product, when stored at 25°C 
(77°F) excursions permitted between 15°C to 30°C (59°F to 86°F).  
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      Center for Drug Evaluation and Research 
                                                                                     Division of Pharmaceutical Analysis 

St. Louis, MO 63101 
Tel. (314) 539-2158 

 
Date:  May 4, 2012  
 
To:  Joyce Crich, CMC Reviewer 
 

              Through: B. J. Westenberger, Deputy Director, Division of Pharmaceutical Analysis, (HFD-920) 
 
From:  Daniel J. Mans, Chemist (HFD-920) 
 
Subject:  Methods Validation for NDA 203341 
   Bosulif (Bosutinib monohydrate) 100 mg tablets 
   Pfizer, Inc. 
 
 
The following methods were evaluated and are acceptable for quality control and regulatory purposes: 
 

1. Assay and identification of bosutinib monohydrate by high-performance liquid chromatography (Pfizer, 
:08001).  

2. Determination of degradation products of bosutinib 100 mg and 500 mg tablets by high performance 
chromatography (Pfizer TM-01-0797A).  

 
 

The Division of Pharmaceutical Analysis (DPA) has the following comments pertaining to these methods. 
 

1. Determination of degradation products of bosutinib 100 mg and 500 mg tablets by high performance 
chromatography (Pfizer TM-01-0797A).  

 
• On page 1, under Solution Preparation, . 
 
• On page 4 Table 5 lists approximate RRT’s for identified process related impurities and 

degradation products but does not identify them specifically as process related or degradation 
product.  The specification states that the limit is  for individual degradation products and 

 for total degradation products.  As written, the analyst can not determine which compounds 
are degradation products and which are process related impurities; therefore the applicant should 
identify these along with the RRTS’s.  A specification for process related impurities is also needed 
for the Bosulif tablet. 

 
 
 
       DEPARTMENT OF HEALTH & HUMAN SERVICES 
          Food and Drug Administration  
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Summary of Results                                                      NDA 203202 
 
 

1. Assay and identification of bosutinib monohydrate by high-performance liquid chromatography (Pfizer, :08001).  
 

 
Test  Found    Specification 
ID   RRT 1.00     passes 
Assay    passes 
 
 

3. Determination of degradation products of bosutinib 100 mg and 500 mg tablets by high performance 
chromatography (Pfizer TM-01-0797A).  

 
              Bosutinib drug product (100 mg) impurities  Found  Limit 

Individual degradation impurities    
Total degradation impurities    
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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: Joyce Crich, CMC Reviewer 

Akm Khairuzzaman, Biopharm Review 
Janice Brown, CMC Lead 
Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: joyce.crich@fda.hhs.gov; Akm.Khairuzzaman@fda.hhs.gov  
Phone:  (301)-301-796-3882; 301-796-3886 
Fax.: (301)-CMC Reviewer's FAX number 

 
     Through: Sarah Pope Miksinski, Chief Branch 2 
    Phone: (301)-796-1436 
  and 
 Jeannie David, ONDQA Methods Validation Project Manager 
 Phone: 301-796-4247 
 
SUBJECT: Methods Validation Request 
 

Application Number: NDA 203341   
 
 Name of Product: bosutinib monohydrate  

Applicant: Wyeth Pharmaceuticals Inc. (a subsidiary of Pfizer, Inc.) 

 Applicant’s Contact Person: Carl DeJuliis, Pharm.D.  

 Address: 500 Arcola Road, Collegeville, PA  19426-3982 
 
 Telephone: (860) 441-1693   Fax:        
              
 
Date NDA Received by CDER: 11/17/2011    Submission Classification/Chemical Class: 
NME  

Date of Amendment(s) containing the MVP:        Special Handling Required: No  

DATE of Request:  December 12, 2011      DEA Class: N/A 

Requested Completion Date: 3/30/2012    Format of Methods Validation Package (MVP) 

PDUFA User Fee Goal Date: 9/17/2012     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 
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.   
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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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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 2 
Version Date: 05132009 

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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Initial Quality Assessment 
Division of New Drug Quality Assessment I 

Branch II 
 

OND Division:       Division of Hematology Products 
NDA:       203341 (IND 68,268) 
Applicant:     Wyeth Pharmaceuticals Inc. (a subsidiary of Pfizer, Inc.) 
Stamp Date:     17-Nov-2011 
PDUFA Date:     17-Sep-2012 (Standard) 
Proprietary (Brand) Name  
  of Drug Product:   BOSULIF® 
Established Name:   bosutinib monohydrate  
Dosage Form(s):    Film Coated Tablet 
Strength(s): 100 mg, 500 mg 
Route of Administration: Oral 
Proposed Indication(s): For the treatment of chronic, accelerated, or blast phase Ph+ 

Chronic Myelogenous Leukemia (CML) in adult patients with 
resistance or intolerance to prior therapy  

CMC Lead:  Janice Brown, Branch II/DNDQA1/ONDQA 
Chief, Branch II: Sarah Pope Miksinski/DNDQA1/ONDQA 
Review team recommendation:  Team review 

CMC reviewer: Joyce Crich 
          Biopharmaceutics reviewer: Akm Khairuzzaman 
         Yes   No 
ONDQA Fileability:     X    
Comments for 74-Day Letter X     (see below) 
 
1.  Submit available long term and accelerated stability data for bosutinib drug product batches 
intended for commercialization. 
 
CONSULTS/ CMC RELATED REVIEWS 
Consult Comment 
CDRH Not Applicable 
EA Categorical exclusion requested  
EES Inspection request was submitted on 22-Nov-2011 
DMEPA Labeling consult request will be sent as part of DHP request. 
Methods Validation See methods validation request in DARRTS 
Microbiology Reviewer requested 
Pharm-Tox To be determined by primary reviewer 
Statistics N/A 
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