
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

203415Orig1s000 
 

 

CHEMISTRY REVIEW(S) 
 







---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SARAH P MIKSINSKI
08/29/2012

Reference ID: 3181849



















---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

GAETAN LADOUCEUR
08/22/2012

NALLAPERUM CHIDAMBARAM
08/22/2012
I concur

Reference ID: 3178456





























---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

DEBASIS GHOSH
08/22/2012

NALLAPERUM CHIDAMBARAM
08/22/2012
I concur

Reference ID: 3178397



 

 

DEPARTME

Center for Drug Evaluation and Research 
 

ION CONSULT REQUEST FORM 
 

TO: 
eutical Analysis 
) Westenberger 

 
FROM: viewer 

Office of New Drug Quality Assessment (ONDQA) 
fda.hhs.gov 

x.:  FAX number 
 

Through: 
 

SUBJE

15 

es, 40 mg 
 

Applicant’s Contact Person: Lynn Seely, M D, Chief Medical Officer 

 

 
  Submissio /Chemical Class: NME 

P: na Special

NT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 

METHODS VALIDAT

FDA 
Division of Pharmac
Attn: Benjamin (Nick
Suite 1002 
1114 Market Street 
St. Louis, MO 63101 

 Debasis Ghosh, CMC Re
dHaripa a Sarker, CMC Lead 

E-mail Address: debasis.ghosh@
Phone: (301)-796-4093 

(301)-CMC Reviewer'sFa

Janice Brown, CMC Le
Phone: (301)-796-1652

ad 

and  
Jeannie David, ONDQA Methods Validation Project Manager 
Phone: 301-796-4247 

 

CT: Methods Validation Request 
 

Application Number: NDA 2034
 

Name of Product: Enzalutamide (established name) Liquid Filled soft gelatin Capsul

Applicant: Medivation, Inc 
 

 

Address: 201 Spear Street, Third Floor, San Francisco, CA 94105 
Telephone: 415-543-3470 Fax: 415-543-3471 

Date NDA Received by CDER: 5/22/12 n Classification

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

DATE of Request:  June 25, 2012 DEA Class: N/A 
 

Requested Completion Date: 8/3/2012 Format of Methods Validation Package (MVP) 

PDUFA User Fee Goal Date: 8/31/2012 Paper Electronic Mixed 

We request suitability evaluation of the proposed manufacturing controls/analytical methods as descr bed 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 

 

 

on (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. 

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 documentati
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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 MICROBIOLOGY FILING CHECKLIST 

NDA Number: 203415/N-000 Applicant: Medivation, Inc. Letter Date: 21 May 2012 

Drug Name: Xtandi NDA Type: 505(b)(1) Stamp Date: 22 May 2012 

 
The following are necessary to initiate a review of the NDA application: 

 Content Parameter Yes No Comments 
1 Is the product quality microbiology information 

described in the NDA and organized in a manner to 
allow substantive review to begin? Is it legible, indexed, 
and/or paginated adequately?  

 
X 

 The NDA is organized 
in the CTD format and 
submitted 
electronically. 

2 Has the applicant submitted an overall description of the 
manufacturing processes and microbiological controls 
used in the manufacture of the drug product? 

 
X 

 Module 3.2.P.3.3. 

3 Has the applicant submitted protocols and results of 
validation studies concerning microbiological control 
processes used in the manufacture of the drug product? 

  Not applicable.  The 
drug product is non-
sterile. 

4 Are any study reports or published articles in a foreign 
language?  If yes, has the translated version been 
included in the submission for review? 

  
X 

 

5 Has the applicant submitted preservative effectiveness 
studies (if applicable) and container-closure integrity 
studies? 

  Not applicable.  The 
drug product is non- 
sterile nor preserved. 

6 Has the applicant submitted microbiological 
specifications for the drug product and a description of 
the test methods? 

 
X 

 Module 3.2.P.5.1. 

7 Has the applicant submitted the results of analytical 
method verification studies? 

 
X 

 Module 3.2.P.5.3.; 
Section 5.3.4.2. 

8 Has the applicant submitted all special/critical 
studies/data requested during pre-submission meetings 
and/or discussions? 

  This reviewer is 
unaware of any such 
pre-NDA discussions. 

9 If sterile, are extended post-constitution and/or post-
dilution hold times in the draft labeling supported by 
microbiological data? 

  Not applicable. 

10 Is this NDA fileable?  If not, then describe why. X   

 
Additional Comments: None. 
         14 June 2012 
John W. Metcalfe, Ph.D.      Date 
Senior Microbiology Reviewer, CDER/OPS/NDMS. 
         14 June 2012 
Stephen E. Langille, Ph.D.      Date 
Senior Microbiology Reviewer, CDER/OPS/NDMS. 

Reference ID: 3145225



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

JOHN W METCALFE
06/14/2012
The application is fileable from the standpoint of product quality microbiology.

STEPHEN E LANGILLE
06/14/2012

Reference ID: 3145225







---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

DEEPIKA LAKHANI
06/12/2012
NDA is fileable from Biopharmaceutics perspective.

ANGELICA DORANTES
06/13/2012

Reference ID: 3144503



 1

Initial Quality Assessment 
Branch II  

Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 

 
 

OND Division: 
NDA: 

Applicant: 
Stamp Date: 

PDUFA Goal Date: 
Established Name: 

Trade Name 
Chemical Class 

Dosage Form and Strength: 
Route of Administration: 

Indication: 
 
 
 

eCTD Reference for CMC 
 

Regulatory Filing 
Related IND 

 
Assessed by: 

Division of Oncology Products (DOP 1) 
203-415  
Medivation, Inc. 
22 May, 2012 
22 November, 2012 (Priority) 
Enzalutamide (Code: MDV3100) 
Xtandi (proposed) 
Type-1 (NCE)  
Capsule – 40 mg 
Oral 

Treatment of patients with castration-resistant 
prostate cancer who have received docetaxel  
 
 
eCTD. 
 
For 505 (b) (1) 
IND 74,563  
 
Haripada Sarker 

 
Yes No 

ONDQA Fileability:   x  

Comments for 74-Day Letter:   x 

Reference ID: 3141734

(b) (4)
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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.  More than on reviewer is recommended, because of the nature 
of clinical outcome.  If the review is expedited, an EES Exception Request should be filed as soon as 
possible. 

 

{Haripada Sarker 6-7-2012 

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

 

{Janice Brown} 6-7-2012 

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

Reference ID: 3141718
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