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 [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Appendix to Action Package Checklist 

 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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From: Cottrell, Christy L. 
Sent: Monday, August 27, 2012 2:32 PM 
To: 'Lynn Seely' 
Subject: NDA 203415 for Xtandi:  Response to Medivation information request 
 
Importance: High 
Lynn, 
 
Below is the response provided by our clinical pharmacology team to the information request you 
submitted last week.  Let me know if any further clarification is needed.   
 
In addition, we would like to reserve time for a teleconference to discuss labeling on Wednesday, 
August 29 at 2:00pm (eastern time).  Please confirm whether your team is available and provide 
a call-in #. 
 
Thanks, 
Christy 
 
******************************************************************* 

Medivation Information Request:  

We would like to request a copy of the data used to support the forest plots (Figures 1 and 2) in 
the Clinical Pharmacology draft label sent to us on August 17th so that we can confirm the 
information in the label. Specifically, we are requesting the plotted mean values and the 
confidence intervals.  

FDA response: Below please find a summary of the data used to create the forest plots in the 
label.  

Figure 1: 
Factor   PK ratio lratio uratio 

Strong CYP2C8 
inhibitor (Gemfibrozil) 

.  . . . . 

 600 mg BID  Cmax 0.84 0.75 0.95 
 .  AUC 2.17 1.91 2.47 
       

Strong CYP3A4 
inhibitor 

(Itraconazole) 

.  . . . . 

 200 mg QD  Cmax 0.97 0.87 1.09 
. .  AUC 1.28 1.17 1.41 

Hepatic Impairment .  . . . . 
Mild (Child-Pugh A)   Cmax 1.23 0.92 1.66 

. .  AUC 1.13 0.89 1.43 

. .      
Hepatic Impairment .  . . . . 

Moderate (Child-Pugh B)  Cmax 0.89 0.69 1.15 
. .  AUC 1.18 0.96 1.45 
. .      

Food .  . . . . 
High Fat Meal   Cmax 0.7 0.63 0.79 

. .  AUC 0.99 0.87 1.12 
 .  . . . . 
.       
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Figure 2: 
 

Factor   PK ratio lratio uratio 
CYP3A4 Substrate,   . . . . 
 Midazolam 2 mg   Cmax 0.23 0.2 0.27 

.   AUC 0.14 0.12 0.17 

.   . . . . 

.   . . . . 
CYP2C9 Substrate,   . . . . 

S-warfarin 10 mg   Cmax 0.93 0.86 0.99 
.   AUC 0.44 0.41 0.48 
.   . . . . 
.   . . . . 

CYP2C19 Substrate,   . . . . 
Omeprazole 20 mg   Cmax 0.38 0.26 0.54 

.   AUC 0.3 0.24 0.36 

.       

.   . . . . 

.   . . . . 
CYP2C8 Substrate,   . . . . 
Pioglitazone 30 mg   Cmax 0.82 0.67 1.01 

.   AUC 1.2 0.98 1.47 

.       

.   . . . . 

.   . . . . 
 
 
 
 
_________________________________________________________________________________________________ 
Christy Cottrell │ Regulatory Project Manager │ Division of Oncology Products 1, CDER, FDA 
10903 New Hampshire Avenue, Room 2122 │ Silver Spring, MD  20993 
301.796.4256 (phone) ● 301.796.9845 (fax) │  christy.cottrell@fda.hhs.gov 

 consider the environment before printing this e-mail 
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Kacuba, Alice 

From: Bridges, Todd

Sent: Saturday, August 25, 2012 6:18 PM

To: Kacuba, Alice; Chidambaram, Nallaperum; Ghosh, Debasis

Cc: Justice, Robert; Ibrahim, Amna; Maher, Virginia E.; Maher, Virginia E.; Ning, Yang-Min (Max); 
Pierce, William (CDER); Cottrell, Christy L.; Defronzo, Kimberly

Subject: RE: NDA 203415: Revised Carton and Container Labeling

Page 1 of 2

8/29/2012

These are acceptable from DMEPA's perspective.
 

From: Kacuba, Alice  
Sent: Friday, August 24, 2012 9:18 AM 
To: Bridges, Todd; Chidambaram, Nallaperum; Ghosh, Debasis 
Cc: Justice, Robert; Ibrahim, Amna; Maher, Virginia E.; Maher, Virginia E.; Ning, Yang-Min (Max); Pierce, William 
(CDER); Cottrell, Christy L. 
Subject: FW: NDA 203415: Revised Carton and Container Labeling 
Importance: High 
 
DMEPA and CMC, 
  
The sponsor called about 6 PM Thursday to say that they noticed that they inadvertently left off 
a statement /part of a statement about storage on the carton and container labels about 
"excursions  ..." so they have resubmitted. Please let me know if these labels are 
acceptable. 
  

Thank you.  
Alice  
Alice Kacuba, RN, MSN, RAC  
Chief, Project Management Staff  
Division of Oncology Products 1 (new name for DDOP)  
Office of Hematology and Oncology Products  
OND/CDER/FDA  
301-796-1381  
(f) 301-796-9845  
alice.kacuba@fda.hhs.gov  
*Consider setting your email font setting to at least 12 font.  

  
 

From: Lynn Seely [mailto:Lynn.Seely@medivation.com]  
Sent: Friday, August 24, 2012 8:50 AM 
To: Kacuba, Alice 
Cc: Cottrell, Christy L. 
Subject: NDA 203415: Revised Carton and Container Labeling 
 
Dear Alice, 

Reference ID: 3182303

(b) (4)



  
As we discussed by telephone yesterday, please find attached revised carton and container labeling. 
This revision of the labeling contains temperature excursion information 
that was not included in the prior carton and container labeling submitted. 
This information will also be submitted formally via the Electronic Submissions 
Gateway. 
  
Please let me know if there are any questions or concerns. 
  
Best regards, Lynn 
650 315 5020 
  

Page 2 of 2

8/29/2012
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Kacuba, Alice 

From: Ghosh, Debasis

Sent: Wednesday, August 22, 2012 10:21 AM

To: Kacuba, Alice; Abdus-Samad, Jibril; Bridges, Todd

Cc: Chidambaram, Nallaperum; Maher, Virginia E.; Pierce, William (CDER); Ning, Yang-Min (Max); 
Cottrell, Christy L.

Subject: RE: NDA 203415

Page 1 of 2

8/22/2012

  
Alice, 
From CMC perspective, the container and carton labels are acceptable (received 
concurrence from BC) 
Thanks 
Debasis Ghosh 
CMC reviewer 
  

From: Kacuba, Alice  
Sent: Tuesday, August 21, 2012 6:27 PM 
To: Abdus-Samad, Jibril; Bridges, Todd 
Cc: Chidambaram, Nallaperum; Ghosh, Debasis; Maher, Virginia E.; Pierce, William (CDER); Ning, Yang-Min 
(Max); Cottrell, Christy L. 
Subject: FW: NDA 203415 
Importance: High 
  

Thank you.  
Alice  
Alice Kacuba, RN, MSN, RAC  
Chief, Project Management Staff  
Division of Oncology Products 1 (new name for DDOP)  
Office of Hematology and Oncology Products  
OND/CDER/FDA  
301-796-1381  
(f) 301-796-9845  
alice.kacuba@fda.hhs.gov  
*Consider setting your email font setting to at least 12 font.  

  

  

From: Lynn Seely [mailto:Lynn.Seely@medivation.com]  
Sent: Tuesday, August 21, 2012 6:20 PM 
To: Kacuba, Alice 
Cc: Cottrell, Christy L. 
Subject: NDA 203415 

Dear Alice, 
  

Reference ID: 3178583



Please find attached the requested revisions to the carton/container labeling. 
  
After you have had a chance to review, I would appreciate it you would let me know 
if there are any outstanding issues. 
  
There revisions were also formally submitted today via the Electronic Submissions 
Gateway. 
  
Best, Lynn 

Page 2 of 2
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Kacuba, Alice 

From: Bridges, Todd

Sent: Tuesday, August 21, 2012 7:02 PM

To: Kacuba, Alice; Abdus-Samad, Jibril

Cc: Chidambaram, Nallaperum; Ghosh, Debasis; Maher, Virginia E.; Pierce, William (CDER); Ning, 
Yang-Min (Max); Cottrell, Christy L.; Defronzo, Kimberly

Subject: RE: NDA 203415

Page 1 of 2

8/22/2012

Hi Alice, 
  
These are acceptable from DMEPA's perspective. 
  
Thanks 
 

From: Kacuba, Alice  
Sent: Tuesday, August 21, 2012 6:27 PM 
To: Abdus-Samad, Jibril; Bridges, Todd 
Cc: Chidambaram, Nallaperum; Ghosh, Debasis; Maher, Virginia E.; Pierce, William (CDER); Ning, Yang-Min 
(Max); Cottrell, Christy L. 
Subject: FW: NDA 203415 
Importance: High 
 
Thank you.  
Alice  
Alice Kacuba, RN, MSN, RAC  
Chief, Project Management Staff  
Division of Oncology Products 1 (new name for DDOP)  
Office of Hematology and Oncology Products  
OND/CDER/FDA  
301-796-1381  
(f) 301-796-9845  
alice.kacuba@fda.hhs.gov  
*Consider setting your email font setting to at least 12 font.  

  
 

From: Lynn Seely [mailto:Lynn.Seely@medivation.com]  
Sent: Tuesday, August 21, 2012 6:20 PM 
To: Kacuba, Alice 
Cc: Cottrell, Christy L. 
Subject: NDA 203415 
 
Dear Alice, 
  
Please find attached the requested revisions to the carton/container labeling. 
  
After you have had a chance to review, I would appreciate it you would let me know 

Reference ID: 3178582



if there are any outstanding issues. 
  
There revisions were also formally submitted today via the Electronic Submissions 
Gateway. 
  
Best, Lynn 

Page 2 of 2

8/22/2012
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1

Kacuba, Alice

From: Kacuba, Alice
Sent: Friday, August 17, 2012 2:41 PM
To: Lynn Seely
Cc: Cottrell, Christy L.
Subject: NDA 203415 carton and container Request

Importance: High

Hi,

Container and Carton:

To help ensure that the graphic to the left of the name doesn’t cause confusion with the proprietary 
name, reduce the prominence of the graphic and change the font color to a color other than the color 
utilized for the proprietary name.  

Please resubmit asap (email and official submission).

Please include me on emails while Christy is on leave.

Thank you.
Alice
Alice Kacuba, RN, MSN, RAC
Chief, Project Management Staff
Division of Oncology Products 1 (new name for DDOP)
Office of Hematology and Oncology Products
OND/CDER/FDA
301-796-1381
(f) 301-796-9845
alice.kacuba@fda.hhs.gov
*Consider setting your email font setting to at least 12 font.

Reference ID: 3176160



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

ALICE KACUBA
08/17/2012

Reference ID: 3176160



1

Kacuba, Alice

From: Kacuba, Alice
Sent: Wednesday, August 15, 2012 5:37 PM
To: Lynn Seely
Cc: Cottrell, Christy L.
Subject:  NDA 203415 Clinical IR (Labeling)

Importance: High

Hi,

We have the following Information Request from Clinical on labeling.

Please provide the patient ID numbers used to calculate the incidence rates in Table 1 of the full 
prescribing information for "asthenic conditions" and for "lower respiratory  and lung 
infections".

Please reply expeditiously so that we can finish the labeling and send back to you.

I may be covering Thursday as well so please continue to have both Christy and I on emails.

I left you a VM in response to your VM earlier today. I am in office until 8 pm tonight so you can still 
call or email me the questions that you have.

Thank you.
Alice
Alice Kacuba, RN, MSN, RAC
Chief, Project Management Staff
Division of Oncology Products 1 (new name for DDOP)
Office of Hematology and Oncology Products
OND/CDER/FDA
301-796-1381
(f) 301-796-9845
alice.kacuba@fda.hhs.gov
*Consider setting your email font setting to at least 12 font.
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1

Kacuba, Alice

From: Kacuba, Alice
Sent: Wednesday, August 15, 2012 6:09 PM
To: Kacuba, Alice
Subject: RE:  NDA 203415 Clinical IR (Labeling)

At 5:45 Dr. Seely called me and asked the following questions:

1. Are the container and carton labels submitted today acceptable. I replied that I will look at them 
and assure they are reviewed by appropriate staff. They wanted to print them before the action. I said 
that we can not give her an official approval of the carton and container labels until she has received 
a signed action letter from Dr. Pazdur on the entire application. If they choose to print prior to 
receiving the action letter it is a business decision and done at their own risk.

2.  She inquired about whether there would be any more PMC/R requests? I told her I'd check and if 
so, we'd communicate to her.

3. She asked about what our target date for action was. I said, "Technically, we have 6 months, but 
the review is progressing well" and left it there. She said that she understood.

Thank you.
Alice
Alice Kacuba, RN, MSN, RAC
Chief, Project Management Staff
Division of Oncology Products 1 (new name for DDOP)
Office of Hematology and Oncology Products
OND/CDER/FDA
301-796-1381
(f) 301-796-9845
alice.kacuba@fda.hhs.gov
*Consider setting your email font setting to at least 12 font.

_____________________________________________ 
From: Kacuba, Alice  
Sent: Wednesday, August 15, 2012 5:37 PM
To: Lynn Seely
Cc: Cottrell, Christy L.
Subject:  NDA 203415 Clinical IR (Labeling)
Importance: High

Hi,

We have the following Information Request from Clinical on labeling.

Please provide the patient ID numbers used to calculate the incidence rates in Table 1 of the full 
prescribing information for "asthenic conditions" and for "lower respiratory  and lung 
infections".

Please reply expeditiously so that we can finish the labeling and send back to you.

Reference ID: 3175128
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2

I may be covering Thursday as well so please continue to have both Christy and I on emails.

I left you a VM in response to your VM earlier today. I am in office until 8 pm tonight so you can 
still call or email me the questions that you have.

Thank you.
Alice
Alice Kacuba, RN, MSN, RAC
Chief, Project Management Staff
Division of Oncology Products 1 (new name for DDOP)
Office of Hematology and Oncology Products
OND/CDER/FDA
301-796-1381
(f) 301-796-9845
alice.kacuba@fda.hhs.gov
*Consider setting your email font setting to at least 12 font.
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From: Cottrell, Christy L. 
Sent: Tuesday, August 07, 2012 2:28 PM 
To: 'Lynn Seely' 
Cc: 'Cheryl Madsen' 
Subject: NDA 203415 for MDV3100:  Clinical Pharmacology PMRs 
 
Importance: High 
Lynn, 
 
Please refer to your pending NDA 203415 for MDV3100.  See below for the 
PMRs identified by the Clinical Pharmacology team.  We will need you to fill in 
the milestone dates and return to us via e-mail.  Once you have determined the 
milestone dates for these PMRs (as well as the clinical PMR sent to you 
previously by Dr. Maher), please submit a general correspondence to the NDA 
providing your commitment to these PMRs. 
 

1. Conduct a clinical trial in patients with normal hepatic function and patients 
with pre-existing severe hepatic impairment to assess the effect of severe 
hepatic impairment on the pharmacokinetics of enzalutamide and N-
desmethyl enzalutamide. The proposed protocol must be submitted for 
review prior to trial initiation. 

 
Milestones: Final Protocol Submission: MM/DD/YYY

Y 
 Trial Completion: MM/DD/YYY

Y 
 Final Report Submission: MM/DD/YYY

Y 
 Other

: 
      MM/DD/YYY

Y 
 

 
2. Conduct a drug interaction trial to evaluate the effect of rifampin (a strong 

CYP3A inducer and a moderate CYP2C8 inducer) on the 
pharmacokinetics of enzalutamide and N-desmethyl enzalutamide.  The 
proposed trial protocol must be submitted for review prior to trial initiation. 

 
Milestones: Final Protocol Submission: MM/DD/YYY

Y 
 Study Completion: MM/DD/YYY

Y 
 Final Report Submission: MM/DD/YYY

Y 
 Other

: 
      MM/DD/YYY

Y 
 

 

Reference ID: 3170925



3. Conduct drug interaction trials to evaluate the effect of enzalutamide at 
steady state on the pharmacokinetics of CYP2D6 and CYP1A2 
substrates. The proposed trial protocols must be submitted for review prior 
to initiation of the trials. 

 
Milestones: Final Protocol Submission: MM/DD/YYY

Y 
 Study Completion: MM/DD/YYY

Y 
 Final Report Submission: MM/DD/YYY

Y 
 Other

: 
      MM/DD/YYY

Y 
 
 
4. Perform an in vitro screen to determine if N-desmethyl enzalutamide is 

metabolized by the major human CYP450 isozymes.  Based on results 
from the in vitro screen, clinical drug-drug interaction trials may be 
needed. 

 
Milestones: Final Protocol Submission: MM/DD/YYY

Y 
 Study Completion: MM/DD/YYY

Y 
 Final Report Submission: MM/DD/YYY

Y 
 Other

: 
      MM/DD/YYY

Y 
 
Feel free to contact me with any questions. 
 
Regards, 
Christy 
_________________________________________________________________________________________________ 
Christy Cottrell │ Regulatory Project Manager │ Division of Oncology Products 1, CDER, FDA 
10903 New Hampshire Avenue, Room 2122 │ Silver Spring, MD  20993 
301.796.4256 (phone) ● 301.796.9845 (fax) │  christy.cottrell@fda.hhs.gov 

 consider the environment before printing this e-mail 
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From: Maher, Virginia E. 
Sent: Monday, August 06, 2012 9:50 AM 
To: 'Cheryl Madsen'; Lynn Seely 
Cc: Cottrell, Christy L. 
Subject: Enzalutamide PMR 

Ms. Madsen and Ms. Seely,  

We have a few clarification in the e-mail that I sent on Friday that may help.  

Ellen 

V. Ellen Maher, M.D. 

TL GU Oncology 

 

Because patients at increased risk of seizure were excluded from the randomized clinical trial, 
convene a panel of experts in oncology and neurology to obtain recommendations regarding 
which patients at increased risk of seizure it is appropriate to study in a postmarketing safety trial, 
e.g. patients with a history of seizure (taking/not taking anti-convulsants), loss of consciousness, 
TIA or CVA, AVM in the CNS, head trauma with loss of consciousness, treated brain metastases, 
use of medications which may increase the seizure threshold, or other risk factors for the 
development of seizures. Following the panel's recommendations, conduct a single-arm safety 
trial to assess the risk of seizure with enzalutamide 160 mg/day in at least 350 patients with 
metastatic castrate-resistant prostate cancer who are at increased risk for seizure. The primary 
endpoint should be the incidence of seizure. With 350 patients the trial has 85% power to detect 
an increase in seizures from ~1% as seen in the CRPC2 study to 3%. Patients should remain on 
study until disease progression, development of a seizure, or the development of an 
unacceptable adverse event. The protocol should contain stopping rules for an excessive 
incidence of seizures.  

Please provide the following milestones for this post-marketing requirement by August 8, 2012. 

Expert panel recommendations: 

Final protocol submission: 

Trial completion date 

Final report submission:  

If you would like clarification or are unable to provide the timelines by August 8, please contact 
Christy Cottrell to arrange a teleconference.  
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 203415 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

Medivation, Inc. 
201 Spear Street 
Third Floor 
San Francisco, CA  94105 
 
ATTENTION:  Lynn Seely, MD 
    Chief Medical Officer 
   
 
Dear Dr. Seely: 
 
Please refer to your New Drug Application (NDA) dated May 21, 2012, received May 22, 2012, 
submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for 
Enzalutamide Capsules, 40 mg. 
 
We also refer to your May 21, 2012, correspondence, received May 22, 2012, requesting review 
of your proposed proprietary name, Xtandi.  We have completed our review of the proposed 
proprietary name and have concluded that it is acceptable. 
 
If any of the proposed product characteristics as stated in your May 21, 2012, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Frances Fahnbulleh, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-0942.  For any other 
information regarding this application contact the Office of New Drugs (OND) Regulatory 
Project Manager, Christy Cottrell at (301) 796-4256.   
 

Sincerely, 
 
     {See appended electronic signature page}   
     Carol Holquist, RPh 

Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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From: Maher, Virginia E. 
Sent: Friday, August 03, 2012 3:59 PM 
To: cheryl.madsen@medivation.com 
Cc: Cottrell, Christy L. 
Subject: NDA 203415 
Ms. Madsen,  
We are concerned about the absence of information concerning the risk of seizure with 
enzalutamide in patients who are at high-risk for seizure and have determined that that a clinical 
trial exploring this issue should be conducted as a post-marketing requirement. 
 
Convene a panel of experts to assess the risk and benefit of enzalutamide in patients with CRPC 
who are at high risk for seizures. In evaluating the risk factors for seizure, the panel should 
consider whether enzalutamide should be studied in patients with a history of the following: 
seizure (taking/not taking anti-convulsants), loss of consciousness, TIA or CVA, AVM in the CNS, 
head trauma with loss of consciousness, and treated brain metastases. The panel should also 
consider whether enzalutamide should be evaluated in patients using medications which may 
increase the seizure threshold (as outlined in # 17 of Section 9.3.2 of your CRPC2 protocol). The 
panel may also want to consider other risk factors for the development of seizures. 
 
Following the panel's recommendations, conduct a single-arm safety trial to assess the risk of 
seizure with enzalutamide 160 mg/d in at least 350 patients with castrate-resistant prostate 
cancer who are at high risk for seizure. The primary endpoint should be the incidence of seizure. 
Patients should remain on study until disease progression, development of a seizure, or the 
development of an unacceptable adverse event.  
 
Please note that with 350 patients the trial has 85% power to detect an increase in seizures from 
~1% (as seen in the CRPC2 study) to 3%. 
 
Please provide the following milestones for this post-marketing requirement by August 8, 2012.  
 
Expert panel recommendations: 
Final protocol submission: 
Trial completion date 
Final report submission:  
 
If you would like clarification or are unable to provide the timelines by August 8, please contact 
Christy Cottrell to arrange a teleconference.  
 
Thank you for your help. 
 
Ellen 
V. Ellen Maher, M.D. 
Team Leader, GU Oncology 
DOP1/OHOP/CDER/FDA 
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From: David, Jeannie C
To: "Lynn Seely"
Cc: Mesmer, Deborah; Cottrell, Christy L.
Subject: NDA 203415 CMC IR 8/1/12
Date: Wednesday, August 01, 2012 4:50:40 PM
Importance: High

Dear Dr. Seely,
 
We have the following additional CMC requests for information.  We kindly request response by COB
this Friday, August 3, 2012.  An email copy by that date with a formal follow up submission of the
same information will be fine.

Drug Substance:

Provide certificate of analysis for Impurity  and Impurity , which were used as reference
analytical standards of the drug substance MDV3100.

Drug Product:

Provide drug product container closure system performance testing as per USP<671> to verify
the tightness of the container closure system with respect to moisture permeability.

If there is any delay, please notify me and you may respond to the two information requests separately.
 
Best regards,

Jeannie

Jeannie David, M.S. 
Regulatory Health Project Manager 
Food and Drug Administration 
Phone: (301) 796-4247

From: David, Jeannie C 
Sent: Monday, July 23, 2012 10:36 PM
To: Lynn.Seely@medivation.com
Cc: Cottrell, Christy L.; Mesmer, Deborah
Subject: Re: NDA 203415 CMC IR 7/17/12

Dear Dr. Seely,

Thank you for your notification and for the courtesy electronic copy of the response to IR. This
email is to confirm receipt.

Best regards,

Jeannie

From: Lynn Seely [mailto:Lynn.Seely@medivation.com] 
Sent: Monday, July 23, 2012 6:36 PM
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To: David, Jeannie C
Cc: Cottrell, Christy L.; Mesmer, Deborah
Subject: RE: NDA 203415 CMC IR 7/17/12

Dear Jeannie,
 
Please find attached to this email our response to the CMC IR 7/17/12.
This response was also submitted via the electronic submissions gateway today.
 
Best, Lynn
 
From: Mesmer, Deborah [mailto:Deborah.Mesmer@fda.hhs.gov] 
Sent: Friday, July 20, 2012 1:50 PM
To: Lynn Seely
Cc: David, Jeannie C; Cottrell, Christy L.
Subject: FW: NDA 203415 CMC IR 7/17/12
 
Dear Dr.  Seeley,
 
I just saw your read receipt come across for this information request below; however, per our
phone conversation just now, I am forwarding the IR again.
 
Please acknowledge receipt of this email.
 
Please provide a  courtesy copy of your response to Jeannie David (copied on this message).  I will
be out of the office from July 23- August 3, 2012.
 
Sincerely,
 
Debbie
 
From: Mesmer, Deborah 
Sent: Tuesday, July 17, 2012 3:23 PM
To: 'Lynn Seely'
Cc: Cottrell, Christy L.; David, Jeannie C
Subject: NDA 203415 CMC IR 7/17/12
 
Dear Dr. Seely,
 
Please find attached a courtesy copy of a CMC Information Request dated July 17, 2012.  We are
requesting that your response be submitted to your application by COB on Thursday, July 19, 2012. 
Please also send me a courtesy copy of your response.
 
I will be out of the office from July 23- August 3, 2012.  During this time Ms. Jeannie David will be
covering for me.  I have copied Ms. David on this message so you will have her email address.
 
Please acknowledge receipt of this message.
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Sincerely,
 
Debbie Mesmer
 
 
Deborah Mesmer 
Regulatory Project Manager for Quality
Office of New Drug Quality Assessment (ONDQA)
Division of New Drug Quality Assessment (DNDQA1) 
Food and Drug Administration
White Oak Building 21, Rm 1627
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
(301) 796-4023
deborah.mesmer@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 203415 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Medivation, Inc. 
Attention: Lynn Seely, M.D. 
Chief Medical Officer 
525 Market Street 
36th floor 
San Francisco, CA  94105 
 
 
Dear Lynn Seely: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Enzalutamide liquid filled soft gelatin capsules, 40 
mg and to our June 29, 2012, letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on July 31, 2012, of the sample materials and documentation that you 
sent to the Division of Pharmaceutical Analysis (DPA) in St. Louis. 
 
If you have questions, you may contact me by telephone (314-539-3815), FAX (314-539-2113), 
or email (Michael.Trehy@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy 
MVP Coordinator 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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From: Lynn Seely [Lynn.Seely@medivation.com] 
Sent: Wednesday, July 25, 2012 1:21 PM 
To: Pierce, William (CDER) 
Cc: Maher, Virginia E.; Cottrell, Christy L. 
Subject: RE: Quick question: ID #s for patients who stopped therapy due to fall AEs 
Dear Bill, 
  
We can confirm that there was only one patient (#9785‐CL‐011B‐E00201) who permanently 
discontinued study drug due to fall. 
In addition, one patient in CRPC2 (CRPC‐356‐10) temporarily discontinued study drug briefly after a fall 
(from 04‐23‐2011 until 04‐26‐2011). 
You are correct that these are the two cases referred to in the summary of clinical safety. We are not 
aware of any other cases of fall 
resulting in study drug dose modification. 
  
We are working on updating the table of falls as requested in your second email and will forward that as 
soon as it is available. 
  
Best, Lynn 
 
 

From: Pierce, William (CDER) [mailto:William.Pierce@fda.hhs.gov]  
Sent: Tuesday, July 24, 2012 7:30 AM 
To: Lynn Seely 
Cc: Maher, Virginia E. 
Subject: Quick question: ID #s for patients who stopped therapy due to fall AEs 
 
Greetings Lynn, 
  
I have a quick question related to the numbers of patients who discontinued therapy due to falls that I 
want to clarify for my review.   On page 106 of the Summary of Clinical Safety, it states that two MDV3100 
patients discontinued MDV3100 due to fall AEs.  Can you provide the patient ID #s for these and any 
others? Please also clarify if these were permanent discontinuations, temporary discontinuations, or if 
there were any dose modifications for fall AEs.  In the datasets, I found one patient (#9785-CL-011B-
E00201) who permanently discontinued and one patient (CRPC-356-10) who temporarily discontinued 
MDV3100, but I wasn't sure if these are the two cases that are referred to in the summary of clinical 
safety, or if there are others. 
  
Thank you in advance, 
  

Bill Pierce  

Senior Clinical Analyst  
Genitourinary (GU) Cancer Team  
Division of Oncology Products 1 (DOP1)  
Office of Hematology & Oncology Products (OHOP)  
Center for Drug Evaluation and Research (CDER)  
Food and Drug Administration (FDA)  
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WK:  (301) 796-0521  
FAX: (301) 796-9849  
EMAIL: william.pierce@fda.hhs.gov  
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Date: 07/20/2012 
 
The FDA review teams have the following five inquiries for the applicant of NDA 
203415 to address. Please respond by August 2, 2012. 
 

1) For 645 patients reported to have radiographic progression who were included in 
your rPFS analysis, as shown on Page 95 of the CSR, please provide a new 
dataset with the same cut-off date of 2011-09-25 to include the following 
columns: 

• Study ID  
• Treatment Arm  
• USUBJID 
• Confirmation Scans Performed (Yes vs No: only for disease progression 

detected at Week 13 or before)  
• Confirmation Scan Dates (in both numeric and character formats) 
• Confirmation Bone Scan Performed (Yes vs No) 
• Confirmation Bone Scan Dates (in both numeric and character formats) 
• Confirmation Soft Tissue Scan Performed (Yes vs No) 
• Confirmation Soft Tissue Scan Dates (in both numeric and character 

formats) 
• Disease Progression Determination by Scan (Bone Scan, CT/MRI, or 

Both) 
• Scans Performed During Protocol-Specified Time Periods (Yes vs No)  
• Missing Scan by Scheduled Assessment Weeks (13, 25, 37, 49, 61, 73, 

and 85: use 7 individual columns) 
• Reasons for Missing Scans (description) 
• Subsequent Treatments Initiated before Last Scans (Yes vs No) 
• Subsequent Treatment Initiation Date (in both numeric and character 

formats) 
• Pathological SREs (Yes vs No) 
• Pathological SRE Date (in both numeric and character formats) 
• Non-Pathological SREs (Yes vs No) 
• Non-Pathological SRE Date (in both numeric and character formats) 
• Surgical or Radiation Therapy for CRPC or Involving Bone (Yes vs No) 
• Surgical or Radiation Therapy for CRPC or Involving Bone (in both 

numeric and character formats) 
• Reassessed Radiographic Progression (Yes vs No: see Inquiry 2 for 

censoring) 
• Censoring (Yes vs No) 
• Reassessed Radiographic Progression Date (in both numeric and 

character) 
• Previously Reported PFS Date (PFSEVDT from Dataset ADIPFS) 
• Difference in Time between the Reassessed and Previously Reported PFS 

Dates 
 

Reference ID: 3163795



2) Please submit a new rPFS analysis based on information contained in the above 
new dataset along with relevant information contained in the previously submitted 
Dataset ADIPFS. Please use the following censoring criteria for radiographic 
progression (rPD) events occurring on or before the previously reported 
overall rPD dates: 

 
• Censoring to the last scans without evidence of disease progression for 

rPD events required to confirm per the protocol but not confirmed or with 
no documented confirmation scans for any reasons. This censoring rule 
should also apply to patients whose confirmation scans occurred after new 
treatment initiation, incidence of SREs, or surgical or radiation therapy for 
prostate cancer or disorders involving bone during the trial (see below). 

• Censoring to the last bone scan without evidence of disease progression 
for pathological SREs or non-pathological SREs because of the impact of 
the SRE events on bone scan interpretation. 

• Censoring to the last scans without evidence of disease progression for 
patients whose new treatment started before study treatment 
discontinuation or before the previously reported overall progression 
dates. 

• Censoring to the last scans without evidence of disease progression for 
patients who had surgical or radiation therapy performed for prostate 
cancer related lesions or other disorders that most likely affected bone 
scan interpretation.  

 
3) Specify your rationale for excluding 9 patients whose study treatment was 

discontinued for radiographic disease progression from your original primary 
rPFS analysis as shown on Page 95 of your CSR. The 9 patients had the following 
ID numbers:    

 
CRPC2-103-06 
CRPC2-250-03 
CRPC2-303-17 
CRPC2-308-02 
CRPC2-310-05 
CRPC2-456-01 
CRPC2-600-04 
CRPC2-603-04 
CRPC2-659-04 

 
4) Please clarify why 243 of the 645 patients reported with rPD had their 

RPRSCHDT dates occurring prior to the randomization. What was the role of this 
variable in the rPFS analysis shown on Page 95 of your CSR?  Note that 
RPRSCHDT refers to “the scheduled scan date prior to where first reported PD 
occurred” in Dataset ADIPFS. 

 
5) Please provide scan compliance analyses as requested in the table on next page.  
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 MDV3100 (N=800) Placebo (N=399) 

 Number of scans, n(%) Number of scans, n(%) 

  CT/MRI Bone  CT/MRI Bone 

Timing of 
assessment 

Expected Received  Missing  Received Missing 

Missing 
(both 
CT/MRI 
and 
bone 
scan) 

Missing 
(either 
CT/MRI 
or bone 
scan) 

Expected Received  Missing Received Missing 

Missing 
(both 
CT/MRI 
and 
bone 
scan) 

Missing 
(either 
CT/MRI 
or bone 
scan) 

Wk13               

Wk25               

Wk37               

Wk49               

Wk61               

Wk73               

Wk85                
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From: Cottrell, Christy L. 
Sent: Tuesday, July 24, 2012 2:06 PM 
To: 'Lynn Seely' 
Subject: NDA 203415 for MDV3100:  Clinical Information request 
 
Importance: High 
Dr. Seely, 
 
Please refer to your pending NDA 203415 for MDV3100.  See below for an information request 
from clinical safety reviewer. 
 
The attached is a table of the number of patients with abnormal laboratory values on CRPC2. The 
way in which these values are derived is presented above the table. Our numbers differ from 
those in the CSR.  Please explain why.  Reply requested by Friday, July 27th. 
 
Feel free to contact me with any questions. 
 
Regards, 
Christy 
 
***************************************************************************************************************
*********** 
 

1. Used adlb.xpt from amendment 12, received 7-20-12 
2. Selected STUDYID = CRPC2 
3. Removed ABLFL = Y 
4. Removed VISIT = LFU2, SCREENING, SFU 
5. Still have 2,308 rows for WEEK 1, ADY varies from -39 to 8 
6. Removed all ADY = negative or 1 
7. Used ATOXGRL or ATOXGRH 
8. Highlighted # are # in CSR 
9. Tried looking at TRTEMFL = Y, but some of the TRTEMFL = N are for WEEK 

13, WEEK 21, etc.  Don’t see why these are not treatment emergent. 
 
 

On Study Laboratories 
 Enzalutamide 

N = 797 
Placebo 
N = 395 

Hematology Gr 1-4 Gr 3-4 Gr 1-4 Gr 3-4 
    Neutropenia 121 (15%)  9 (1%) 24 (6%) 

25 
0 

    Lymphopenia 285 (36%) 
288 

67 (8%) 
71 

148 (37%) 
157 

45 (11%) 
47 

    Low Hemoglobin 629 (79%) 
633 

32 (4%) 
36 

320 (81%) 
321 

20 (5%) 
21 

    Thrombocytopenia 58 (7%) 
64 

4 (0.5%) 27 (7%)1 

28 
3 (0.8%)1 

4 
 Enzalutamide 

N = 797 
Placebo 
N = 396 

Chemistry Gr 1-4 Gr 3-4 Gr 1-4 Gr 3-4 
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    AST 178 (22%) 
186 

3 (0.4%) 
 

146 (37%) 
149 

4 (1%) 

    ALT 79 (10%) 
81 

2 (0.3%) 67 (17%) 
72 

2 (0.5%) 

    Bilirubin 23 (3%) 2 (0.3%) 6 (2%) 
7 

0 
1 

    Creatinine 76 (10%) 
77 

0 
 

44 (11%) 
49 

1 (0.3%) 
 

    Hyperglycemia 715 (90%) 
720 

17 (2%) 
18 

336 (85%) 
342 10 (3%) 

    Hypoglycemia 39 (5%) 
40 

0 
 

12 (3%) 
13 

0 

    Hyperkalemia 27 (3%) 
28 

2 (0.3%) 18 (5%) 
19 

3 (0.8%) 

    Hypokalemia 28 (4%) 
29 

6 (0.8%) 
 

21 (5%) 
22 

3 (0.8%) 
4 

    Hypermagnesemia 
 

68 (9%) 0 44 (11%) 
43 

1 (0.3%) 
 

    Hypercalcemia 25 (3%) 
 

1 (0.1%) 12 (3%) 0 

    Hypocalcemia 71 (9%) 
77 

13 (2%) 44 (11%) 
46 

12 (3%) 
15 

    Hypophosphatemia 93 (12%) 
96 

21 (3%) 
23 

36 (9%) 
37 

11 (3%) 
10 

1N = 394        Data Cutoff 1-31-12 
 
 
 
_________________________________________________________________________________________________ 
Christy Cottrell │ Regulatory Project Manager │ Division of Oncology Products 1, CDER, FDA 
10903 New Hampshire Avenue, Room 2122 │ Silver Spring, MD  20993 
301.796.4256 (phone) ● 301.796.9845 (fax) │  christy.cottrell@fda.hhs.gov 

 consider the environment before printing this e-mail 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 203415 INFORMATION REQUEST 

 
Medivation, Inc. 
Attention: Lynn Seely, MD 
Chief Medical Officer 
201 Spear St., Third Floor 
San Francisco, CA 94105 
 
 
Dear Dr. Seely, 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Enzalutamide (code: MDV3100) Capsules, 40 mg. 
 
Please refer the FDA Information Request dated July 3, 2012, and your submission dated July 
11, 2012, received July 12, 2012. 
 
We have the following request for information.  We request a prompt written response no later 
than close of business on Thursday, July 19, 2012, in order to continue our evaluation of your 
NDA. 
 

In the Response dated July 11, 2012, (and received by email on July 6, 2012), to the 
CMC Information Request of July 3, 2012, you provided as requested the genotoxic 
impurity levels of the drug substance lots intended to be used for the manufacturing of 
commercial drug product. However, the batch analyses of the corresponding lots were not 
included in your NDA submission. Provide the complete MDV3100 drug substance batch 
analysis of lots# 09120028, 09120029 and 09120030. 
 
 

If you have any questions, call Deborah Mesmer, Regulatory Project Manager, at (301) 796-
4023. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sarah Pope Miksinski, Ph.D.  
Branch Chief, Branch II 
Division of New Drug Quality Assessment I  
Office of New Drug Quality Assessment  
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR PATIENT LABELING REVIEW CONSULTATION 

 
TO:  
 
CDER-DMPP-PatientLabelingTeam  

 

 
FROM: (Name/Title, Office/Division/Phone number of requestor)     
Division of Oncology Products 1 

Christy Cottrell, RPM   

 
R EQUEST DATE: 

July 12, 2012 

 
NDA/BLA NO.: 

NDA 203415 

 
TYPE OF DOCUMENTS: 

(PLEASE CHECK OFF BELOW) 

New NDA – Patient Labeling 
 
NAME OF DRUG: 
 

Enzalutamide (MDV3100) 

 
PRIORITY CONSIDERATION: 

High 

 
CLASSIFICATION OF DRUG: 

 
DESIRED COMPLETION DATE  
(Generally 2 Weeks after receiving substantially 
complete labeling) 

August 24, 2012 
 

SPONSOR: 

Medivation, Inc. 
 

PDUFA Date:  November 22, 2012  
(EXPEDITED REVIEW:  Action goal date is August 31, 2012) 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 

(Check all that apply) 

 PATIENT PACKAGE INSERT (PPI) 

 MEDICATION GUIDE 

 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 

  ORIGINAL NDA/BLA 
 EFFICACY SUPPLEMENT 
SAFETY SUPPLEMENT 
LABELING SUPPLEMENT 
 MANUFACTURING (CMC) SUPPLEMENT 
 PLR CONVERSION 

 

 
REASON FOR LABELING CONSULT 

  INITIAL PROPOSED LABELING 
LABELING REVISION 

 

 

EDR link to submission:  EDR Location: \\CDSESUB1\EVSPROD\NDA203415\203415.enx 
 
 
 
Please Note:  DMPP uses substantially complete labeling, which has already been marked up by the CDER Review Team, when 
reviewing MedGuides, IFUs, and PPIs.  Once the substantially complete labeling is received, DMPP will complete its review within 
14 calendar days.  Please provide a copy of the sponsor’s proposed patient labeling in Word format.   
 
COMMENTS/SPECIAL INSTRUCTIONS: 
 
Filing/Planning Meeting: Already occurred 
 
Mid-Cycle Meeting: Already occurred 
 
Labeling Meetings: July 23, 27, 30, and 31;  August 2, 7, 8, 13, 14, and 15 
 
Wrap-Up Meeting: TBD 
 
 
SIGNATURE OF REQUESTER 
Christy Cottrell 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

  eMAIL (BLAs Only)  X` DARRTS 

Version: 12/9/2011 
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From: Cottrell, Christy L. 
Sent: Wednesday, July 11, 2012 1:11 PM 
To: 'Lynn Seely' 
Subject: NDA 203415 for MDV3100:  Clinical Pharmacology Information Request 
 
Importance: High 
Lynn, 
 
Please refer to your pending NDA 203415 for MDV3100.  See below for an information request 
from the Clinical Pharmacology team. 
 
 You state that your drug is an inducer of  (see below).  Could you please indicate 

which study is the source of these data, and where it may be found in the submission.  I was 
not able to find these data in trial 9785-CL-0007 as referenced in the labeling language 
below.  Are these data based on literature findings from ? 

 
Induction Effects 
Clinical data indicate that TRADENAME is a moderate inducer of CYP2C9 and CYP2C19 
and a strong inducer of 
CYP3A4 (Figure 1);  may be induced as well. These results suggest that 
TRADENAME causes enzyme 
induction via activation of the nuclear pregnane X receptor (PXR). Co-administration of 
TRADENAME with substrates 
of CYP2C9, CYP2C19, CYP3A4, or  may reduce the oral bioavailability and/or 
increase the clearance of these 
substrates, resulting in decreased exposure [see Drug Interactions (7.1)]. 
9785-CL-0007 Section 8.3,  2010 
 

We are hoping that you can provide a response by COB today. 
 
Regards, 
Christy 
 
_________________________________________________________________________________________________ 
Christy Cottrell │ Regulatory Project Manager │ Division of Oncology Products 1, CDER, FDA 
10903 New Hampshire Avenue, Room 2122 │ Silver Spring, MD  20993 
301.796.4256 (phone) ● 301.796.9845 (fax) │  christy.cottrell@fda.hhs.gov 

 consider the environment before printing this e-mail 
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Fahnbulleh, Frances

From: Bridges, Todd
Sent: Tuesday, July 03, 2012 2:09 PM
To: Fahnbulleh, Frances
Cc: Defronzo, Kimberly
Subject: FW: NDA 203415 Xtandi

Hey Frances,

Please upload this email to the record in AIMS.

Thanks.

______________________________________________ 
From: Defronzo, Kimberly  
Sent: Tuesday, July 03, 2012 1:32 PM
To: Cottrell, Christy L.; Bridges, Todd
Cc: Fahnbulleh, Frances
Subject: RE: NDA 203415 Xtandi

Great thank you Christy for your help!  Happy July 4th to all !

_____________________________________________ 
From: Cottrell, Christy L.  
Sent: Tuesday, July 03, 2012 1:30 PM
To: Bridges, Todd
Cc: Defronzo, Kimberly; Fahnbulleh, Frances
Subject: RE: NDA 203415 Xtandi

Here is the company's response:

I wanted to confirm for you and the Division of Medication Error and

Prevention Analysis that the imprint “MDV” to be used on the enzalutamide

capsules will be a unique imprint and will not be used on any other product

by Medivation.

_____________________________________________ 
From: Bridges, Todd  
Sent: Sunday, July 01, 2012 7:20 PM
To: Cottrell, Christy L.
Cc: Bridges, Todd; Defronzo, Kimberly; Fahnbulleh, Frances
Subject: NDA 203415 Xtandi

Hi Christy,

In the insert labeling for this product, the Applicant indicates that the capsules will contain the imprint "MDV" (please see 
below).  I'm assuming this is an abbreviation for Medivation.  

Can you contact the Applicant and determine if they plan to use this "MDV" imprint on capsules for other products they 
may develop in the future - or is the "MDV" imprint going to be unique to Xtandi?

Please let me know if you have any questions and thanks for your help.

Todd

TRADENAME (enzalutamide) 40 mg capsules are supplied as white to off-white oblong soft gelatin capsules

Reference ID: 3154416
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imprinted in black ink with MDV.

Todd Bridges, RPh
Team Leader
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 203415 INFORMATION REQUEST 

 
Medivation, Inc. 
Attention: Lynn Seeley, MD 
Chief Medical Officer 
201 Spear St., Third Floor 
San Francisco, CA 94105 
 
 
Dear Dr. Seeley 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Enzalutamide (code: MDV3100) Capsules, 40 mg. 
 
We are reviewing the Chemistry, Manufacturing, and Controls section of your submission and 
have the following comments and information requests.  We request a prompt written response 
in no later than, July 6, 2012 in order to continue our evaluation of your NDA. 
 
 
Drug Substance 
 

1. The description of drug substance manufacturing process as presented in section 3.2.S.2.2 
does not adequately describe the manufacturing process. The description of the 
manufacturing process in the NDA is your commitment on how you will routinely 
manufacture the drug substance.  The use of terms such as: “not more than, not less than 
or at less than, as needed, approximately or until approximately, about, below, up to, and 
at least” are vague and do not specify the operating range that is normally used during 
routine manufacturing.  Revise the manufacturing process description and include normal 
operating ranges or scientifically justified ranges for all process variables including 
process parameters reagent quantities, reaction and process temperatures, solvent 
volumes for reaction, etc.  

 
2. The regulatory flexibility statement in “Sec 3.2.S.2.2.2.1 General Information for All 

Steps” is not adequately supported by data. Remove this section, or provide supporting 
information to justify the proposed ranges.  

 
3. Revise the MDV3132 specification to include a test and acceptance criteria for impurities 

(Table 8 on page 15, section 3.2.S.2.3). 
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From: Cottrell, Christy L. 
Sent: Friday, June 29, 2012 10:34 AM 
To: 'Lynn Seely' 
Subject: NDA 203415 for MDV3100:  Clinical Pharmacology Request 
Dr. Seely, 
 
In your response to the Clinical Pharmacology reviewer dated 6/12/12 you indicated the following: 
 
Sponsor Response: 
As discussed at the NDA Orientation Meeting on May 31, 2012, we will submit clinical study 
reports, supportive datasets, and technical reports for the 3 clinical pharmacology studies listed in 
Table 1 below by June 29, 2012. All studies were completed in June 2012.  
 
Please verify that you will be sending these study reports and updated labeling today. 
 
Let me know if you have any questions. 
 
Regards, 
Christy 
 
_________________________________________________________________________________________________ 
Christy Cottrell │ Regulatory Project Manager │ Division of Oncology Products 1, CDER, FDA 
10903 New Hampshire Avenue, Room 2122 │ Silver Spring, MD  20993 
301.796.4256 (phone) ● 301.796.9845 (fax) │  christy.cottrell@fda.hhs.gov 

 consider the environment before printing this e-mail 
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From: Cottrell, Christy L. 
Sent: Monday, June 25, 2012 2:55 PM 
To: 'Lynn Seely' 
Subject: RE: MDV3100 NDA 203415 
Lynn, 
  
Response from the clinical team: 
  

 Please provide an analysis of all deaths due to an adverse event while on study drug or within 30 
of stopping study drug. This should include patients with an adverse event as the primary cause 
of death, but should also include patients with a grade 5 adverse event in the AE dataset.  

  
Let me know if further clarification is needed. 
  
Christy 
 

 
From: Lynn Seely [mailto:Lynn.Seely@medivation.com]  
Sent: Monday, June 25, 2012 1:43 AM 
To: Cottrell, Christy L.; Kacuba, Alice 
Subject: MDV3100 NDA 203415 

Dear Christy, 
  
I hope you had a nice time away from the office. 
 
As we are preparing our responses to the Clinical information requests dated 
June 14, 2012, we would like to ask for a clarification.  The very first request 
said, “Please provide an analysis of patients in CRPC2 who died due to an adverse 
event (adverse event recorded in the dataset) within 30 days of study drug.” 
  
In order to make sure we are providing you with the information desired, please 
let me know if the following information will adequately address the request. 
  
We are planning to provide a table with the patients who died with an adverse event  as the primary 
cause of death within 30 days of starting study drug and 30 days of stopping study drug. The preferred 
term of the adverse event leading to death will also be presented along with the number of days the 
death occurred after starting or stopping study drug. We will provide a discussion of the differences 
observed between treatment groups if any.     
  
Please let us know if this is appropriate or if the reviewers are looking for any additional 
information. 
  
Best regards, Lynn 
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From: Cottrell, Christy L. 
Sent: Thursday, June 14, 2012 10:36 AM 
To: 'Lynn Seely' 
Subject: NDA 203415 for MDV3100:  Clinical information requests 
 
Importance: High 
Lynn, 
 
Please refer to your NDA 203415 for MDV3100.  See below for several information requests from 
the clinical team. 
 
Please reply within 2 weeks 
 

1. Please provide an analysis of patients in CRPC2 who died due an adverse event (adverse 
event recorded in the dataset) within 30 days of study drug.  

 
2. In the CRPC2 CSR, Table 10.2-1 provides information on protocol deviations. Tabulation 

dataset ie.xpt and Listing 16.2.2 provide information on eligibility violations while analysis 
dataset addv.xpt provides information on protocol violations during the study period.  
However, addv.xpt appears limited to information on excluded concomitant medications 
and abnormal laboratory values. It appears that information is not available for patients who 
had studies performed outside the window, non-compliance with study drug, etc.  Please 
state whether this information is available and its location. Please also provide an analysis 
of major and minor protocol violations by arm.  Please state the events that you have 
considered major and those you have considered minor violations. Please provide a 
tabulation dataset to support this analysis.  

 
3. Please provide the IDMC minutes for both the open and closed sessions. 

 
4. In Section 9.7.3 of the CSR for the CRPC2 trial, you note that the statistical analyses used 

the stratification factors recorded in the electronic CRFs.  Did these stratification factors 
differ from those used by the IVRS at randomization? If so, please provide detailed 
information on the reasons for this difference and tabulation, by arm and by stratification 
factor, of the changes in strata. 

 
5. In CRPC2, 1 of the stratification factors was the Brief Pain Inventory-Short Form Question 

#3 score averaged over the 7 d prior to randomization.  In examining the tabulation dataset 
qs.xpt, a single value is available for IVRS and 1-2 values are available for Worst pain in 
the last 24 hours from the Brief Pain Inventory. We have been unable to find 7 values or to 
determine the number of patients in which complete data (7 values) is available. Please 
explain where this information is located. 

 
6. In Section 12.1.1 of the CRPC2 CSR, you state that there was a difference in the data for 

study drug dose modification between the adverse event dataset and the dosing CRF.  
Please outline the extent of these differences and provide a rationale for this discrepancy.  

 
7. Please state the terms you used to characterize prior cardiovascular disease in CRPC2.  

 
8. Please clarify the version of the MedDRA coding used in the datasets associated with each 

study and in the dataset in Module 5.3.5.3.25.3.1. 
 

Please reply within 4 weeks 
 

9. Please provide an analysis of skeletal related events and fracture, pathologic and 
otherwise, by bisphosphonate use at study entry and by bisphosphonate use during the 
study period (prior to the event). 
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10. In Table 10.1-3 of the CSR for the CRPC2 trial, clinical progression occurred in 231 

patients in the MDV3100 and 159 in the placebo arm. Please provide detailed information, 
by arm, on the first anti-cancer treatment(s) received by these patients after discontinuation 
of study drug. Please also provide detailed information, by arm, on the timing of these 
treatments relative to discontinuation of study drug. Please also provide information, by 
arm, on the percentage rise in PSA compared to nadir in these patients.  

 
11. On the CRPC2 trial, please provide detailed information on the number of patients, in each 

arm, who underwent radical prostatectomy, definitive primary radiation therapy to the 
prostate, presented with Stage IV disease and underwent TURP, and had no prostate-
directed therapy.  

 
12. On CRPC2, patients received docetaxel up to 2,976 days prior to study entry.  Such a long 

course of metastatic CRPC is surprising. Please provide, for all patients whose last 
docetaxel dose was at least 3 years prior to study entry, information on their disease 
course.  

 
13. In CRPC2 trial, among the 490 patients who presented with PSA progression only, please 

provide an analysis of the percentage of patients, by arm, in which 3 rising PSA values 
were documented at study entry. Please provide the patient numbers for this group. 

 
14. Please provide the following subgroup analyses of the primary endpoint for CRPC2: 

 
a. Patients who used/did not use steroids at study entry;  
b. Patients who used steroids/did not use steroids during the study period; and 
c. Disease site (bone only, soft tissue only, bone and soft tissue). 

 
15. Given the long half-life of enzalutamide, we are concerned that adverse events may be 

slow to resolve. Please provide an analysis of the time to adverse event resolution for 
adverse events leading to interruption/reduction of study drug in CRPC2.  

 
16. Please provide narratives for patients with visual hallucination.  In these narratives, please 

include information on narcotic use at the time of the visual hallucination. 
 
Feel free to contact me with any questions. 
 
Regards, 
Christy 
_________________________________________________________________________________________________ 
Christy Cottrell │ Regulatory Project Manager │ Division of Oncology Products 1, CDER, FDA 
10903 New Hampshire Avenue, Room 2122 │ Silver Spring, MD  20993 
301.796.4256 (phone) ● 301.796.9845 (fax) │  christy.cottrell@fda.hhs.gov 

 consider the environment before printing this e-mail 
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From: Cottrell, Christy L. 
Sent: Monday, June 11, 2012 8:35 PM 
To: 'Lynn Seely' 
Subject: NDA 203415 for MDV3100:  Information Requests 
 
Importance: High 
Lynn, 
 
Please refer to your pending NDA 203415 for MDV3100.  See below for information requests 
from the review team. 
 
Clinical 
 
1.  In addition to the information provided in the clinical overview (2.5.1.4), please provide a 
concise safety assessment based on all current worldwide clinical trial knowledge regarding 
enzalutamide.  Please include an assessment of the total enzalutamide exposure in all clinical 
trials.   
 
2.  Please provide a description and status for all ongoing trials and a listing of safety reports 
(listing of the adverse events contained in the safety report along with the MCN number) from 
ongoing trials.  Alternatively, please confirm there are no additional trials ongoing that are not 
already described in 2.5.1.4 and no additional applicable safety reports not included in 5.3.5.3.28. 
 
3.  Please provide the anticipated submission date for the NDA safety update and the dates that 
will be covered in this update.   
 
We would like to have your agreement to provide the information in #1 and #2, along with the 
proposed date for the safety update requested in #3 by this Friday, 6/15 at 10:00am, but 
submission of this information prior to the filing date is not required. 
 
QT IRT 
 
1.  Please complete the Highlights of Clinical Pharmacology table attached ASAP and return to 
me via email. 
 
Clinical Pharmacology 
 
1.  Please clarify which additional Clinical Pharmacology studies you plan to submit for review in 
the current NDA submission cycle, and when these will be submitted.  
 
2.  Please clarify the rationale for selection of your proposed daily dosing regimen (without a 
loading dose), considering the long elimination half-life of your drug. 
 
3.  Please clarify your rationale for administration of your drug twice daily when doses exceeded 
360 mg in the phase 1 dose-escalation trial. 
 
Please provide your response to the Clinical Pharmacology information requests by COB 
tomorrow, June 12, 2012. 
 
Feel free to contact me with any questions. 
 
Regards, 
Christy Cottrell 
 
_________________________________________________________________________________________________ 
Christy Cottrell │ Regulatory Project Manager │ Division of Oncology Products 1, CDER, FDA 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  QT-IRT 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):        

Division of Oncology Products 1 

Christy Cottrell, RPM 
 
DATE 

6/6/12 

 
IND NO. 

                   
   

 
NDA NO.  
NDA 203415 

 
TYPE OF DOCUMENT 
New NDA 

 
DATE OF DOCUMENT 
May 22, 2012 

 
NAME OF DRUG 

MDV3100 (enzalutamide) 

 
PRIORITY CONSIDERATION 

High 

 
CLASSIFICATION OF DRUG 

      

 
DESIRED COMPLETION DATE 

July 30, 2012 

NAME OF FIRM:  Medivation, Inc. 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE / ADDITION 
  MEETING PLANNED BY 

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
  PRIORITY P NDA REVIEW 
  END-OF-PHASE 2 MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

 
  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 

COMMENTS / SPECIAL INSTRUCTIONS:  This is a new NDA that DOP1 will be reviewing under expedited Priority review.  
PDUFA date is November 22, 2012 - target action date is August 31, 2012.  Requesting QT review. 
 
Link to submission: \\CDSESUB1\EVSPROD\NDA203415\203415.enx 
 
MO= Max Ning/Bill Pierce 
PM= Christy Cottrell 
 
 
 
 
SIGNATURE OF REQUESTOR 

Christy Cottrell 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR OPDP (previously DDMAC) LABELING REVIEW 

CONSULTATION 
**Please send immediately following the Filing/Planning meeting** 

 
TO:  
 
CDER-DDMAC-RPM  

 

 
FROM: (Name/Title, Office/Division/Phone number of requestor)     
Division of Oncology Products 1 

Christy Cottrell, RPM   

 
REQUEST DATE 

June 6, 2012 

 
IND NO. 

 

 
NDA/BLA NO. 

NDA 203415 

 
TYPE OF DOCUMENTS 

(P
 

LEASE CHECK OFF BELOW) 

New NDA 
 
NAME OF DRUG 
 

MDV3100 (enzalutamide) 

 
PRIORITY CONSIDERATION 

High 

 
CLASSIFICATION OF DRUG 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
 

July 30, 2012 
NAME OF FIRM: 

 
Medivation, Inc. 

PDUFA Date:  November 22, 2012 (target action date of 
August 31, 2012) 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 

(Check all that apply) 

X  PACKAGE INSERT (PI)  

X  PATIENT PACKAGE INSERT (PPI) 

X  CARTON/CONTAINER LABELING 

 MEDICATION GUIDE 

 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 
X  ORIGINAL NDA/BLA 

 IND 
 EFFICACY SUPPLEMENT 
SAFETY SUPPLEMENT 
LABELING SUPPLEMENT 
 PLR CONVERSION 

 

 
REASON FOR LABELING CONSULT 
X   INITIAL PROPOSED LABELING 

LABELING REVISION 
 

 

EDR link to submission:  \\CDSESUB1\EVSPROD\NDA203415\203415.enx 

Please Note:  There is no need to send labeling at this time.  OPDP reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  After the disciplines have completed their sections of the labeling, a full review team 
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “substantially complete” labeling 
should be sent to OPDP.  Once the substantially complete labeling is received, OPDP will complete its review within 14 calendar 
days. 
 
COMMENTS/SPECIAL INSTRUCTIONS:  This is a new NDA that DOP1 will be reviewing under an expedited Priority review.  PDUFA date is November 22, 2012, 
but the targeted action date is August 31, 2012.  DDMAC reviewers will be invited to all the review cycle meetings. 
 
Mid-Cycle Meeting: TBD 
Labeling Meetings: TBD 
Wrap-Up Meeting: TBD 
 
MO= Max Ning/Bill Pierce 
PM= Christy Cottrell 
 
SIGNATURE OF REQUESTER 
Christy Cottrell 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

  eMAIL     HAND 
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From: Cottrell, Christy L. 
Sent: Wednesday, June 06, 2012 12:47 PM 
To: 'Lynn.Seely@medivation.com' 
Subject: NDA 203415 for MDV3100:  Clinical Pharmacology information request 
 
Importance: High 
Dr. Seely, 
 
Please refer to your pending NDA 203415 for MDV3100.  See below for a request for information 
from the clinical pharmacology team. 
 
The clinical pharmacology reviewer notes the following statement by the applicant: 
 
"In total, the PK of MDV3100 has been evaluated in 934 patients with castration-resistant 
prostate cancer and in 66 healthy male subjects. PK parameters were estimated using non-
compartmental methods in WinNonlin® (Pharsight Corp., Palo Alto, CA) and applicable 
complimentary software, such as SAS® (SAS Institute, Cary, NC) and Microsoft Excel® 
(Microsoft, Redmond, WA)." 
 
Could you please submit the datasets for the non-compartmental analyses for trial MDV3100-05 
and 9785-CL-0001 referred to above as soon as possible or within 5 business days?  These 
datasets are needed to confirm the PK parameters listed for MDV3100 and its metabolites.  It is 
not clear whether these datasets will be submitted as part of the previous Clinical Pharmacology 
information request dated 5/25/12 (to be submitted to FDA this week). 
 
Feel free to contact me with any questions. 
 
Regards, 
Christy 
 
_________________________________________________________________________________________________ 
Christy Cottrell │ Regulatory Project Manager │ Division of Oncology Products 1, CDER, FDA 
10903 New Hampshire Avenue, Room 2122 │ Silver Spring, MD  20993 
301.796.4256 (phone) ● 301.796.9845 (fax) │  christy.cottrell@fda.hhs.gov 

 consider the environment before printing this e-mail 
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From: Cottrell, Christy L. 
Sent: Friday, June 15, 2012 4:42 PM 
To: 'Lynn Seely' 
Subject: NDA 203415 for MDV3100:  Statistical Information Request 
 
Importance: High 
Lynn, 
 
Please refer to NDA 203415 for MDV3100.  See below for an information request from the 
statistical team. 
 
 In your dataset ADIPFS there are two variables (DPDUNSLF, RPDUNSFL) with the same 

label name (“Reported PD Unscheduled Visit Flag”). We found out that the difference is one 
patient with USUBJID = CRPC2-112-20. Please explain this difference. 
 

 In your rPFS analysis (Section 11.4.1.3.2) there are three rPFS sensitivity analyses. Please 
explain what the modified censoring assumption and the derived progression are. For each 
sensitivity analysis please provide details of the censoring rules and computation of event 
times. 

 
Please provide your response as soon as possible.  Feel free to contact me with any questions. 
 
Regards, 
Christy 
 
_________________________________________________________________________________________________ 
Christy Cottrell │ Regulatory Project Manager │ Division of Oncology Products 1, CDER, FDA 
10903 New Hampshire Avenue, Room 2122 │ Silver Spring, MD  20993 
301.796.4256 (phone) ● 301.796.9845 (fax) │  christy.cottrell@fda.hhs.gov 

 consider the environment before printing this e-mail 
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