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EXCLUSIVITY SUMMARY  

 
NDA # 202324     SUPPL #          HFD # 150 

Trade Name   Inlyta® 
 
Generic Name   axitinib 
     
Applicant Name   Pfizer Pharmaceuticals, Inc.       
 
Approval Date, If Known   January 27, 2012       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505 (b)(1) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
      

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
      

 
 
 
d)  Did the applicant request exclusivity? 
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   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

Five years of marketing exclusivity for Inlyta 
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
            
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 

 
      
NDA#             
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NDA#             

NDA#             

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA#             

NDA#             

NDA#             

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  

 
     If yes, explain:                                          
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(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 

investigations submitted in the application that are essential to the approval: 
 

      
 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  

 
 
 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
       

 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1   ! 
     ! 

 IND #        YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

 
 
 
 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  
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 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Lisa Skarupa, RN, MSN                     
Title:  Regulatory Project Manager 
Date:        
 
                                                       
Name of Office/Division Director signing form:  Amna Ibrahim, MD 
Title:  Deputy Division Director 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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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: Skarupa, Lisa
To: "Russell, Alison"
Cc: Strawn, Laurie
Subject: RE: NDA 202324
Date: Wednesday, January 25, 2012 4:02:00 PM

Dear Alison,
 
It has been our practice to not share Press Releases with the Applicant.  However, I
was informed that your Press Office person (Kristen Neese) contacted our Press
contact and they spoke this morning.  She may be of help.
 
Lisa
 
 

From: Russell, Alison [mailto:Alison.Russell@pfizer.com] 
Sent: Wednesday, January 25, 2012 3:04 PM
To: Skarupa, Lisa
Cc: Strawn, Laurie
Subject: NDA 202324 

Lisa – I understand that the FDA Press Office will be issuing a press release over the news
wire to share with media upon notification of approval. Is it possible for us to review this
press release ahead of time?
 
Alison  
 
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)
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From: Skarupa, Lisa
To: "Russell, Alison"
Cc: Strawn, Laurie
Subject: RE: NDA 202324 Inlyta (axitinib) Package Insert and Patient Information
Date: Wednesday, January 25, 2012 10:35:28 AM
Attachments: FDAResponse 25Jan2012 INLYTA USPI+PI TRACKED.doc

Hello Alison,
Please see attached label.
 
Please help with the formatting of the Highlights so that it fits in one page.
 
Please review to be sure we got the correct labels, there were a couple versions that Monday.
 
Sincerely,
Lisa 

From: Russell, Alison [mailto:Alison.Russell@pfizer.com] 
Sent: Monday, January 23, 2012 12:31 PM
To: Skarupa, Lisa
Cc: Henry, Don; Strawn, Laurie
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update

Lisa –
 

·         We did have some changes to the PI – these are shown in tracked changes in the “merged”
tracked changes USPI +PI  document I sent you earlier today (see re-attached; see pages 19,
22, and 23 for proposed changes)

·         I just sent the 1 and 5 mg container labels in a separate email.
 
Alison
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov] 
Sent: Monday, January 23, 2012 9:18 AM
To: Russell, Alison
Cc: Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update
 
Dear Alison,
 
1. We are reviewing the Package Insert.
2. Were all the language in the Patient Information section accepted by Pfizer?
3. Regarding container label, and our comment:
January 20, 2012 FDA Comment: We noted that ‘axitinib’ does not have the same
prominence as the proprietary name (Inlyta) and the dosage form (tablets).  Please
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make ‘axitinib’ such that it has the same size font and thickness as ‘Inlyta’ and
‘tablets’.   Essentially there is no difference in font between all three. 
 
January 23rd FDA response:
To clarify my recommendation, the name, ‘axitinib’ is stated in thin black font whereas the dosage
form, ‘tablets’ is stated in fatter (bolder) font.  The statement ‘axitinib’ should look the same as
‘tablets’.  The
proprietary name, ‘Inlyta’ is acceptable as presented.   
 
Please forward your proposed revision by e-mail as soon as possible and we will quickly respond in
turn.  
 
Sincerely,
Lisa
 

From: Russell, Alison [mailto:Alison.Russell@pfizer.com] 
Sent: Monday, January 23, 2012 10:31 AM
To: Skarupa, Lisa
Cc: Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update

Thanks Lisa.
 We are trying to re-do the artwork this morning to send something to FDA later today …so
anything you can do to get back to me ASAP would be appreciated.
I assume you got the USPI + PI documents?
Alison
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov] 
Sent: Monday, January 23, 2012 7:28 AM
To: Russell, Alison
Cc: Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update
 
Good morning Alison.
I will try to find out for you.
 

From: Russell, Alison [mailto:Alison.Russell@pfizer.com] 
Sent: Monday, January 23, 2012 10:06 AM
To: Skarupa, Lisa
Cc: Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update

Lisa – If it’s possible for you to send me an actual example of a label with the type of text for
generic and trade name that the FDA reviewer is asking for, that would be the most helpful thing
for us….
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Thanks, Alison
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Russell, Alison 
Sent: Monday, January 23, 2012 6:32 AM
To: 'Skarupa, Lisa'; Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update
 
Lisa/Don  - Can someone call me this morning? We would like some clarification regarding
the FDA  comment on the following comment regarding the container label:
 
January 20, 2012 FDA Comment: We noted that ‘axitinib’ does not have the same
prominence as the proprietary name (Inlyta) and the dosage form (tablets).  Please
make ‘axitinib’ such that it has the same size font and thickness as ‘Inlyta’ and
‘tablets’.   Essentially there is no difference in font between all three. 
 
Thank-you,
Alison
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov] 
Sent: Friday, January 20, 2012 8:07 AM
To: Russell, Alison; Strawn, Laurie
Cc: Henry, Don
Subject: NDA 202324 Inlyta (axitinib) Labels and status update
 
Good morning Alison,
 
NDA review updates:
1. See attached label and "FDA Response to Labels".  This is in response to the
Pfizer labels received January 18th.
2. We did receive the email regarding the Pfizer response to CMC deficiencies and
understand that official submission will be later today.
3. Proprietary Name re-review concluded the proposed proprietary name Inlyta,
did not identify any vulnerability that would result in medication errors.
    Inlyta is acceptable.
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Administrative:
We are requesting a return of the labels by Monday (January 23rd) so we can stay
inline with the reviews to be completed before action date January 27th.
To include Package Insert with Patient Information, containers.
Official submission does not have to be Monday.
 
Please let me know if these are acceptable.
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From: Russell, Alison
To: Skarupa, Lisa
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update
Date: Monday, January 23, 2012 5:01:07 PM

No, we are only using the bottles. We won’t be using the .
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov] 
Sent: Monday, January 23, 2012 1:58 PM
To: Russell, Alison
Subject: FW: NDA 202324 Inlyta (axitinib) Labels and status update
 
Dear Alison,
 
Can you tell me if you are still using the  labels?
 
Lisa
 

From: Skarupa, Lisa 
Sent: Monday, January 23, 2012 12:18 PM
To: 'Russell, Alison'
Cc: Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update

Dear Alison,
 
1. We are reviewing the Package Insert.
2. Were all the language in the Patient Information section accepted by Pfizer?
3. Regarding container label, and our comment:
January 20, 2012 FDA Comment: We noted that ‘axitinib’ does not have the same
prominence as the proprietary name (Inlyta) and the dosage form (tablets).  Please
make ‘axitinib’ such that it has the same size font and thickness as ‘Inlyta’ and
‘tablets’.   Essentially there is no difference in font between all three. 
 
January 23rd FDA response:
To clarify my recommendation, the name, ‘axitinib’ is stated in thin black font whereas the dosage
form, ‘tablets’ is stated in fatter (bolder) font.  The statement ‘axitinib’ should look the same as
‘tablets’.  The
proprietary name, ‘Inlyta’ is acceptable as presented.   
 
Please forward your proposed revision by e-mail as soon as possible and we will quickly respond in
turn.  
 
Sincerely,
Lisa
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From: Russell, Alison [mailto:Alison.Russell@pfizer.com] 
Sent: Monday, January 23, 2012 10:31 AM
To: Skarupa, Lisa
Cc: Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update

Thanks Lisa.
 We are trying to re-do the artwork this morning to send something to FDA later today …so
anything you can do to get back to me ASAP would be appreciated.
I assume you got the USPI + PI documents?
Alison
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov] 
Sent: Monday, January 23, 2012 7:28 AM
To: Russell, Alison
Cc: Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update
 
Good morning Alison.
I will try to find out for you.
 

From: Russell, Alison [mailto:Alison.Russell@pfizer.com] 
Sent: Monday, January 23, 2012 10:06 AM
To: Skarupa, Lisa
Cc: Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update

Lisa – If it’s possible for you to send me an actual example of a label with the type of text for
generic and trade name that the FDA reviewer is asking for, that would be the most helpful thing
for us….
Thanks, Alison
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Russell, Alison 
Sent: Monday, January 23, 2012 6:32 AM
To: 'Skarupa, Lisa'; Henry, Don
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update
 
Lisa/Don  - Can someone call me this morning? We would like some clarification regarding
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the FDA  comment on the following comment regarding the container label:
 
January 20, 2012 FDA Comment: We noted that ‘axitinib’ does not have the same
prominence as the proprietary name (Inlyta) and the dosage form (tablets).  Please
make ‘axitinib’ such that it has the same size font and thickness as ‘Inlyta’ and
‘tablets’.   Essentially there is no difference in font between all three. 
 
Thank-you,
Alison
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov] 
Sent: Friday, January 20, 2012 8:07 AM
To: Russell, Alison; Strawn, Laurie
Cc: Henry, Don
Subject: NDA 202324 Inlyta (axitinib) Labels and status update
 
Good morning Alison,
 
NDA review updates:
1. See attached label and "FDA Response to Labels".  This is in response to the
Pfizer labels received January 18th.
2. We did receive the email regarding the Pfizer response to CMC deficiencies and
understand that official submission will be later today.
3. Proprietary Name re-review concluded the proposed proprietary name Inlyta,
did not identify any vulnerability that would result in medication errors.
    Inlyta is acceptable.
 
 
Administrative:
We are requesting a return of the labels by Monday (January 23rd) so we can stay
inline with the reviews to be completed before action date January 27th.
To include Package Insert with Patient Information, containers.
Official submission does not have to be Monday.
 
Please let me know if these are acceptable.
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From: Russell, Alison [mailto:Alison.Russell@pfizer.com]  
Sent: Friday, January 20, 2012 11:15 AM 
To: Skarupa, Lisa 
Cc: Henry, Don; Strawn, Laurie; Lynch, Michael P; Potter, Lisa M 
Subject: RE: NDA 202324 Inlyta (axitinib) Labels and status update 

Lisa 
 
I plan to review with the team and will aim to reply via email by Monday 23 January. Just to 
verify, the CMC responses were officially submitted to FDA today (NDA 202324 SN 0027). 
 
Thank‐you, 
 
Alison  
Alison Russell 
Axitinib Global Regulatory Lead 
Pfizer Oncology 
Tel: (858) 344-4473 
Fax: (877) 481-0933 
Assistant: Annette Scuderi (Tel: (858) 622-3031) 
  
 _________________________________________________________________ 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov]  
Sent: Friday, January 20, 2012 8:07 AM 
To: Russell, Alison; Strawn, Laurie 
Cc: Henry, Don 
Subject: NDA 202324 Inlyta (axitinib) Labels and status update 
 
Good morning Alison, 
  
NDA review updates: 
1. See attached label and "FDA Response to Labels".  This is in response to the 
Pfizer labels received January 18th. 
2. We did receive the email regarding the Pfizer response to CMC deficiencies 
and understand that official submission will be later today. 
3. Proprietary Name re-review concluded the proposed proprietary name Inlyta, 
did not identify any vulnerability that would result in medication errors. 
    Inlyta is acceptable. 
   
Administrative: 
We are requesting a return of the labels by Monday (January 23rd) so we can 
stay inline with the reviews to be completed before action date January 27th.  
To include Package Insert with Patient Information, containers. 
Official submission does not have to be Monday. 
  
Please let me know if these are acceptable. 
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Inlyta (axitinib) NDA 202324 
FDA response to Package Insert containers January 20, 2012  
 

Pfizer Confidential 

10811002 1 
10871007 1 
10941003 1 
10981013 1 
10981019 1 
10991007 1 
11061020 1 
11061025 2 
11091005 1 
11101004 1 
11101011 1 
11111001 1 
11211002 1 
11351001 1 
11371005 1 
11481007 1 
11481010 1 
11511002 2 
11541004 1 
11591001 1 
11671002 1 
11711001 1 
11741007 1 
11811003 1 
11821003 1 
11971005 1 
12281004 1 
 
 
 
Section 12.3 Pharmacokinetics, Drug-Drug Interactions, Figure 1: 
January 20, 2012: FDA recommendations for Figure 1 
We agree to your proposed change (i.e. Rabeprazole 20 mg QD x 5 days). We request that you 
update the forest plot using the formatting and text we proposed in the current draft. However, 
we also request that the text in the first column (population description) and last 
(recommendation) column be left justified, if possible. Please submit the updated plot for FDA 
review in the next version of the label submitted for review. 
 
 
On January 18, 2012, the Agency received the Inlyta (axitinib) container  labels.   
 
January 20, 2012 FDA Container label comments 
 

Original FDA Comment B-1 (December 19, 2011):  We acknowledge that the 
established name is at least half as large as the proprietary name, however, in 
accordance with 21 CFR 201.10(g)(2), the presentation of the established name 
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Inlyta (axitinib) NDA 202324 
FDA response to Package Insert containers January 20, 2012  
 

Pfizer Confidential 

should also “ . . . have a prominence commensurate with the prominence with 
which such proprietary name or designation appears, taking into account all 
pertinent factors, including typography, layout, contrast and other printing 
features”. Therefore, we request you revise the established name accordingly. 
 
Pfizer Response:  Pfizer accepts this recommendation. 

 
January 20, 2012 FDA Comment: We noted that ‘axitinib’ does not have the same 
prominence as the proprietary name (Inlyta) and the dosage form (tablets).  Please make 
‘axitinib’ such that it has the same size font and thickness as ‘Inlyta’ and ‘tablets’.   
Essentially there is no difference in font between all three.   
 
January 20, 2012 FDA Question: Please clarify the reason for submitting the  labels 
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From: Skarupa, Lisa
To: "Russell, Alison"; Strawn, Laurie
Subject: NDA 202324 date of action
Date: Friday, January 20, 2012 9:09:32 AM

Dear Alison,

Our team would like to move the action date to next Friday Jan 27th.  That
is assuming the CMC response is submitted today, and it is all acceptable.

So I will be asking the label be turned around faster.

I will give you the labels shortly.

Lisa
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NDA 202324 
Page 2 
 
 

the sampling points for both long term and accelerated conditions to meet the requirements of 
ICH Q1A(R2).  
 
Since you are proposing a  during commercialization commit to placing one lot of 
the 5 mg strength on long term stability according to the SUPAC IR analogy.  
 
We acknowledge your annual stability commitment.  

 
If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sarah Pope Miksinski, Ph.D. 
Branch Chief  
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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From: Skarupa, Lisa
To: "Russell, Alison"
Cc: Henry, Don
Subject: FW: NDA 202324 CMC deficiencies
Date: Tuesday, January 17, 2012 3:52:05 PM
Attachments: NDA 202324 IR #4.pdf

Just an FYI. 
The CMC Deficiencies was forwarded to Michael Lynch.

Lisa 
______________________________________________ 

From:   Henry, Don  

Sent:   Tuesday, January 17, 2012 3:48 PM 
To:     'Lynch, Michael P' 
Cc:     Skarupa, Lisa 
Subject:        NDA 202324 CMC deficiencies

Hello Michael

Please find the attached letter which identifies the remaining CMC deficiencies. We have scheduled a
teleconference to discuss these deficiencies for Thursday, January 19, 2012 at 1pm.  Also, Dr. Mace
Rothenberg has been requested to be in attendance at this meeting. Please confirm availability of your
team and Dr. Rothenberg.

Thank you 
Don

Don L. Henry 
Food and Drug Administration 
CDER/Office of New Drug Quality Assessment 
Phone: 301-796-4227 
Don.Henry@fda.hhs.gov
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From: Ibrahim, Amna
To: "Rothenberg, Mace"
Cc: Skarupa, Lisa
Subject: RE: CMC deficiencies
Date: Tuesday, January 17, 2012 3:49:23 PM
Attachments: NDA 202324 IR.pdf

Mace, the CMC issues are attached as requested.
Amna
 
 

From: Rothenberg, Mace [mailto:Mace.Rothenberg@pfizer.com] 
Sent: Tuesday, January 10, 2012 5:13 PM
To: Ibrahim, Amna
Cc: Nicholson, Garry A
Subject: RE: CMC deficiencies
 
I understand, Amna.  If possible, please cc me on that communication when it is issued.
 
Thank you.
 
Mace
 

From: Ibrahim, Amna [mailto:Amna.Ibrahim@fda.hhs.gov] 
Sent: Tuesday, January 10, 2012 5:08 PM
To: Rothenberg, Mace
Subject: RE: CMC deficiencies
 
Mace - thanks. ONDQA prefers to provide Pfizer the finalized deficiencies. That will take a
little time
Amna
 

From: Rothenberg, Mace [mailto:Mace.Rothenberg@pfizer.com] 
Sent: Tuesday, January 10, 2012 2:04 PM
To: Ibrahim, Amna
Cc: Nicholson, Garry A
Subject: Re: CMC deficiencies
 
Thank you, Amina. Would you be able to summarize the 3 issues Rick referred to during our call? I
have already begun to mobilize Pfizer colleagues to respond to the Agency's request so the sooner
we can identify the remaining issues, the sooner we will be able to respond. You have my personal
commitment that we will do everything possible to resolve these CMC issues to the satisfaction of
the Agency. 
Thanks to you, Rick, and Bob for contacting me directly with this. 
Best regards,
Mace
 
From: Ibrahim, Amna [mailto:Amna.Ibrahim@fda.hhs.gov] 
Sent: Tuesday, January 10, 2012 01:54 PM
To: Rothenberg, Mace 
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Subject: CMC deficiencies 
 
Dr Rothenberg, you had asked for the remaining deficiencies. We expect that the written
FDA CMC deficiencies for axitinib will get to you in a couple of days.
Regards
Amna
 
Amna Ibrahim MD
Deputy Division Director
Division of Oncology Products 1
Office of Hematology and Oncology Products
CDER, FDA
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From: Skarupa, Lisa
To: "Russell, Alison"; Strawn, Laurie
Subject: NDA 202324 Inlyta axitinib Labeling from FDA Jan 13 2012
Date: Friday, January 13, 2012 6:17:53 PM
Attachments: PatientInformationSection 01 13 2012.doc

INLYTA (axitinib)PackageInsertJan132012.doc
FDA responses to Dec19Pfize  Comments.doc
Axitinib FDAResponse to Label Jan132012.doc

Dear Alison,

Here are the all parts of the Labeling: package insert,  and
containers, and the patient information section. 
We also included some of our responses to your requests for clarifications
on a separate document.

Please let me know if you have any questions. 
Please let us know next week when you are able to send the labeling back
(single package insert with patient information section,

 and containers.

I apologize for sounding in a hurry, but can we get something back by
Wednesday January 18th 12noon E.S.T.?

Please when you send back the package insert/patient information in one
document, can you please accept the changes - if you agree with them.

It makes it easier to see where else we need to work on.  When you return
the package insert, please submit it with the actual highlights in the

final view (the double column, spacing, font size).  Just so we know it still
fits all in one page.

Thank you.

Sincerely, 
Lisa
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Axitinib NDA 202324 
Pfizer Response  Response to FDA CDER Comments Dec 19, 2011 
 

 Pfizer Confidential 

On December 19, 2011, the Agency provided comments on the Inlyta (axitinib) container 
 labels.  A response to the FDA comments is provided below.  We are seeking 

clarification on items B-3, B-5 and B-6. 
 
FDA general comments 
 
FDA Comment A-1:  Revise the statement,  on the label and labeling to 
read “Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 15-30°C (59-86°F) [See 
USP Controlled Room Temperature]. 
 
Pfizer Response: 
Pfizer accepts this suggestion, however we have made some additional changes in blue text 
below to be consistent in format. 
 
“Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) 
[See USP Controlled Room Temperature].” 
 
 
FDA Container label comments 
 
FDA Comment B-1:  We acknowledge that the established name is at least half as large as the 
proprietary name, however, in accordance with 21 CFR 201.10(g)(2), the presentation of the 
established name should also “ . . . have a prominence commensurate with the prominence with 
which such proprietary name or designation appears, taking into account all pertinent factors, 
including typography, layout, contrast and other printing features”. Therefore, we request you 
revise the established name accordingly. 
 
Pfizer Response:  Pfizer accepts this recommendation. 
 
 
FDA Comment B-2:  The established name includes the active ingredient and the finished 
dosage form. We request you relocate the dosage form, ‘tablets’, to appear after axitinib. 
 
Pfizer Response:  Pfizer accepts this recommendation. 
 
 
FDA Comment B-3:  Relocate the logo, ‘Pfizer’ which appears above the proprietary name, to 
the lower third of the label/labeling. Additionally, remove the name from the color block. 
 
Pfizer Response:  Pfizer has not received this request previously for any product.  Please 
provide the rationale, considering this is not required in 21 CFR. 
 
January 10, 2012 FDA response:  
The logo, ‘Pfizer’ is presented in the same color scheme as the statement of strength and is 
located just above the proprietary name.  This presentation of the logo minimizes the prominence 
of the proprietary name (because of the logo’s location above the drug name) and minimizes the 
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Axitinib NDA 202324 
Pfizer Response  Response to FDA CDER Comments Dec 19, 2011 
 

 Pfizer Confidential 

prominence of the strength statement (because it is the same color). As such, our 
recommendation to relocate the logo and remove it from the color block is intended to improve 
the prominence of the information used to identify the drug product and is based upon our 
general post marketing experience.  We accept the container labels as presented and will monitor 
for reports of confusion. 
 
FDA Comment B-4:  The proprietary name is presented in upper case letters (INLYTA). To 
increase its readability, revise the proprietary name so that it is presented in title case (Inlyta). 
 
Pfizer Response:  Pfizer accepts this recommendation. 
 
 
FDA Comment B-5:  Increase the prominence of the four middle numbers in the NDC number 
as this information is how the pharmacist identifies the correct strength for drug products. For 
example, NDC 0069-0151-11 should be revised to read 0069-0151-11 for the 5 mg strength. 
 
Pfizer Response:  Pfizer has not received this request previously for any product.  Please 
provide the rationale, considering this is not required in 21 CFR. 
 
January 10, 2012 FDA response:  
We have had reports of confusion during the dispensing process where the NDC number has 
been stated erroneously.  We acknowledge that this problem is not likely to occur with the 
numbers as stated for Inlyta 1 mg and 5 mg tablets.  They are acceptable as presented.  
 
 
FDA Comment B-6:  The blue banner containing the manufacturer name and logo that appears 
vertically across both the 1 mg and 5 mg labels minimizes the impact of the color differentiation 
between the strengths. To avoid selection errors, remove this banner. 
 
Pfizer Response:  This is an anti-counterfeit feature that will appear on the label as a metallic 
bar. The technology  will show the name and logo at different angels 
when the bottle is rotated. 
 
January 10, 2012 FDA response:  
In our review of the container label affixed to the Xalkori bottle, we acknowledge that the blue 
banner does not distract from nor minimize the visibility of important information used to 
identify the drug product and that it is presented similarly on the Inlyta container label. As such, 
our concerns regarding the inclusion of this banner on the Inlyta container label are minimized. 
 
FDA Comment B-7:  Relocate the ‘Rx only’ statement to the bottom of the principal display 
panel. 
 
Pfizer Response: Pfizer accepts this recommendation. 
 
 
FDA Comment B-8:  Remove the  statement.  The "distributed by" statement  
fulfills the regulatory requirement (21 CFR 201.1). 
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Axitinib NDA 202324 
Pfizer Response  Response to FDA CDER Comments Dec 19, 2011 
 

 Pfizer Confidential 

 
Pfizer Response:  Pfizer accepts this recommendation. 

Reference ID: 3080398



















Inlyta (axitinib) NDA 202324 
Pfizer Response FDA Label Comments December 19, 2011 
 

Pfizer Confidential 

Section 12.3 –Pharmacokinetics 
 
Absorption and Distribution:   
 
FDA Suggested Change:  FDA included “Dosing of axitinib at 5 mg twice daily resulted in 
approximately 1.4-fold accumulation…”.  In addition, the FDA added CV% for the geometric 
means. 
 
Pfizer Response:  The exact source for 1.4-fold is unclear. In Module 2, Section 2.7.2.3.3, it is 
noted that the accumulations were 1.35-, 1.48-, and 1.37-fold in three separate studies.   
 
Request for Clarification:  The Sponsor would like to confirm that the “1-4 fold” value is an 
average of those numbers.  If not, what is the source?  Also, with regard to the CV%, would the 
Agency prefer 90% confidence intervals along with the geometric mean values here? Or 
arithmetic mean with CV%? 
 
FDA Response: The “approximately 1.4-fold” accumulation value came from rounding 
1.37 up to “approximately 1.4”.   
 
Regarding the use of CV% vs. 90% CI with geometric mean values, we selected to present 
CV% to provide clear information regarding the large variability observed in the PK. 
However, we are agreeable if Pfizer chooses to present the 90% CI with geometric mean 
values. 
 
 
Metabolism: 
 
FDA Suggested Change:  “Following oral administration of a 5 mg radioactive dose of axitinib, 
approximately 41% of the radioactivity was recovered in feces and approximately 23% was 
recovered in urine.” 
 
Pfizer Response:  The source of this information is unclear. 
 
Request for Clarification:  The Sponsor would like to confirm that the 41% was estimated by 
Agency as the median fecal recovery from the study excluding the 2 outlier subjects (Module 2, 
Section 5.3.3.1, A4061003 Clinical Study Report, End of Study Table 10C). 
 
FDA Response: We confirm that the 41% was estimated as the median fecal recovery from 
the study excluding the 2 outlier subjects. 
 
 
Drug-Drug Interactions: 
 
FDA Suggested Change:  The Agency moved Figure 1 to this section, but has not included the 

 results in the Forest plot (data provided in Clinical Pharmacology Information 
Request, dated 30 November 2011).  
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Sperm 
count 

80.0 78.0 72.1 67.9 74.5 (55.6 - 103.1) 

Sperm 
density 

2491 2196 2099* 1914** 2078 (1510 - 2859) 

* p ≤ 0.05, ** p ≤ 0.01. 
Min = Minimum; Max = Maximum 
 

FDA Response: This is acceptable. 
 

FDA Suggested Change:  FDA deleted reference to dogs in regard to findings in the female 
reproductive tract. 

Pfizer Response:  Female reproductive tract findings (delayed sexual maturity, absence of 
corpora lutea) were also observed in dogs at doses ≥5 mg/kg/dose in the 28-day dog toxicity 
study. 

FDA Response: This is acceptable. 
 

 
FDA Suggested Change:  In regard to the fertility study in mice, FDA stated  

 

Pfizer Response:  The sponsor modified the margin to 57 times the AUC in patients at the 
recommended starting dose, which was calculated based on the total AUC of 15200 ng·h/mL in 
mice associated with the 100 mg/kg/day dose and total AUC of 265 ng·h/mL in humans given 
the recommended starting dose of 5 mg BID. 
 
FDA Response: This is acceptable. 
 
Section 14 – Clinical Studies 

FDA Suggested Change:  In Table 3, the Overall Survival (OS) data provided by FDA for 
sorafenib is  months (17.5, 21.6).   

Pfizer Response:  Per the OS analysis submit 30 November 2011 in response to FDA’s request 
for final OS data,  the OS for sorafenib was 19.2 months (17.5, 22.3) [RSI Table 1.4.2.1]. 

Request for Clarification:  Please clarify how these numbers were calculated. 
 
FDA Response: The Final OS dataset had two records for one patient.  We re-analyzed the 
data with a single line per patient, which yielded the numbers we are now providing.   
 
 
FDA Suggested Change:  The  were deleted 
from Table 3. 
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From: Skarupa, Lisa
To: "Russell, Alison"
Cc: Strawn, Laurie
Subject: RE: NDA 202324 axitinib labeling container Jan 6
Date: Friday, January 06, 2012 12:46:13 PM

my office address:
Lisa Skarupa, R.N., M.S.N., A.O.C.N.
Regulatory Project Manager
Food and Drug Administration                                          
OND/OODP
Division of Hematology and Oncology Products
10903 New Hampshire Avenue
WO-22 Room 2171
Silver Spring, Maryland 20993
(301) 796-2219

From: Russell, Alison [mailto:Alison.Russell@pfizer.com] 
Sent: Friday, January 06, 2012 12:45 PM
To: Skarupa, Lisa
Cc: Strawn, Laurie
Subject: RE: NDA 202324 axitinib labeling container Jan 6

What address should I advise my colleagues to send the bottle to?
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov] 
Sent: Friday, January 06, 2012 9:42 AM
To: Russell, Alison
Cc: Strawn, Laurie
Subject: RE: NDA 202324 axitinib labeling container Jan 6
 
Alison,
Since I do not have the answer from the requestor, I would ask that you just send it
my way.
Is there a draft bottle label with the blue anti counterfeiting feature?  The question
was how is it placed and how much could it be hiding information.
 
Lisa
 

From: Russell, Alison [mailto:Alison.Russell@pfizer.com] 
Sent: Friday, January 06, 2012 11:10 AM
To: Skarupa, Lisa
Cc: Strawn, Laurie
Subject: RE: NDA 202324 axitinib labeling container Jan 6
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Lisa – I have been informed by our packaging team that the specific bottle labels for INLYTA
have not yet been printed. However, we currently use this same anti counterfeiting feature
on other products. We are attempting to obtain one of these as an example. Can you let
me know if this will suffice for FDA’s review?
 
Alison
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Russell, Alison 
Sent: Friday, January 06, 2012 8:00 AM
To: 'Skarupa, Lisa'
Cc: Strawn, Laurie
Subject: RE: NDA 202324 axitinib labeling container Jan 6
 
Lisa – What mailing address would you like the bottle to be sent (by FedEx) to? Also, can you pls
provide a telephone number for that same address.
 
Alison Russell
Axitinib Global Regulatory Lead
Pfizer Oncology
Tel: (858) 344-4473
Fax: (877) 481-0933
Assistant: Annette Scuderi (Tel: (858) 622-3031)

 
 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov] 
Sent: Friday, January 06, 2012 7:05 AM
To: Strawn, Laurie
Cc: Russell, Alison
Subject: RE: NDA 202324 axitinib labeling container Jan 6
 
Laurie and Alison,
Our labeling team would like to see the actual bottle after reading that the blue
banner is an anti-counterfeit feature.  Could you mail be one bottle for us to determine
how prominent the banner is (and how its presentation impacts the rest of the
information on the bottle)?
 
Sincerely,
Lisa
 

From: Strawn, Laurie [mailto:laurie.strawn@pfizer.com] 
Sent: Wednesday, January 04, 2012 2:54 PM
To: Skarupa, Lisa
Cc: Russell, Alison
Subject: RE: NDA 202324 axitinib labeling first negotiations
Importance: High
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Dear Lisa,
 
Attached please find the revised INLYTA USPI, Track Changes and clean versions,
based on FDA comments that were received on December 19, 2011.  In addition, a
response document is attached which includes requests for clarification and rationale
for not accepting some of FDA’s comments.
 
The Track Changes version shows the FDA comments that we accepted, as well as a
few other proposed changes which are described in the response document.  For the
FDA proposed changes where we are seeking clarity, the changes have not been
made in the revised USPI.  These areas are marked with “balloon” comments.
 
Also attached is a response document to the comments on the  label.  We are
requesting clarification on 3 of the comments.
 
The formal submission to the NDA will be sent tomorrow.
 
Let us know if you have any questions.
Laurie 
 
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov] 
Sent: Monday, December 19, 2011 3:39 PM
To: Russell, Alison; Strawn, Laurie
Subject: NDA 202324 axitinib labeling first negotiations
 
Dear Laurie and Alison,
 
Please see the attached labeling (PI) and recommendations for the container.
Please note that the Patient Information section will be sent to you soon after the
holidays.
 
1. Just a reminder, please keep the 2-column format as required for the HIGHLIGHTS
and TABLE of CONTENTS, and in one page.
2. Please help with the various fonts and spacing.
3. Please do not use the terms "adverse event" throughout the label, use the term
"adverse reactions" instead.
 
If you have any questions, please do not hesitate to contact me.  I will only be out of
the office 23rd and Dec 30th and Jan 3rd.
Please respond by Jan 4th or 5th.
 
Sincerely,
Lisa
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From: Skarupa, Lisa
To: "Russell, Alison"; Strawn, Laurie
Subject: NDA 202324 axitinib labeling first negotiations
Date: Monday, December 19, 2011 6:38:00 PM
Attachments: NDA202324 Dec16 FDAinitialresponselabeling.doc

NDA202324 Dec16 FDAresponse Container.doc

Dear Laurie and Alison,

Please see the attached labeling (PI) and recommendations for the container. 
Please note that the Patient Information section will be sent to you soon after the
holidays.

1. Just a reminder, please keep the 2-column format as required for the HIGHLIGHTS
and TABLE of CONTENTS, and in one page.

2. Please help with the various fonts and spacing. 
3. Please do not use the terms "adverse event" throughout the label, use the term
"adverse reactions" instead.

If you have any questions, please do not hesitate to contact me.  I will only be out of
the office 23rd and Dec 30th and Jan 3rd.

Please respond by Jan 4th or 5th.

Sincerely, 
Lisa 

Reference ID: 3068054
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From: Skarupa, Lisa  
Sent: Tuesday, December 06, 2011 12:04 PM 
To: 'Russell, Alison' 
Subject: RE: December 7th ODAC (axitinib) 

Alison, 
Yes, this (one slide, and then paper copies of the slides) seems sufficient for the 
ODAC panel members. 
  
Just a reminder that our last correspondence advised that:  You should submit 
the final overall survival data and analyses to the NDA as soon as possible 
so that we may review it before the PDUFA action date.  
  
Sincerely, 
Lisa 

 
From: Russell, Alison [mailto:Alison.Russell@pfizer.com]  
Sent: Monday, December 05, 2011 4:09 PM 
To: Skarupa, Lisa 
Subject: December 7th ODAC (axitinib) 

Lisa – Pfizer plans to present mature overall survival (OS) data as part of our 
presentation (1 additional slide) to ODAC on 7 . This data was not included in the 
Sponsor’s briefing document to ODAC. I understand that paper copies of the 
slides will be available to the ODAC panel members. Can you confirm that this 
will be sufficient for the ODAC panel members to be able to review the OS data? 
 
Alison  

 
From: Russell, Alison [mailto:Alison.Russell@pfizer.com]  
Sent: Saturday, December 03, 2011 1:12 PM 
To: Skarupa, Lisa 
Subject: RE: FDa response to Pfizer ODAC questions Dec 2, 2011 

Lisa – Just to let you know, we plan to follow FDA’s recommendation i.e. 
present the final OS analyses a part of our presentation at the 
ODAC meeting and make it clear that the data have not yet been 
submitted for FDA review. 
 
Alison  
 
Alison Russell 
Axitinib Global Regulatory Lead 
Pfizer Oncology 
Tel: (858) 344-4473 
Fax: (877) 481-0933 
Assistant: Annette Scuderi (Tel: (858) 622-3031) 
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From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov]  
Sent: Friday, December 02, 2011 5:36 PM 
To: Russell, Alison 
Subject: RE: FDa response to Pfizer ODAC questions Dec 2, 2011 
 
no problem. thanks for your patience 
 

 
From: Russell, Alison [mailto:Alison.Russell@pfizer.com]  
Sent: Friday, December 02, 2011 5:35 PM 
To: Skarupa, Lisa 
Subject: RE: FDa response to Pfizer ODAC questions Dec 2, 2011 

Lisa – Thanks, much appreciated. 
Alison 
 
  
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov]  
Sent: Friday, December 02, 2011 4:37 PM 
To: Russell, Alison 
Subject: FDa response to Pfizer ODAC questions Dec 2, 2011 
 
Dear Alison, 
Please see the following FDA responses to your two questions: 
  
1) Can you tell me whether FDA would object if we present the final OS data 
to the ODAC or show the committee the data if they ask about this data?  
  
For this specific application, the FDA recommends that you present the 
final OS analyses at ODAC as long as you make it clear that the data 
have not yet been submitted for FDA review.  If the data are submitted 
before ODAC, please state the date of the submission in your presentation.  
If you do not include the final OS analysis in your presentation, you should 
be prepared to show the data if the ODAC asks.  You should submit the 
final overall survival data and analyses to the NDA as soon as possible so 
that we may review it before the PDUFA action date.  
  
2) Would the FDA also share their position on how they plan to respond should 
an ODAC member ask about final OS data? 
      
We will respond that we do not have the final OS data  or  that it was 
just submitted and we have not yet confirmed the analyses. 
  
Sincerely, 
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Lisa 
  
 

 
From: Russell, Alison [mailto:Alison.Russell@pfizer.com]  
Sent: Thursday, December 01, 2011 6:21 PM 
To: Skarupa, Lisa 
Cc: Tilley, Amy 
Subject: RE: ODAC questions 

Lisa – Can you tell me whether FDA would object if we present the final OS data 
to the ODAC or show the committee the data if they ask about this data? Would 
the FDA also share their position on how they plan to respond should an ODAC 
member ask about final OS data? 
 
Alison 
 
Alison Russell 
Axitinib Global Regulatory Lead 
Pfizer Oncology 
Tel: (858) 344-4473 
Fax: (877) 481-0933 
Assistant: Annette Scuderi (Tel: (858) 622-3031) 
  
  
From: Russell, Alison  
Sent: Thursday, December 01, 2011 5:16 PM 
To: 'Skarupa, Lisa' 
Cc: Tilley, Amy 
Subject: RE: ODAC questions 
 
Lisa – Thanks for letting me know. 
Alison 
 
Alison Russell 
Axitinib Global Regulatory Lead 
Pfizer Oncology 
Tel: (858) 344-4473 
Fax: (877) 481-0933 
Assistant: Annette Scuderi (Tel: (858) 622-3031) 
  
  
From: Skarupa, Lisa [mailto:Lisa.Skarupa@fda.hhs.gov]  
Sent: Thursday, December 01, 2011 4:45 PM 
To: Russell, Alison 
Cc: Tilley, Amy 
Subject: ODAC questions 
 
Dear Alison, FDA is not planning to present any final OS data that you provided us in the past 
week. 
  
Sincerely, 
Lisa 
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From: Russell, Alison [mailto:Alison.Russell@pfizer.com]  
Sent: Wednesday, November 30, 2011 9:37 AM 
To: Kacuba, Alice 
Cc: Skarupa, Lisa; Tilley, Amy 
Subject: RE: A Follow-up Information Request (IR) 

Alice  
 
With regards the FDA’s IR sent 29 November 2011, see attached Pfizer’s 
email response (an official submission of this response is being sent to NDA 
202324). Please note, we have some queries in our letter (also noted 
below) regarding the upcoming ODAC. I would appreciate hearing back 
from you regarding these queries as soon as possible.  
 
ODAC: 
The Sponsor did not have these data available at the time the ODAC 
briefing package was submitted to the ODAC secretary. Given the late 
timing, we were not planning to submit an 
addendum to the ODAC briefing package, and therefore, were not 
planning to present this updated information at the ODAC meeting. 
However, we would like to know: 
 
1) if FDA plans to share these results during their presentation or in 
response to questions from ODAC  
2) the Agency’s opinion on whether the Sponsor should refer to these 
data in its presentation or in response to questions from ODAC 
 
Many thanks,  
 
Alison  
 
Alison Russell 
Axitinib Global Regulatory Lead 
Pfizer Oncology 
Tel: (858) 344-4473 
Fax: (877) 481-0933 
Assistant: Annette Scuderi (Tel: (858) 622-3031) 
  
  
From: Kacuba, Alice [mailto:Alice.Kacuba@fda.hhs.gov]  
Sent: Tuesday, November 29, 2011 9:07 AM 
To: Russell, Alison 
Cc: Skarupa, Lisa; Tilley, Amy 
Subject: A Follow-up Information Request (IR) 
Importance: High 
 
Hi, 
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Please submit the current, incomplete, OS analyses for the final OS 
analysis ASAP.  
  
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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11. It is not clear from the stability Table 3.2.P.8.1-1 of amendment, dated 10/28/2011 that the 

batch size for the primary stability lots are the same as that of the proposed commercial lot. 
Therefore, your justification for not making a post approval stability commitment is not 
acceptable.  Also, revise the sampling points for both long term and accelerated conditions to 
meet the requirements of ICH Q1(R2).  

 
 

Analytical Procedures 
 
 
12. Your MODR for the drug substance is unacceptable because one of the verification 

conditions (condition #2) failed. You should  
 revise your MODR, accordingly. 

 
 
Biopharmaceutics 
 
13. The following dissolution acceptance criterion is recommended: Q =  at 30 minutes. 

This recommendation is based on the following information/data: 
a. the mean in-vitro dissolution profiles for the 1 mg and 5 mg strengths at release and 

under long term (36 months) stability studies; and  
b. the results from BA/BE Study A4061033 which indicates that the axitinib product 

made with  API particle size may not be bioequivalent to your 
proposed axitinib product made with  API particle size. 

Revise the dissolution acceptance criterion accordingly and submit an updated sheet of 
specifications for the drug product. 
 
14. We consider the use of  testing to support the design space 

not acceptable for the following reasons: 
a. Your product does not meet the criteria delineated in the ICH Q6A guidance in terms of 

the use  testing. The criteria in the ICH Q6A 
guidance are as follows: 

b. In addition, in your response to FDA query 38 received on Oct 19, 2011, it is stated that 
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From: Tilley, Amy 

Sent: Thursday, December 01, 2011 10:11 AM 

To: Russell, Alison [Alison.Russell@pfizer.com] 

Cc: Skarupa, Lisa 

Subject: RE: *Time Sensitive* NDA 202324 Axitinib - Clin Pharm IR 

 

Importance: High 
Alison, 
  
The Clinical Pharmacology Review Team has the following response to your request to 
submit the information by December 12, 2011. 
  
Yes. However, if you are able to complete the analysis and submit the information 
earlier, that is preferred. 
  
Regards. 

Amy Tilley 

_________________________________________________________________________________________________________________  
Amy Tilley│Regulatory Project Manager│Division of Oncology Products 1,  
CDER, FDA 10903 New Hampshire Avenue, Room 2177│Silver Spring, MD  
20993  
301.796.3994 (phone) ● 301.796.9845 (fax)│ amy.tilley@fda.hhs.gov  

 consider the environment before printing this e-mail  

 
From: Russell, Alison [mailto:Alison.Russell@pfizer.com]  
Sent: Thursday, December 01, 2011 7:04 AM 
To: Tilley, Amy 
Cc: Skarupa, Lisa 
Subject: RE: *Time Sensitive* NDA 202324 Axitinib - Clin Pharm IR 

Amy – I would like to request a short time extension. We can submit the information by December 12th. 
Is that acceptable? 
Alison 
 
Alison Russell 
Axitinib Global Regulatory Lead 
Pfizer Oncology 
Tel: (858) 344-4473 
Fax: (877) 481-0933 
Assistant: Annette Scuderi (Tel: (858) 622-3031) 
  
  

From: Tilley, Amy [mailto:AMY.TILLEY@fda.hhs.gov]  
Sent: Wednesday, November 30, 2011 3:02 PM 
To: Russell, Alison 
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Regards. 
  
Amy Tilley 
  
_________________________________________________________________________________________________________
________ 
Amy Tilley│Regulatory Project Manager│Division of Oncology 
Products 1,  
CDER, FDA 10903 New Hampshire Avenue, Room 2177│Silver 
Spring, MD  20993 
301.796.3994 (phone) ● 301.796.9845 (fax)│ amy.tilley@fda.hhs.gov 

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

From: Kacuba, Alice
Sent: Tuesday, November 29, 2011 12:07 PM
To: 'Alison.Russell@pfizer.com'
Cc: Skarupa, Lisa; Tilley, Amy
Subject: A Follow-up Information Request (IR)

Importance: High

Hi,

Please submit the current, incomplete, OS analyses for the final OS analysis ASAP. 

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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Kacuba, Alice

From: Kacuba, Alice
Sent: Monday, November 28, 2011 5:35 PM
To: 'alison.Russell@pfizer.com'
Cc: Skarupa, Lisa; Tilley, Amy
Subject:  IR for NDA 202324 Axitinib

Importance: High

Hi,

In covering for Lisa Skarupa, I have the following Information Request (IR) from the 
clinical reviewer.

Please provide responses for the following two questions by  2 PM on Thursday, 
December 1.

1. What is the current number of total OS events in the AXIS trial?

2. Have you conducted any additional OS analyses other than the interim analysis 
submitted with the initial application?

Please submit a response by official channels amend the NDA as well as an email 
response so as to facilitate the review.

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.

TrackingTracking: Recipient Read

'alison.Russell@pfizer.com'

Skarupa, Lisa

Tilley, Amy

McKee, Amy Read: 11/29/2011 10:12 AM
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file:///C|/Documents%20and%20Settings/robertsonk/Desktop/IR%20...RE%20NDA%20202324%20November%201%202011%20ClinPharm%20I.R. htm

 
This is in reference to your study report study-pmar-00079. Please submit the 
datasets from which the Figure 23 and 24 (Page 74) for simulated Cmax were 
generated.  The datasets should have the following columns (ID, Dose, Cmax and 
Tmax).  
 
Sincerely,
Lisa
 

file:///C|/Documents%20and%20Settings/robertsonk/D...02324%20November%201%202011%20ClinPharm%20I.R. htm (2 of 2) [11/1/2011 3:42:28 PM]
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From: Russell, Alison [mailto:Alison.Russell@pfizer.com]  
Sent: Tuesday, October 18, 2011 9:19 PM 
To: Skarupa, Lisa 
Subject: NDA 202324 (axitinib) 

Lisa  
 
By way of follow-up to the teleconference 14 October 2011, I wanted to let you 
know that we would like to go ahead with the December 7th ODAC as currently 
planned. The team intend to conduct a final analysis of overall survival (OS) in 
the near future and will submit this data to FDA when available.  
 
Please let me know if you have any questions.  
 
Alison  
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To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by  during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

If you have any questions, call Alice Kacuba, Chief Project Manager Staff, at (301) 796-1381. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
              Robert L. Justice, M.D., M.S. 
                         Director 
              Division of Drug Oncology Products 
                         Office of Oncology Drug Products 
              Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 202324 INFORMATION REQUEST 

 
Pfizer Inc. 
Attention: Alison Russell, PhD., Associate Director 
10646 Science Center Drive 
San Diego, CA 92121 
 
Dear Dr. Russell: 
 
Please refer to your new drug application submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for axitnib tablet. 
 
We reviewed your Chemistry, Manufacturing, and Controls information and have the following 
comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 

 
Drug Substance: 
 
1. Add an identification test to the specifications for the following: 

 
2. Provide additional detail for the following steps in Section 3.2.S.2.2, as requested below:   

Reference ID: 3020228
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23. Conduct microbial limits testing during batch release and on stability according to 

USP<61>/<62> methodology or equivalent. The microbial limits specification should be 
consistent with USP <1111> recommendations for non-aqueous preparations for oral use. 
Once a satisfactory product history has been established, a post-approval supplement may be 
submitted to the FDA requesting the waiver of microbial limits testing during release.  
 

24. Your justification to exclude ‘assay’ as one of the post-approval stability indicating attributes 
is not acceptable. We believe several potential post-approval changes (e,g, new lots of 
excipients, modified analytical methods) may introduce new impurities and degradation 
products. Include ‘assay’ in the post-approval stability protocol or further justify.    
 

25. In the proposed post approval stability protocol for shelf life confirmation and annual lots, 
revise the sampling points for the first year to every three months, every six months for the 
second year, and every twelve months thereafter for the long term conditions, as 
recommended in the ICH guideline.  For the accelerated conditions, include sampling points 
at 3 and 6 months. 

   
26.  Provide CFR citations for food contact for the  bottle components. Provide results 

from USP <661> and <671>. 
 

27. Clarify whether you are proposing to use a  for commercial products.  If so, 
include the mention of the  in the “How Supplied” section, and include any 
pertinent information.    
 

28. For the proposed Environmental assessment (EA), provide the calculation for EIC to show 
that the EIC is below 1 ppb.   
 

Analytical Procedures 
 
 
29. The Agency is still developing its regulatory standards for using QbD approaches to 

analytical methods. Therefore, the proposed ATP has not been assessed and no regulatory 
action will be taken.  

 
30. The MODR for the drug substance is not acceptable for the following reasons:     
 

• The DoE study results were not assessed using either the ICH/USP acceptance criteria or 
the proposed ATP. Therefore, the DoE study in the drug substance section  
was not adequate to support the establishment of the initial MODR.  

• The choice of the experiment runs was not adequate to establish the final MODR for 
 because only a limited number of experiment runs was carried out and they were 

not sufficient for the verification purpose.   
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31. Revise the following statement  

 as an example of non-regulatory change in Tables 3.2.S.4.3-12, Table 
3.2.P.5.3-9 and 3.2.P.5.3-17. The liquid chromatography stationary phase particle size can be 
reduced by as much as 50%, but cannot be increased, as recommended by USP<621>.  

 
32. Provide the equation used for calculation of % normalization results for each  

 in the Method . 
 
33. The experiment design and study results were not sufficient to support the proposed MODRs 

in   No modeling was 
performed to cover the entire MODR surfaces. However, it should be noted that the proposed 
ranges of the parameters involved in the MODRs are within the allowable ranges according 
to USP 621.   

 
Biopharmaceutics 
 
34. Provide complete dissolution profile data (raw data and mean values) from the clinical and 

primary stability batches supporting the selection of the dissolution acceptance criteria (i.e., 
specification-sampling time point and specification value). 

 
35. Provide the complete dissolution profile data (individual, mean, SD, profiles) for the 

bioequivalent batches (1mg D0602467, 1 mg D0703783, 5 mg D0602468, 5 mg D0703784 
from Figures Figure 3.2.P.2.2-17 and Figure 3.2.P.2.2-18 ) and batches with different particle 
size (formulations used in Figure 3.2.P.2.2-19). 

 
36. Indicate if variation in % of film coat has any impact on dissolution with supporting data, if 

available. 
 
37. Provide data demonstrating the adequate dissolution of axitinib with the proposed  

 
 
38. Dissolution was deemed a key quality attribute; however, it was not studied in the drug 

product DOEs. Justify your rationale for not evaluating dissolution in the drug product 
DOEs.  

 
39. To assure that the batches produced throughout the proposed design space have the same in 

vitro and in vivo performance, provide the f2 values resulting from the comparison of the 
dissolution profiles obtained throughout the design space. 
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If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

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

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 202324 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Pfizer Inc. 
10646 Science Center Drive 
San Diego, California  92121 
 
ATTENTION:  Alison Russell, PhD  
    Associate Director, Worldwide Regulatory Strategy 
 
Dear Dr. Russell: 
 
Please refer to your New Drug Application (NDA) dated April 14, 2011, received April 14, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Axitinib Tablets, 
1 mg and 5 mg. 
 
We also refer to your April 13, 2011, correspondence, received on April 14, 2011, requesting 
review of your proposed proprietary name, Inlyta.  We have completed our review of the 
proposed proprietary name, Inlyta and have concluded that it is acceptable.  
 
The proposed proprietary name, Inlyta, will be re-reviewed 90 days prior to the approval of the 
NDA. If we find the name unacceptable following the re-review, we will notify you.  If any of 
the proposed product characteristics as stated in your April 14, 2011, 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 Sarah Simon, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at (301) 796-5205.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Lisa Skarupa at (301) 796-2219. 
 

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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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 202324 
 FILING COMMUNICATION 
 
Pfizer Inc 
Attention: Alison Russell, Ph.D. 
Associate Director 
Worldwide Regulatory Strategy 
10646 Science Center Drive 
San Diego, CA 92121 
 
 
Dear Dr. Russell: 
 
Please refer to your New Drug Application (NDA) dated April 13, 2011, received  
April 14, 2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act,  
for axitinib tablet. 
 
We also refer to your submissions dated May 13 and 27, June 9, and 10, 2011. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is  
February 14, 2012. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by January 4, 2012. 
 
We notified you on May 9, and May 23, 2011 of review issues identified by that time, and we 
received your responses on May 16, June 10, and 13, 2011.  Please note that our filing review is 
only a preliminary evaluation of the application and is not indicative of deficiencies that may be 
identified during our review. 
 
 
 

Reference ID: 2964637



NDA 202324 
Page 2 
 
 

 

REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
If you have any questions, call Lisa Skarupa, Regulatory Project Manager, at (301) 796-2219. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Robert L. Justice, M.D., M.S.  
Director 
Division of Drug Oncology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Yi Tsong, OTS/OB/DBVI 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):  Don Henry 
Project Manager, ONDQA, 301-796-4227 

 
DATE 

May 17, 2011 

 
IND NO. 

                   
   

 
NDA NO.  
202324 

 
TYPE OF DOCUMENT 
original submission 

 
DATE OF DOCUMENT 
April 14, 2011 

 
NAME OF DRUG 

axitinb 

 
PRIORITY CONSIDERATION 

standard 

 
CLASSIFICATION OF DRUG 

DDOP 

 
DESIRED COMPLETION DATE 

September 14, 2011 
NAME OF FIRM:  Pfizer 
 

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:  perform an statisical evaluation of the proposed design space for the analytical 
metholodology 
 
 
 
 
SIGNATURE OF REQUESTOR 

{See appended electronic signature page} 

 
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  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 202324  

NDA ACKNOWLEDGMENT 
 
Pfizer Inc. 
Attention:  Alison Russell, PhD 
Associate Director, Worldwide Regulatory Strategy 
10646 Science Center Drive 
San Diego, CA 92121 
 
 
Dear Dr. Russell: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: axitinib  

 tablets for oral administration   
 1 mg and 5 mg 

   
Date of Application: April 14, 2011 
 
Date of Receipt: April 14, 2011 
 
Our Reference Number:  NDA 202324 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on June 13, 2011, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Drug Oncology Products  
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have any questions, call Lisa Skarupa, Regulatory Project Manager, at (301) 796-2219. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Lisa Skarupa, R.N., M.S.N., A.O.C.N. 
Regulatory Project Manager 
Division of Drug Oncology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 
 

Reference ID: 2941056



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

LISA M SKARUPA
05/02/2011

Reference ID: 2941056



 

 

 
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
Mail: OSE 

 
FROM: Lisa Skarupa, RPM, DDOP 

 
DATE 
April 25, 2011 

 
IND NO. 
 

 
NDA NO. 

202324 

 
TYPE OF DOCUMENT 
New NDA submission 

 
DATE OF DOCUMENT 

April 14, 2011 
 
NAME OF DRUG 
Axitinib 

 
PRIORITY CONSIDERATION 
To be determined 

 
CLASSIFICATION OF DRUG: New kinase 
inhibitor indicated to tx advanced renal ca. 

 
DESIRED COMPLETION DATE 
Prior to September 9, 2011 

NAME OF FIRM: Pfizer 
 

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 II 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): NEW NDA 
 

II. BIOMETRICS 
 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
  PHASE IV 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 

 
   PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS:   
EDR Location: \\CDSESUB1\EVSPROD\NDA202324\202324.enx 
  Application Type/Number: nda202324 
  Incoming Document Category/Sub Category: Electronic_Gateway 
  Supporting Document Number: 0 
  eCTD Sequence Number: 0000 
  Letter Date: 04/14/2011 
  Stamp Date: 4/14/2011 
Applicant submitted "Risk Management Plan" which is more a routine pharmacovigilance activities. 
 
SIGNATURE OF REQUESTER  Lisa Skarupa 
 

 
METHOD OF DELIVERY (Check one) 

⌧  MAIL (DARRTS)     HAND 
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR 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)   Lisa Skarupa, 
DDOP-RPM    

 
REQUEST DATE 
April 25, 2011 

 
IND NO. 
 

 
NDA/BLA NO. 
202324 

 
TYPE OF DOCUMENTS 
(PLEASE CHECK OFF BELOW) 
 
 

 
NAME OF DRUG 
Axitinib (proposed INLYTA) 
 

 
PRIORITY CONSIDERATION 
To be determined 

 
CLASSIFICATION OF DRUG 

 

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

NAME OF FIRM: 

Pfizer 
 

PDUFA Date: if priority = October 14, 2011 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 
⌧ PACKAGE INSERT (PI)  
⌧ PATIENT PACKAGE INSERT (PPI) 
⌧ /CONTAINER LABELING 

 MEDICATION GUIDE 
 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 
⌧  ORIGINAL NDA/BLA 

  IND 
  EFFICACY SUPPLEMENT 
  SAFETY SUPPLEMENT 
  LABELING SUPPLEMENT 
  PLR CONVERSION 

 

 
REASON FOR LABELING CONSULT 

  INITIAL PROPOSED LABELING 
  LABELING REVISION 

 
 

EDR link to submission:  NDA202324 in DARRTS 
EDR Location: \\CDSESUB1\EVSPROD\NDA202324\202324.enx 
 
 
Please Note:  There is no need to send labeling at this time.  DDMAC 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 DDMAC.  Once the substantially complete labeling is received, DDMAC will complete its review within 14 
calendar days. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
 
Mid-Cycle Meeting: [Insert Date] Estimated July 14 
 
Labeling Meetings: [Insert Dates] Estimated August to Sept 
 
Wrap-Up Meeting: [Insert Date] Estimated Sept 16 
 

 
SIGNATURE OF REQUESTER Lisa Skarupa 
 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

⌧  eMAIL (DARRTS)     HAND 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  HFD-110 
Devi Kozeli (IRT) 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):  HFD-150 
Lisa Skarupa, DDOP 

 
DATE 

April 21, 2011 

 
IND NO. 

                   
   

 
NDA NO.  
202324 

 
TYPE OF DOCUMENT 
New NDA 

 
DATE OF DOCUMENT 
April 14, 2011 

 
NAME OF DRUG 

axitinib tablets 

 
PRIORITY CONSIDERATION 

to be determined 

 
CLASSIFICATION OF DRUG 

NME 

 
DESIRED COMPLETION DATE 

July 11, 2011 
NAME OF FIRM:        
 

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:  We are requesting review of the QTc data obtained within trial A4061004 and the 
population PK/PD analyses of the data (reports pmar-00074 & pmar-00074s). These are the QTc data to support this 
NDA submission. Following your review of these reports, please provide labeling and PMC/PMR recommendations 
(if appropriate) to the review division.  EDR Location: \\CDSESUB1\EVSPROD\NDA202324\202324.enx 
MO=Amy McKee; TL=John Johnson,  ClinPharm Reviewer: Sarah Schrieber ClinPharm TL= Qi Liu  Thank you. 
Checking this into DARRTS. 
 
 
 
 
SIGNATURE OF REQUESTOR 

 Lisa Skarupa, DDOP  

 
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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