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Memorandum of Facsimile Correspondence 
 
 

Date:   November 6, 2012  
 
To:   Nickie Kilgore, DVM 
  Director, Worldwide Regulatory Strategy 
 
Company: Pfizer, Inc. 
 
Fax:   860-686-7545 
 
Phone:  860-441-5030 
  
From:   Philantha Bowen, MPH, RN 
  Senior Regulatory Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDA 203214 (Xeljanz) - Labeling Request # 5 
 
# of Pages including cover: 36 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
 
 
   
 
 

Reference ID: 3213051



NDA 203214 
Tofacitinib Tablets 
Pfizer 
 

 2

Dr. Kilgore: 
 
Your labeling submission dated November 5, 2012, to NDA 202314 is currently under 
review.  The enclosed label contains FDA revisions that are highlighted for identification  
purposes only. The FDA-proposed insertions are underlined and deletions are in strike-
out.  Be advised that these comments are not all-inclusive and we may have additional 
recommendations as we continue our review of the label.   
 
Submit a clean copy and a tracked-change version of the label incorporating the 
recommendations in the attached package insert and medication guide on November 6, 
2012, to the NDA.  In addition, please forward a courtesy copy to me via email. 
 
If you have any questions, contact me at 301-796-2466. 
 
 
 
     Sincerely, 
 

{See appended electronic signature page} 
 
     _________________________________ 
     Philantha Montgomery Bowen 
                                                            Sr. Program Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
 
 
 
Enclosure:  Package Insert 
                    Medication Guide 

Reference ID: 3213051

34 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this 
page
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Version:  1/27/12 
  

 
• [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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Bowen, Philantha 

From: Kilgore, Nickie [Nickie.Kilgore@pfizer.com]

Sent: Tuesday, November 06, 2012 9:22 AM

To: Bowen, Philantha

Subject: RE: NDA 203214 - FDA Request #5 for Labeling Revisions

Importance: High

Page 1 of 2

11/6/2012

Hi Philantha, 
  
This email is to confirm that Pfizer accepts all of the FDA recommendations for the PI and MG, as communicated 
in the attachment below.  Thank you for your support in facilitating these communications. 
  
Also, do you anticipate any other communications today? 
  
Best regards, 
  
Nickie  
  
  
  

From: Bowen, Philantha [mailto:Philantha.Bowen@fda.hhs.gov]  
Sent: Tuesday, November 06, 2012 8:23 AM 
To: Kilgore, Nickie 
Subject: NDA 203214 - FDA Request #5 for Labeling Revisions 
Importance: High 
  
Hello Nickie, 
  
Attached is a label IR for your review (PI and MG).  We are requesting a response today.  Following your internal 
review if you are in agreement with our recommendations, you may provide a statement indicating your 
agreement to our revisions via email. 
  
  
  
  
Sincerely, 

Philantha 
________________ 
Philantha M. Bowen, MPH, BSN, RN 
CDR, U.S. Public Health Service 
Sr. Regulatory Management Officer 
Food and Drug Administration 
Center for Drug Evaluation and Research/ODEII 
Division of Pulmonary, Allergy, and Rheumatology Products 
10903 New Hampshire Ave., Bldg 22, Room 3326 
Silver Spring, MD 20993 
301-796-2466 
301-796-9718 
philantha.bowen@fda.hhs.gov 
  
THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE 

Reference ID: 3213409



UNDER LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee, you are hereby 
notified that any review, disclosure, dissemination, copying, or other action based on the content of this communication is not 
authorized. If you have received this document in error, please immediately notify the sender immediately by e-mail or 
phone. 
  
  
  
  

Page 2 of 2

11/6/2012
Reference ID: 3213409



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

PHILANTHA M BOWEN
11/06/2012

Reference ID: 3213409



 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Drug Evaluation II 
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  November 2, 2012   

To: Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy
 

  From: Philantha Bowen, MPH 
Sr. Regulatory Project Manager 
  

Company:  Pfizer, Inc.   Division of Pulmonary, Allergy, and  
Rheumatology Drug Products 

Fax number: 860-686-7545   Fax number: 301-796-9728 

Phone number: 860-441-5030   Phone number: 301-796-2466 

Subject:  NDA 203214 – REMS Recommendations/Information Request #3 

Total no. of pages including 
cover:    7 

Comments:  Please Acknowledge Receipt: TIME SENSITIVE 
 

Document to be mailed:  YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
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NDA 203214 
Tofacitinib 
Pfizer, Inc. 
 
 
Dear Dr. Kilgore: 
 
Your submissions dated October 29 and 31, 2012, to NDA 203214 is currently under review. 
Reference is made to the REMS information request dated November 1, 2012.   
 
In this information request, we have the following additional recommendations for your 
proposed REMS.  We request that you provide a response to this information request, as it is 
inclusive of the aforementioned request and contains additional revisions. 
 
The FDA-proposed insertions are underlined and deletions are in strike-out. Submit a clean 
copy and a tracked-change version of the proposed REMS and all REMS supporting 
documents , incorporating the recommendations in the attached request by 10 AM Monday, 
November 5, 2012, to the NDA.  In addition, please forward a courtesy copy to me via email. 
 
If there are any questions, contact me at 301-796-2466.  
 
 

{See appended electronic signature page} 
 

     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Program Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 

Reference ID: 3212264



 

3 
 

Drafted:  Bowen/11-2-12 
 
Clearance: Jafari/11-2-12 
  Worthy/11-2-12 
  Yim/11-2-12 
   
Finalized: Bowen/11-2-12 

Reference ID: 3212264

4 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 
 

Memorandum of Facsimile Correspondence 
 
 

Date:   November 2, 2012  
 
To:   Nickie Kilgore, DVM 
  Director, Worldwide Regulatory Strategy 
 
Company: Pfizer, Inc. 
 
Fax:   860-686-7545 
 
Phone:  860-441-5030 
  
From:   Philantha Bowen, MPH, RN 
  Senior Regulatory Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDA 203214 (Xeljanz) - Labeling Request #4 
 
# of Pages including cover: 37 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
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Dr. Kilgore: 
 
Your labeling submissions dated October 29 and November 2, 2012, to NDA 202314 are 
currently under review.  The enclosed label contains clarification FDA comments and/or 
request as to some of the changes made in the package insert. The FDA-proposed 
insertions are underlined and deletions are in strike-out.  Be advised that these comments 
are not all-inclusive and we may have additional recommendations as we continue our 
review of the label.   
 
Submit a clean copy and a tracked-change version of the label incorporating the 
recommendations in the attached package insert and medication guide by 10 AM, 
Monday, November 5, 2012, to the NDA.  In addition, please forward a courtesy copy to 
me via email. 
 
If you have any questions, contact me at 301-796-2466. 
 
 
 
     Sincerely, 
 

{See appended electronic signature page} 
 
     _________________________________ 
     Philantha Montgomery Bowen 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
 
 
Enclosure:  Package Insert 
                    Medication Guide 

Reference ID: 3212293

35 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 
 

Memorandum of Facsimile Correspondence 
 
 

Date:   November 1, 2012 
 
To:   Nickie Kilgore, DVM 
  Director, Worldwide Regulatory Strategy 
 
Company: Pfizer, Inc. 
 
Fax:   860-686-7545 
 
Phone:  860-441-5030 
  
From:   Philantha Bowen, MPH, RN 
  Senior Regulatory Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDA 203214 (Xeljanz) - Labeling Request #3 (Medication Guide) 
 
# of Pages including cover: 9 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
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Dear Dr. Kilgore: 
 
Your labeling submission dated October 29, 2012, to NDA 202314 is currently under 
review.  The enclosed medication guide contains clarification FDA comments and/or 
request as to some of the changes. The FDA-proposed insertions are underlined and 
deletions are in strike-out.  Be advised that these comments are not all-inclusive and we 
may have additional recommendations as we continue our review of the label.   
 
Submit a clean copy and a tracked-change version of the medication guide incorporating 
the recommendations in the attached medication guide by Friday, November 2, 2012, to 
the NDA.  In addition, please forward a courtesy copy to me via email. 
 
If you have any questions, contact me at 301-796-2466. 
 
 
 
     Sincerely, 
 

{See appended electronic signature page} 
 
     _________________________________ 
     Philantha Montgomery Bowen 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
 
 
Enclosure:  Medication Guide 

Reference ID: 3211054
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Drafted: Bowen/10-31-12 
 
Clearance: Jafari/10-31-12  
                        Williams/10-31-12 
  Hulett/10-31-12                      
                         
Finalized: Bowen/10-31-12 
   
 
 

Reference ID: 3211054

6 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Food and Drug Administration 
Center for Drug Evaluation and Research

OFFICE OF DRUG EVALUATION II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  November 1, 2012   

To: Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy
 

  From: Philantha Bowen, MPH 
Sr. Regulatory Project Manager 
  

Company:  Pfizer, Inc.   Division of Pulmonary, Allergy, and  
Rheumatology Drug Products 

Fax number: 860-686-7545   Fax number: 301-796-9728 

Phone number: 860-441-5030   Phone number: 301-796-2466 

Subject:  NDA 203214 – REMS Recommendations/Information Request #2 

Total no. of pages including 
cover:    4 

Comments:  Please Acknowledge Receipt 
 

Document to be mailed:  YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND 
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document 
to the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this 
communication is not authorized.  If you have received this document in error, 
please notify us immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 203214 
Tofacitinib 
Pfizer, Inc. 
 
 
Dear Dr. Kilgore: 
 
Your submissions dated October 29 and 31, 2012, to NDA 203214 is currently under review. 
We have the following recommendations that will be required for your REMS assessments.  
 
Include this information in the REMS Supporting Document.  

REMS ASSESSMENT 
 

1. A survey of the patients’ knowledge and understanding of the serious risks of 
tofacitinib. 

 
2. A survey of the prescribers’ knowledge and understanding of the serious risks of 

tofacitinib. 
 

3. A survey of the pharmacists’ knowledge and understanding of the serious risks of 
tofacitinib. 

 
4. An assessment and conclusions regarding the success of the REMS in meeting the 

stated goal.  
 

5. An assessment of the communication plan including: 
 
a. The date of launch of the communication plan (DHCPL, Dear Pharmacist  
            Letter, website, and communication to professional societies) 
b. The number of recipients of the DCHP letter  
c. Date(s) of distribution of the DHCP letter 
d. A copy of all documents included in each distribution 
e. The professional meetings attended and professional societies that you  
            communicated with 
f. Information that the professional societies disseminated to their members and  
            the timing of the dissemination.  

 
 
 

 
 
 
 
 
 

Reference ID: 3211523
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NDA 203214 
Tofacitinib 
Pfizer, Inc. 
 
 
 
If there are any questions, contact me at 301-796-2466.  
 
 

{See appended electronic signature page} 
 

     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Program Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 

Reference ID: 3211523
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Drafted:  Bowen/11-1-12 
 
Clearance: Jafari/11-1-12 
   
Finalized: Bowen/11-1-12 

 

Reference ID: 3211523
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 
 

Memorandum of Facsimile Correspondence 
 
 

Date:   October 26, 2012 
 
To:   Nickie Kilgore, DVM 
  Director, Worldwide Regulatory Strategy 
 
Company: Pfizer, Inc. 
 
Fax:   860-686-7545 
 
Phone:  860-441-5030 
  
From:   Philantha Bowen, MPH, RN 
  Senior Regulatory Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDA 203214 (Xeljanz) - Labeling Request #2  
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
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Dr. Nickie Kilgore: 
 
Your labeling submission dated October 16, 2012, to NDA 202314 is currently under 
review.  The enclosed label contain clarification FDA comments and/or request as to 
some of the changes made in the package insert. The FDA-proposed insertions are 
underlined and deletions are in strike-out.  Be advised that these comments are not all-
inclusive and we may have additional recommendations as we continue our review of the 
label.   
 
Submit a clean copy and a tracked-change version of the label incorporating the 
recommendations in the attached document by the close of business on Monday October 
29, 2012, to the NDA.  In addition, please forward a courtesy copy to me via email. 
 
If you have any questions, contact me at 301-796-2466. 
 
 
 
     Sincerely, 
 

{See appended electronic signature page} 
 
     _________________________________ 
     Philantha Montgomery Bowen 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
 
 
                     

Reference ID: 3209504



NDA 203214 
Tofacitinib Tablets 
Pfizer 
 
Drafted: Bowen/10/26-12 
 
Clearance: Jafari/ 10-26-12 
                        Yim/10-26-12                       
                        Buenconsejo/10-26-12 
 
Finalized: Jafari/10-26-12 
   
 
 

 3

Reference ID: 3209504
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Food and Drug Administration 
Center for Drug Evaluation and Research

OFFICE OF DRUG EVALUATION II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  October 26, 2012   

To: Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy
 

  From: Philantha Bowen, MPH 
Sr. Regulatory Project Manager 
  

Company:  Pfizer, Inc.   Division of Pulmonary, Allergy, and  
Rheumatology Drug Products 

Fax number: 860-686-7545   Fax number: 301-796-9728 

Phone number: 860-441-5030   Phone number: 301-796-2466 

Subject:  NDA 203214 – REMS Recommendations/Information Request 

Total no. of pages including 
cover: 

   32 

Comments:  TIME-SENSITIVE; Please Acknowledge Receipt 
 

Document to be mailed:  YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND 
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document 
to the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this 
communication is not authorized.  If you have received this document in error, 
please notify us immediately by telephone at (301) 796-2300.  Thank you. 
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3 
 

 

GENERAL COMMENTS 
 

Resubmission Requirements and Instructions Submit the revised proposed REMS with 
attached materials.  Provide a track changes and a clean version of all revised materials and 
documents.  

Format Request:  Submit your proposed REMS and other materials in WORD format. This 
requested format allows for a more efficient review process and facilitates the web posting 
preparation to ensure 508 document compliance.  We prefer that the entire REMS document 
and attached materials be in a single WORD document.  If certain documents, such as 
enrollment forms are only in PDF format, they may be submitted as such, but the preference 
is to include as many as possible be in a single WORD document. 

 

Submit an official response to the NDA by COB Monday, October 29, 2012. 
 
If there are any questions, contact me at 301-796-2466.  
 
 

{See appended electronic signature page} 
 
 
 

     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 

Reference ID: 3209373
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Drafted:  Bowen/10-25-12 
 
Clearance: Jafari/10-25-12 
  Nikolov/10-25-12 
  Seymour/10-25-12 
   
Finalized: Bowen/10-26-12 

Reference ID: 3209373
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  October 22, 2012   

To: Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy
 

  From: Philantha Bowen, MPH 
Sr. Regulatory Project Manager 
  

Company:  Pfizer, Inc.   Division of Pulmonary, Allergy, and  
Rheumatology Drug Products 

Fax number: 860-686-7545   Fax number: 301-796-9728 

Phone number: 860-441-5030   Phone number: 301-796-2466 

Subject:  NDA 203214 – PREA PMR Information Request 

Total no. of pages including 
cover:    3 

Comments:  TIME-SENSITIVE; Please Acknowledge Receipt 
 

Document to be mailed:  YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
 

Reference ID: 3206573



NDA 203214 
Tofacitinib 
Pfizer, Inc. 
 
 
Your submission dated October 16, 2012, to NDA 203214 is currently under review.  Reference 
is made to the PREA post-marketing requirement (PMR) for tofacitinib. Based on your proposed 
pediatric study request submission dated October 31, 2011, to IND 70903, you proposed a 
multiple-dose PK study in Juvenile Idiopathic Arthritis patients, which would be necessary in 
order to identify the dosing scheme for the PREA PMR study in PJIA patients.  Confirm your 
agreement to conduct the following study and provide the requested milestone timeline.  
 

A multiple dose pharmacokinetic study in children from 2 to less than 18 years of age 
with Juvenile idiopathic arthritis (JIA) 
 

PMR Schedule Milestones: 
 

Final Protocol Submission: MM/YY 
Study/Trial Completion:   MM/YY 
Final Report Submission:  MM/YY 

 
Submit an official response to the NDA by 10 AM Wednesday, October 24, 2012. 
 
If there are any questions, contact me at 301-796-2466.  
 
 

{See appended electronic signature page} 
 
 
 

     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
 
 

Reference ID: 3206573
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 
 

Memorandum of Facsimile Correspondence 
 
 

Date:   October 5, 2012 
 
To:   Nickie Kilgore, DVM 
  Director, Worldwide Regulatory Strategy 
 
Company: Pfizer, Inc. 
 
Fax:   860-686-7545 
 
Phone:  860-441-5030 
  
From:   Philantha Bowen, MPH, RN 
  Senior Regulatory Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDA 203214 (Xeljanz) - Labeling Recommendation Request  
 
# of Pages including cover: 45 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
 
 
   
 
 

Reference ID: 3200109
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Tofacitinib Tablets 
Pfizer 
 

 2

Dear Dr.  Kilgore: 
 
Your labeling submission dated August 13, 2012, to NDA 202314 is currently under 
review.  The enclosed label contains clarification FDA comments and/or requests as for 
some of the changes made in the package insert. The FDA-proposed insertions are 
underlined and deletions are in strike-out.  Be advised that these comments are not all-
inclusive and we may have additional recommendations as we continue our review of the 
label.   
 
Submit a clean copy and a tracked-change version of the label incorporating the 
recommendations in the attached package insert and medication guide by Friday, October 
12, 2012, to the NDA.  In addition, please forward a courtesy copy to me via email. 
 
If you have any questions, contact me at 301-796-2466. 
 
 
 
     Sincerely, 
 

{See appended electronic signature page} 
 
     _________________________________ 
     Philantha Montgomery Bowen 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
 
 
Enclosure:  Package Insert 
                    Medication Guide 

Reference ID: 3200109
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 203214  

REVIEW EXTENSION –  
MAJOR AMENDMENT 

Pfizer Inc. 
445 Eastern Point Road 
Groton, CT 06340 
 
Attention: Nickie V. Kilgore, DVM, Director 
                 Worldwide Regulatory Strategy 
 
Dear Dr. Kilgore: 
 
Please refer to your October 21, 2011, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Xeljanz (tofacitinib) tablets 5 mg and 
10mg. 
 
On August 10, 2012, we received your solicited major amendment to this application.  The 
receipt date is within three months of the user fee goal date.  Therefore, we are extending the 
goal date by three months to provide time for a full review of the submission.  The extended user 
fee goal date is November 21, 2012. 
 
In addition, we are establishing a new timeline for communicating labeling changes and/or 
postmarketing requirements/commitments in accordance with “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2008 THROUGH 2012.”  
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by October 10, 
2012. 
 
If you have any questions, call Philantha Bowen, Regulatory Project Manager, at (301) 796-
2466. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Badrul A. Chowdhury, Ph.D., M.D. 
Division Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Reference ID: 3176758
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  August 6, 2012   

To: Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy
 

  From: Philantha Bowen, MPH 
Sr. Regulatory Project Manager 
  

Company:  Pfizer, Inc.   Division of Pulmonary, Allergy, and  
Rheumatology Drug Products 

Fax number: 860-686-7545   Fax number: 301-796-9728 

Phone number: 860-441-5030   Phone number: 301-796-2466 

Subject:  NDA 203214 – Carton/Container Labeling Information Request 

Total no. of pages including 
cover:    5 

Comments:  Please Acknowledge Receipt 
 

Document to be mailed:  YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
 

Reference ID: 3170000
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Pfizer, Inc. 
 

 3 

If you have any questions, contact me at 301-796-2466. 
 
 

{See appended electronic signature page} 
 
 

     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 

Reference ID: 3170000
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Drafted:  Bowen/8-2-12 
 
Clearance: Jafari/8-3-12 
                        Bertha/8-6-12 
                        Peri/8-6-12  
 
Finalized: Bowen/8-6-12 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: July 31, 2012  

To: Nickie Kilgore, DVM, Director, 
Worldwide Regulatory Strategy 

 From: Christine Chung, R.Ph. 
Regulatory Project Manager 

Company: Pfizer, Inc.  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         N/A  Fax number:     301-796-9728 

Email:          Nickie.Kilgore@pfizer.com  Phone number: 301-796-3420 

Subject: NDA 203214 Tofacitinib 
Request for revisions to proposed REMS 

Total no. of pages including cover: 5 

Comments:   Please call or send an email to confirm receipt at christine.chung@fda.hhs.gov 

                        
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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NDA 203214 Tofacitinib 
Page 2 
 

Your NDA 203214 for tofacitinib is currently under review, and we have the following 
comments. 
 
Your proposed REMS requires the following revisions: 

5.1 Goals 
 
Revise the goals of the REMS to be more consistent with current REMS goals and to 
leave open the potential to edit safety issues as necessary. 
 
The goals of the tofacitinib REMS are: 
 

 To inform healthcare providers about the serious risks associated with tofacitinib, 
  

 To inform patients about the serious risks associated with tofacitinib treatment. 

5.2 Medication Guide 
 
Comments pertaining to the Medication Guide will be provided under separate cover. 

5.3 Communication Plan 

Revise the communication plan as follows: 

General 

1. Broaden the audience to include the following practitioners: 
 

-  
- Primary care providers and Emergency care physicians who may treat  
   infections, including serious, opportunistic, and tuberculosis. 
 

Dear Healthcare Provider Letter and Dear Pharmacist Letter 
 

2. Submit the Dear Healthcare Provider and Dear Pharmacist Letters to the Agency 
to review. 

 
3. Provide a detailed description of the method(s) that information about the known 

and potential risks associated with tofacitinib will be disseminated to 
practitioners. For example; for the journal ad, define which journals will be 
targeted.  

 
4. Provide a detailed description of the method(s) you propose to utilize to capture 

relevant prescribers for implementation of the communication plan. For example, 
will you use professional organizations or a third-party contact database of the 
HCPs for which the mailing list will be derived? 

 
5. Describe how you will identify pharmacists and/or pharmacies. 

Reference ID: 3167247
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(b) (4)



NDA 203214 Tofacitinib 
Page 3 
 

 
REMS Website 
 

6. Add a REMS website, tofacitinibrems.com, to the elements of the communication 
plan.   

 
a. We recommend that you include a prominent link on the product website’s 

homepage for REMS materials. This link will direct users to a separate 
webpage that describes the REMS program and lists only approved REMS 
materials. For example, the link could state: “Important Safety 
Information and Risk Evaluation and Mitigation Strategy (REMS)”, or 
“Healthcare Professionals click here for Risk Evaluation and Mitigation 
Strategy (REMS) information.”   

 
b. In order to reach as many healthcare providers as possible, we suggest 

disseminating the DHCP letter through various media.  For example, in 
addition to hardcopy, the letter could be sent electronically and be 
available on the product REMS website.  If you do not choose to use 
electronic mailings, please provide a rationale for this decision. 

 

7. The landing page of the separate REMS link should contain background 
information on the REMS along with the REMS communication materials.  

a. We recommend the following language as background information on the 
REMS landing page:  

A Risk Evaluation and Mitigation Strategy (REMS) is a strategy to 
manage known or potential serious risks associated with a drug product 
and is required by the Food and Drug Administration to ensure that the 
benefits of the drug outweigh its risks.  In order for Pfizer to communicate 
certain risks about Tofacitinib, the Sponsor has worked with the FDA to 
develop materials to communicate the risks of [list risks; bullet format if 
multiple].  

8. The REMS-related webpage(s) should not be a means to promote tofacitinib or 
any other Pfizer product.   

 
9. Submit for review the web screenshot(s) for the REMS. 
 
10. The Agency requires that the REMS website be independent of links to the 

promotional and/ or commercial website and non-REMS materials about the 
product. Do not include a link from the REMS website page back to the 
www.tofacitinib.com website.   

 
11. Please note, the tofacitinib REMS webpage should also be accessible directly 

through a search engine. 
 

Reference ID: 3167247
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Page 4 
 

5.4 General Comments 

Resubmission Requirements and Instructions:  Submit the revised proposed 
REMS with attached materials.  Provide a track changes and a clean version of all 
revised materials and documents.  

Format Request:  Submit your proposed REMS and other materials in WORD 
format.  It makes review of these materials more efficient and it is easier for the 
web posting staff to make the document 508 compliant.  It is preferable that the 
entire REMS document and attached materials be in a single WORD document.  
If certain documents such as enrollment forms are only in PDF format, they may 
be submitted as such, but the preference is to include as many as possible be in a 
single WORD document. 
 
 

Submit your response to the NDA no later than August 10, 2012.  If you have any 
questions, please contact Philantha M. Bowen at 301-796-2466. 
 

Reference ID: 3167247
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Drafted by: KWorthy/ July 17, 2012 

cchung/ July 17, 2012 
 
Initialed by: LJafari/ July 18, 2012 
    NNikolov/ July 31, 2012 
    SSeymour/ July 30, 2012 

 
Finalized:  cchung/ July 31, 2012 
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Bowen, Philantha 

From: Kilgore, Nickie [Nickie.Kilgore@pfizer.com]

Sent: Thursday, July 26, 2012 9:49 AM

To: Bowen, Philantha

Subject: RE: Tofacitinib (NDA 203214): Clarification of PMR dated July 19th 

Page 1 of 2

7/26/2012

Thanks so much, Philantha 
  

From: Bowen, Philantha [mailto:Philantha.Bowen@fda.hhs.gov]  
Sent: Thursday, July 26, 2012 9:47 AM 
To: Kilgore, Nickie 
Subject: RE: Tofacitinib (NDA 203214): Clarification of PMR dated July 19th  
  
Hi Nickie, 
  
We have re-assessed the male fertility study submitted in the original NDA and have concluded that the study is a 
valid assessment and no further evaluation is necessary.  Therefore, you may disregard the PMR request for 
this specific study outlined in our information request dated July 19, 2012.  
  
Sincerely,  

Philantha  
________________  
Philantha M. Bowen, MPH, BSN, RN  
CDR, U.S. Public Health Service  
Sr. Regulatory Management Officer  
Food and Drug Administration  
Center for Drug Evaluation and Research/ODEII  
Division of Pulmonary, Allergy, and Rheumatology Products  
10903 New Hampshire Ave., Bldg 22, Room 3326  
Silver Spring, MD 20993  
301-796-2466  
301-796-9718  
philantha.bowen@fda.hhs.gov  

THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE 
UNDER LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee, you are hereby 
notified that any review, disclosure, dissemination, copying, or other action based on the content of this communication is not 
authorized. If you have received this document in error, please immediately notify the sender immediately by e-mail or 
phone. 

  

  

From: Kilgore, Nickie [mailto:Nickie.Kilgore@pfizer.com]  
Sent: Wednesday, July 25, 2012 10:55 AM 
To: Bowen, Philantha 
Cc: Chung, Christine 

Reference ID: 3164808



Subject: Tofacitinib (NDA 203214): Clarification of PMR dated July 19th 

Hi Philantha, 
  
Welcome back!  Hope things are going smoothly with the transition.   
  

We have a question with regard to one of the items in the PMR of July 19th . 

  
In the PMR, we received a request from the Division to conduct a nonclinical male fertility study.  As we have 
previously conducted a male fertility study (Study 05GR051 Oral Fertility and Embryonic Development Study of 
CP‐690,550‐10 in Male and Female Rats, 2006), which was included in CTD Module 4.2.3.5.1, we would like a 
teleconference in order to better understand what further information is needed. Since the PMR requested a 
response by August 2nd, we would like to schedule a teleconference as soon as possible. 
  
Thanks for your  help, 
  
Nickie 
  

Page 2 of 2

7/26/2012
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 203214 
 

PROPRIETARY NAME REQUEST  
 WITHDRAWN 

   
Pfizer Inc. 
445 Eastern Point Road 
Groton, CT  06340 
 
ATTENTION:             Nickie V. Kilgore, DVM 
                                     Director, Worldwide Regulatory Strategy 
                                      
 
Dear Dr. Kilgore: 
 
Please refer to your New Drug Application (NDA) dated October 21, 2011, received October 21, 2011, 
submitted under section 505 (b)(1) of the Federal Food, Drug, and Cosmetic Act for Tofacitinib Tablets,  
5 mg and 10 mg. 
 
We acknowledge receipt of your July 06, 2012, correspondence, received July 06, 2012, notifying us that 
you are withdrawing your request for a review of the proposed proprietary name .  This proposed 
proprietary name request is considered withdrawn as of July 06, 2012. 
 
We note that you have not proposed an alternate proprietary name for review.  If you intend to have a 
proprietary name for this product, a new request for a proposed proprietary name review should be 
submitted. (See the Guidance for Industry, Contents of a Complete Submission for the Evaluation of 
Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM0750
68.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through 
2012”.) 
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, call Nichelle Rashid, Regulatory Project Manager in the Office of Surveillance and 
Epidemiology, at (301) 796-3904.  For any other information regarding this application, contact the 
Office of New Drugs (OND) Regulatory Project Manager, Angela Ramsey at (301) 796-2284.   
 

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 

Reference ID: 3163323
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: July 19, 2012  

To: Nickie Kilgore, DVM, Director, 
Worldwide Regulatory Strategy 

 From: Christine Chung, R.Ph. 
Regulatory Project Manager 

Company: Pfizer, Inc.  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         N/A  Fax number:     301-796-9728 

Email:          Nickie.Kilgore@pfizer.com  Phone number: 301-796-3420 

Subject: NDA 203214 Tofacitinib 
Post marketing requirements 

Total no. of pages including cover: 3 

Comments:   Please call or send an email to confirm receipt at christine.chung@fda.hhs.gov 

                        
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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Page 2 
 

Your NDA 203214 for tofacitinib is currently under review.   
 
We have identified the following post-marketing requirements (PMRs) for tofacitinib, 
provided that the application for tofacitinib gets approved.  Please note that we may 
identify additional PMRs as we continue to review this application.  Submit a 
correspondence with your agreement to conduct the PMRs, and provide the following 
milestones for each PMR: a) final protocol submission, b) study/trial completion date, 
and c) final report submission. 
 

1. Nonclinical Male Fertility Study  
 

2. Controlled clinical trial to evaluate the long term safety of tofacitinib in patients 
with rheumatoid arthritis.  The trial should include two doses of tofacitinib and an 
active comparator.  The trial should be of sufficient size and duration to evaluate 
safety events of interest, including cardiovascular adverse events, opportunistic 
infections, and malignancy. Submit a draft proposal to address this PMR. 

 
3. Assessment of pharmacokinetic parameters and dosing, efficacy, and safety of 

tofacitinib in the pediatric population >2 years to <17 years with polyarticular 
JIA. 

 
Submit your response to the NDA no later than August 2, 2012.  If you have any 
questions, please contact Christine Chung at 301-796-3420. 
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Drafted by: SSeymour/ July 13, 2012 

cchung/ July 17, 2012 
 
Initialed by: LJafari/ July 18, 2012 
    SYim for SSeymour/ July 19, 2012 

 
Finalized:  cchung/ July 19, 2012 
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                     DEPARTMENT OF HEALTH & HUMAN SERVICES     Public Health Service 
 
         Food and Drug Administration 
         Center for Drug Evaluation and Research 

ODE II / DPARP / HFD-570 
10903 New Hampshire Ave. 
Silver Spring, MD  20993  

 
Memo to File 

NDA:  203,214 

SD #s:  0028, 0030, 0031 

Reviewer: Nikolay P. Nikolov, M.D., CDER/OND/DPARP 

Submitted: June 25, 2012 

Reviewed: July 06, 2012 

Product: Tofacitinib (CP-690,550), an inhibitor of Janus associated kinases (JAKs) 

Proposed use: Treatment of rheumatoid arthritis (RA) 

Sponsor: Pfizer 

Submission: Type A Meeting package: Pfizer is requesting a Type A meeting to discuss and reach 
agreement on the safety analyses needed to support an assessment of the benefit-to-risk 
of tofacitinib and to support approval of the NDA during the first review cycle. 
Specifically, Pfizer proposes to discuss alternative strategies to respond to key elements 
of the 20 June Clinical Information Requests (IRs) in a more expeditious manner while 
still addressing the Agency’s concerns. 

Background Information: 
After the Advisory Committee meeting on May 09, 2012, and after discussion among members of the 
clinical and statistics teams, several issues were identified as potential limitations with regard to the 
safety data presentation and analyses to better determine the safety profile of tofacitinib 5 mg and 
tofacitinib 10 mg. events of interest due to the complexity of the trial design (see , such as early escape 
options and unequal randomization. These issues included: 

1. Data were analyzed for patients as randomized and not as treated. For example, patients who 
were on placebo and transition to active treatment at Months 3 or 6 were counted under the 
respective active treatment arm from that point on, instead of time “zero”. Presenting the safety 
data for patients as treated may allow for a more precise assessment of crude proportions of 
patients with AEs for any given time period, even though this approach may not affect the 
incidence rates of AEs, adjusted for actual exposure to the drug.   

2. From the submission, it was not clear whether the rules for capturing and reporting of AEs were 
applied consistently within the RA development program which may have introduced a bias in 
AE reporting. For example, a 30-day window from the last dose for capturing AE was applied 
only for deaths, and not other AEs.  

3. Pooled safety analyses were presented for the five Phase 3 randomized controlled trials 
(A3921032, A3921044, A3921045, A3921046, and A3921064) and separately for the Phase 2 
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dose-ranging studies (A3921025, and A3921035). However, the two pivotal Phase 2 studies 
were of similar design and patient population to the Phase 3 studies and could be included in the 
pooled analyses to increase the overall sample size for assessment of controlled data.  

4. Long-term extension study A3921041 included patients who completed Japanese Phase 2 studies 
which were not included in the pooled analyses of the controlled studies. Therefore, excluding 
these patients in the open label extension analyses may allow for more accurate comparison with 
the analyses from the controlled studies.  

To address these points, the Sponsor was asked to provide additional analyses. The Division sent several 
information requests to the applicant requesting safety datasets with selected variables from existing 
database and additional analyses accounting for differences in length of exposure and the cross-over 
nature of the design. Teleconferences were held between the Division and the applicant to clarify some 
issues or roadblocks regarding the requests.  
 
The Type A meeting requested by the Sponsor is to discuss the potential for alternative safety analyses 
to address the Agency’s questions, and the potential impact of the submission timing on the review of 
the NDA, particularly in light of the August 21, 2012 action date. 
 
Summary of Meeting Package: 
 
1.1.  Assignment of events to treatment and pooling strategy 

• Assignment of AEs to treatment: The Sponsor clarifies that events occurring on tofacitinib, 
regardless of previous placebo or adalimumab treatment, are attributed to tofacitinib at the 
administered dose. 

• Assignment of AEs for time period: The Sponsor clarifies that assignment of AEs to treatment 
used the time period on study and not on treatment as requested in the Information Request. 
Pfizer has the following concerns with this approach based on study design considerations, as:  

o The tofacitinib Phase 3 trials were not designed as crossover studies. Patients were 
advanced, from placebo to tofacitinib only, based on disease activity at different 
timepoints. Pooling of these groups is therefore confounded by period effect over the 
short term.  

 
Reviewer’s comment: This is a valid argument as patients who escape from placebo to active treatment 
due to active disease represents a group of patients with more active disease who may be more prone to 
developing adverse events and therefore may represent a somewhat different population than the one 
originally randomized to active treatment with a different baseline risk. 
 

o Both patients and investigators were aware that only active drug was administered in the 
later portion of the clinical trials, making these time intervals essentially “open-label”, 
further confounding the proposed pooling strategy.  

 
Reviewer’s comment: The issue of open label is not as relevant for assessment of safety as it is for 
efficacy. It is unlikely that this would significantly affect the safety assessment of major events of 
interest. Further, the studies remain blinded and randomized to tofacitinib 5 mg and 10 mg BID. 
 

o Data collection frequency was significantly different for the different time intervals, 
introducing acquisition bias into the proposed strategy. For example, study 1046 had 
visits at baseline, 2 weeks, 1 month, 2 months, 3 months, 4.5 months, 6 months, 9 months 
and 12 months. Thus, during Months 0-3, there were 5 visits (at baseline, 2 weeks, 1, 2, 
and 3 months), whereas during Months 3-6 there were 3 visits (at 3 months, 4.5 months 
and 6 months), and during the 6-9 month period there were 2 visits (at 6 and 9 months). 
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Reviewer’s comment: This is a valid argument as the different intensity of assessments may introduce 
bias in the AE assessment for patients who escape/transition from placebo to active treatment and 
pooling this way not be the most appropriate approach. 
 
Based on these concerns, Pfizer proposes that the most appropriate tofacitinib to placebo comparison is 
between originally randomized dose groups in months 0-3.  
 
Reviewer’s comment: This is not unreasonable. We agreed internally on the 0-3 month’s period to be 
the cleanest comparison to placebo. In addition, Pfizer will need to pool also Phase 2 studies, stratify by 
study, and include sensitivity analyses for months 0-3 to include “as treated” patients who transitioned 
from placebo to active treatment by study design (month 3 for studies 1032 and 1045, and Month 6 for 
studies 1044, 1046, and 1064), but excluding patients who escaped due to active disease. These analyses 
however, will only allow for tofacitinib to placebo comparison, which is needed for labeling.  
 
To assess the safety profile of tofacitinib 5 mg relative to 10 mg BID, for the 0-6 and 0-12 month periods 
of the 7 studies, with respect to major events of interest, a different approach was discussed internally, 
where the pooled data would be stratified by study, and analyzed using Cox proportional hazard model 
of: 

o Only patients originally randomized to tofacitinib 5 and 10 mg BID 
o Patients originally randomized to tofacitinib 5 and 10 mg BID + patients who 

transitioned to tofacitinib 5 and 10 mg BID by study design (month 3 for studies 1032 
and 1045, and Month 6 for studies 1044, 1046, and 1064).  

o Patients originally randomized to tofacitinib 5 and 10 mg BID + patients who 
transitioned to tofacitinib 5 and 10 mg BID by study design (month 3 for studies 1032 
and 1045, and Month 6 for studies 1044, 1046, and 1064) + patients who escaped to 
tofacitinib 5 and 10 mg BID due to active disease. 

These analyses represents a more scientifically sound approach to account for the complex trial design 
and to allow for comparative safety assessment of tofacitinib 5 mg vs. 10 mg BID. These analyses will 
be required for the regulatory decision on the NDA and will be conducted by the FDA statistical review 
team. This approach will be presented to the Sponsor as detailed in the Comment to Sponsor section to 
allow for further discussion at the meeting.  
 

• Ascertainment of AEs: The reporting windows for reporting of AEs are based on company-wide 
standard operating procedures: 

o For deaths: All deaths are reported as SAEs and in the NDA were reported for deaths that 
occurred at any time after treatment and separately for deaths that occurred within 30 
days of last dose. Furthermore, investigators are required, per protocol, to report all 
deaths (and SAEs) through 28 days after the last administration of tofacitinib, enhancing 
the reliability of accurate reporting of these events  

o For SAEs: The reporting period begins from the time that the subject provides informed 
consent, which is obtained prior to the subject’s participation in the study, i.e., prior to 
undergoing any study-related procedure and/or receiving investigational product, through 
and including 28 calendar days after the last administration of the investigational product.  

 
Reviewer’s comment: If the window for reporting is 28 days after last administration, it is unclear how 
the Sponsor can ascertain that the death/SAE occurred within 30 days of last dose. 
 

o For AEs: Adverse events (serious and non-serious) should be recorded on the CRF from 
the time the subject has taken at least one dose of study treatment through last subject 
visit. For adverse events and/or clinically significant laboratory abnormalities, follow-up 
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by the investigator is required until the event or its sequelae resolve or stabilize at a level 
acceptable to the investigator, and Pfizer concurs with that assessment. All treatment-
emergent AEs that were reported to the study databases were included in the safety 
summaries, regardless of when the data were collected, up until database lock for the 
clinical study.  

o For Laboratory tests: All laboratory data that was reported to the clinical database was 
included in the safety summaries, regardless of when the data were collected, until 
database lock for the clinical study  

 
Reviewer’s comment: From this description, it is not clear whether the 30-day post treatment applies to 
non-serious AEs and laboratory data and warrants clarification. 
 

• Incidence Rates by 6-month Time Intervals:  
o Pfizer has previously submitted to the NDA the non-cumulative incidence of the 

following safety events of interest broken down by 6-month intervals: Serious infections, 
Herpes zoster, Malignancies, Lung cancer, Breast cancer, and NMSC.  

o Pfizer proposes to provide similar analyses for opportunistic infections, tuberculosis, and 
gastrointestinal perforations 

 
Reviewer’s comment: This is acceptable. 
 

o Pfizer also proposes not to break down these periods to 3-month intervals.  
 
Reviewer’s comment: This is acceptable, even though we have not specifically asked for this. 
 
1.2 Pfizer proposes not include the Phase 2 data in the pooled analyses with the justification that it 
represents only about 10% of the safety database and is unlikely to add substantially to the 
understanding of the benefit:risk assessment of tofacitinib.  
 
Reviewer’s comment: Studies 1025 and 1035 however, are of sufficiently similar design and patient 
population to the Phase 3 studies and warrant inclusion in the integrated analyses.  
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how can you ascertain that the event occurred within 30 days of last dose?  
• It is not clear whether the 30-day post treatment window applies to non-serious AEs and 

laboratory tests. 
 
 

1.2. Studies for inclusion in the safety analyses 
 
FDA Response: 
Refer to the Comments to Question 1 above.  
 
 

1.3. Time periods and windows 
 
FDA Response: 
Refer to the Comments to Question 1.1 above.  
 
 

1.4. Events for analysis 
 
FDA Response: 
Your proposal to include the following events in the requested analyses: death, lymphoma, solid 
organ tumor (malignancies), opportunistic infection, tuberculosis, serious infections, herpes 
zoster, and CV MACE events is acceptable. 
 
 
2. Could the Agency provide insight into how the projected timelines for responding to the June 
information requests could impact the review of the NDA? For example, as long as the totality of the 
data support product safety and efficacy, could some of the desired analyses be performed as a post-
approval commitment and be submitted to the agency as a labeling supplement after initial NDA 
approval? 
 

Pfizer’s response (to June4th and June 20th IRs) could not be provided to the Agency prior to 
September 2012, approximately 1 month after the PDUFA Action date. What would the 
implications be on the review of the NDA?  
 
Following the teleconference on 19 June and the Clinical IR received on 20 June, Pfizer has 
considered the key components of the request and has made a proposal which Pfizer believes 
will address the intent of the 4 June and 20 June IRs. This proposal would result in submission of 
additional data by end of July 2012. If this proposal is reasonable and suitable to support an 
approval decision, would this timing permit completion of the review within the current PDUFA 
timeline, with any additional data provided post-approval? 

 
FDA Response: 
As a clarification, the June 20th IR supersedes the June 4th IR. The June 20th Clinical IR is focused 
on the information required for regulatory decision making. Therefore, the required analyses 
should be submitted as soon as possible to allow for a determination of a regulatory action on the 
application by the PDUFA goal, August 21, 2012. 
 
 
 

Reference ID: 3155456



 

 7

Appendix 1. Key Design Features of NDA 203,214 Phase 2 and 3 Randomized Controlled Studies for 
Efficacy and Safety 
 

 

 
 

Reference ID: 3155456



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

NIKOLAY P NIKOLOV
07/06/2012

SARAH K YIM
07/06/2012

Reference ID: 3155456



 

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: June 28, 2012  

To: Nickie Kilgore, DVM, Director, 
Worldwide Regulatory Strategy 

 From: Christine Chung, R.Ph. 
Regulatory Project Manager 

Company: Pfizer, Inc.  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         N/A  Fax number:     301-796-9728 

Email:          Nickie.Kilgore@pfizer.com  Phone number: 301-796-3420 

Subject: NDA 203214 Tofacitinib 
Additional information regarding AER 2011193470 

Total no. of pages including cover: 3 

Comments:   Please call or send an email to confirm receipt at christine.chung@fda.hhs.gov 

                       Response requested by July 16, 2012 
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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Page 2 
 

Your NDA 203214 for tofacitinib is currently under review, and we have the following 
request for information. 
 
Internal review of AER 2011193470 Serious Adverse Event Case (Patient 1024-
15081007), concluded that this is a likely case of drug-induced liver injury which meets 
Hy's Law criteria.  Of particular concern is the temporal relationship to the addition of 
tofacitinib, and the lack of autoimmune serologies to corroborate a diagnosis of 
autoimmune hepatitis.  Provide an update on the case with any follow up information, 
clinical course and laboratory data.  
 
 
Submit the requested information as an official response to the NDA no later than July 
16, 2012.  If you have any questions, please contact Christine Chung at 301-796-3420. 
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Drafted by: NNikolov, SYim/ June 28, 2012 

cchung/ June 28, 2012 
 
Initialed by: LJafari/ June 28, 2012 

 
Finalized:  cchung/ June 28, 2012 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: June 20, 2012  

To: Nickie Kilgore, DVM, Director, 
Worldwide Regulatory Strategy 

 From: Christine Chung, R.Ph. 
Regulatory Project Manager 

Company: Pfizer, Inc.  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         N/A  Fax number:     301-796-9728 

Email:          Nickie.Kilgore@pfizer.com  Phone number: 301-796-3420 

Subject: NDA 203214 Tofacitinib 
This communication prioritizes the information requested in our 6/4/12 
correspondence 

Total no. of pages including cover: 3 

Comments:   Please call or send an email to confirm receipt at christine.chung@fda.hhs.gov 

                        
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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Your NDA 203214 for tofacitinib is currently under review.  This communication is 
intended to clarify and prioritize the information requested in our 6/4/12 correspondence.  
 
Seven trials to include in integrated analysis 
 Five phase 3 and two phase 2 trials – 1025, 1035, 1032, 1046, 1044, 1045, 1064 
 
Timing of Events 
 Events within 30 days of stopping treatment or decreasing dose.  No 30 day window 

(hard stop) for placebo to tofacitinib cross over, increasing tofacitinib dose.    
 
Time Intervals  
 0-3 months 
 0-6 months 
 0-12 months 
 
Events of interest 
 death 
 lymphoma 
 solid organ tumor 
 opportunistic infection 
 TB 
 SAE infection 
 herpes zoster 
 CV MACE events 
 
Provide tables for the above time intervals for each event of interest and also provide KM 
curves for 0-12 months.   
 
Events of interest for labeling 
 Hemoglobin 
 Lipids  
 Neutrophils 
 LFTs 
 Common AEs  
 
These events can be for 0-3 month time interval as long as laboratory changes have 
reached a plateau.   
 
 
Submit the requested information and datasets as an official response to the NDA.   
If you have any questions, please contact Christine Chung at 301-796-3420. 
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Drafted by: NNikolov, SYim, SSeymour, BChowdhury, JBuenconsejo/ June 20, 2012 

cchung/ June 20, 2012 
 
Initialed by: LJafari/ June 20, 2012 

 
Finalized:  cchung/ June 20, 2012 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: June 4, 2012  

To: Nickie Kilgore, DVM, Director, 
Worldwide Regulatory Strategy 

 From: Christine Chung, R.Ph. 
Regulatory Project Manager 

Company: Pfizer, Inc.  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         N/A  Fax number:     301-796-9728 

Email:          Nickie.Kilgore@pfizer.com  Phone number: 301-796-3420 

Subject: NDA 203214 Tofacitinib- Request for information 
Format of data for Safety analyses 

Total no. of pages including cover: 10 

Comments:   Please call or send an email to confirm receipt at christine.chung@fda.hhs.gov 

                       Submit requested information by agreed on timelines 

 
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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Page 2 
 
Your NDA 203214 for tofacitinib is currently under review, and we have following 
requests for information:  
 
A. In our Information Request correspondence dated May 22, 2012, we requested that 

you submit three separate datasets for each of the safety endpoints (death, 
malignancy, and serious infections).  We specifically asked for the following datasets:  

1. death  (within 30 days of last dose) 
2. malignancy (solid tumor, hematologic)  
3. serious infections, including opportunistic infection and tuberculosis.  

 
While the structure of the datasets remains, we would like to ask that you include the 
following additional events of interest into the datasets:  

1. non-melanoma skin cancer (under malignancy) 
2. herpes zoster (under serious infection) 
3. cardiovascular events (fourth datasets called “other events”) 
4. gastrointestinal perforations (fourth datasets called “other events”) 
5. interstitial lung disease (fourth datasets called “other events”) 

 
In summary, the four datasets will have the following events of interest:  

1. Death (all deaths within 30 days of last dose) 
2. Malignancy (all types, solid tissue malignancy, lung cancer, breast cancer, 

lymphoma, non-melanoma skin cancer) 
3. Infections including serious (all infections, pneumonia, opportunistic 

infection, tuberculosis, and herpes zoster)  and all infections (pneumonia and 
herpes zoster) 

4. Other events (including cardiovascular events, GI perforations, and interstitial 
lung disease [flagged]) 

 
In addition, in the “death” dataset, include a variable for cause of death.  Also, all four 
datasets should include all randomized patients from Studies 1025, 1035, 1032, 1045, 
1044, 1046 and 1064.  

 
Submit all these information and datasets on or before June 22, 2012.  

 
B. Information Request conveyed in May 31, 2012, teleconference. 
 

Data sets: 

1. Phase 2 studies (Study 1025 and Study 1035) only data on patients on placebo, 
adalimumab, tofacitinib 5 mg and 10 mg BID, and data on patients who switched 
to 5 mg BID  

2. All 5 phase 3 studies [Studies 1045, 1032, 1044, 1046, 1064] 
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Timing of events: 

1. For the 7 trials of interest described below, provide a brief summary of your 
collection, reporting, and analyses of adverse events for each treatment group in 
your NDA, with a specific focus on collection and handling of events after 
treatment ends.  Your summary should address and provide justification for the 
reporting windows for deaths, SAEs, AEs, lab values used in the safety analyses 
for each treatment group in your NDA.   

2. Based upon our teleconference on May 31, 2012, it appears that your safety 
analyses may utilize a different window for analyses of adverse events after 
treatment ends and for different types of events.  Therefore, we request the 
analyses described below with the following two different methods for handling 
of adverse event windows. 

a. Events reported on treatment only 

b. Events reported within 30 days of stopping treatment.  In cases where 
patients have crossed over from placebo to tofacitinib, this 30 day window 
would not exist as events that occur on tofacitinib should be counted as a 
tofacitinib event.   

 
Events of Interest: 

1. All cause death 
2. Death from events of interest  

a. all malignancy 
b. solid tissue malignancy  
c. lung cancer 
d. breast cancer 
e. infection  
f. pneumonia  
g. opportunistic infection  
h. cardiovascular events  
i. interstitial lung disease  

3. Serious Adverse Events (SAE) 
a. all malignancy  
b. solid tissue malignancy 
c. lung cancer 
d. breast cancer  
e. lymphoma 
f. non-melanoma skin cancer 
g. all infection 
h. pneumonia 
i. opportunistic infection 
j. tuberculosis 
k. herpes zoster  
l. cardiovascular events  
m. gastrointestinal perforation 
n. interstitial lung disease  
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4. Adverse events of interest (some of these may be captured as SAEs also)  
a. non-melanoma skin cancer 
b. all infection  
c. pneumonia  
d. tuberculosis  
e. herpes zoster  
f. cardiovascular events  
g. gastrointestinal perforation 
h. interstitial lung disease  

5. Common adverse events for labeling 
 

Other areas of interest:  

Laboratory values (blood cell type count, lipid levels, liver enzymes, creatinine, etc) 
may need to be analyzed using the above criteria.  

 
Time Intervals:  

1. 0 to 3 months 
2. 3 to 6 months 
3. 6 to 9 months 
4. 9 to 12 months 
5. 12 to 15 months (if data available) 
6. 0 to 6 months 
7. 0 to 12 months 
8. 12 months and beyond 

 
Analyses:  

1. Produce Kaplan-Meier plots by treatment group with a table showing number of 
patients with at least one event over number at risk  

2. Rates by time period (number of patients with at least one event over patient-year 
exposure), see sample Tables below.  

 
FOR ALL SUMMARIES/ANALYSES: Placebo patients who escaped or crossed 
over to CP should be counted in the denominator in both groups based on their 
on-treatment time.  The numerator count will depend on the timing of event (see 
above). 

Hypothetical examples:  

1. In a 12 month study, patient A was in placebo for first 3 months, and escaped 
to CP 5 mg at month 3, and diagnosed with malignancy at month 5.  Patient A 
will be double counted in the denominator at the 0 to 3 months interval, with 0 
event in the placebo numerator, and 1 malignancy event in the CP 5 mg 
numerator with exposure time being month 2.  Furthermore, patient A should 
be counted in the placebo denominator at the following time intervals: 0 to 3 
months, 0 to 6 months, and 0 to 12 months.  Patient A should also be counted 
in the CP 5 mg denominator at the following time intervals: 0 to 3 months, 3 
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to 6 months (if applicable), 6 to 9 months (if applicable), 0 to 6 months and 0 
to 12 months.   

 
2. In a 12 month study, patient B was in placebo for the first 6 months, and 

switched over to CP 10 mg at month 6.  Patient B should be counted in the 
placebo denominator at the following time intervals: 0 to 3 months, 3 to 6 
months, 0 to 6 months, and 0 to 12 months.  Patient B should also be counted 
in the CP 10 mg denominator at the following time intervals: 0 to 3 months, 3 
to 6 months (if applicable), 0 to 6 months, and 0 to 12 months. 

 
Datasets to be analyzed and Tables to be produced: 

1. Events of Interest # 1 (death), #2 (death by events listed above), and #3 (SAEs by 
events listed above) 

a. Studies 1025, 1035, 1032, 1046, 1044, 1045, 1064, individually 
b. Pooled: All Phase 2 and 3 studies (1025, 1035, 1032, 1046, 1044, 1045, 

1064) 
c. Pooled MTX/DMARD background: Studies 1025, 1032, 1046, 1064, 1044 
d. Pooled Monotherapy: Studies 1035, 1045  
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Sample Tables to consider:  
 
Period: 0 to 3 months     
 CP 5 mg† CP10 mg† Placebo Adalimumab* 
Total no. of patients 
 

    

Total no. of events (if applicable) 
 

    

No. of patients with at least one 
event 
 

    

Pt-year exposure 
 

    

Incidence rate, in no. of patients 
with at least one events/pt-year 
(95% confidence interval) 

    

† Includes patients who escaped at Month 3 or crossed over at Month 6 and begin CP treatment 
* Study 1064 only 
 
 
Period: > 3 to 6 months     
 CP 5 mg† CP10 mg† Placebo‡ Adalimumab 
Total no. of patients 
 

    

Total no. of events (if applicable) 
 

    

No. of patients with at least one 
event 
 

    

Pt-year exposure 
 

    

Incidence rate, in no. of patients 
with at least one events/pt-year 
(95% confidence interval) 

    

† Includes patients who escaped at Month 3 or crossed over at Month 6 and begin CP treatment 
‡ Includes patients who stayed on placebo after Month 3 
* Study 1064 only 
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Period: > 6 to 9 months     
 CP 5 mg† CP10 mg† Placebo‡ Adalimumab 
Total no. of patients 
 

    

Total no. of events (if applicable) 
 

    

No. of patients with at least one 
event 
 

    

Pt-year exposure 
 

    

Incidence rate, in no. of patients 
with at least one events/pt-year 
(95% confidence interval) 

    

† Includes patients who escaped at Month 3 or crossed over at Month 6 and begin CP treatment 
‡ Includes patients who stayed on placebo after Month 3 (may be 0) 
* Study 1064 only 
 
 
Period: > 9 to 12 months    
 CP 5 mg† CP10 mg† Adalimumab 
Total no. of patients 
 

   

Total no. of events (if applicable) 
 

   

No. of patients with at least one 
event 
 

   

Pt-year exposure 
 

   

Incidence rate, in no. of patients 
with at least one events/pt-year 
(95% confidence interval) 

   

† Includes patients who escaped at Month 3 or cross-over at Month 6 and begin CP treatment  
* Study 1064 only 
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Period: 0 to 6 months     
 CP 5 mg† CP10 mg† Placebo‡ Adalimumab* 
Total no. of patients 
 

    

Total no. of events (if applicable) 
 

    

No. of patients with at least one 
event 
 

    

Pt-year exposure 
 

    

Incidence rate, in no. of patients 
with at least one events/pt-year 
(95% confidence interval) 

    

† Includes patients who escaped at Month 3 or crossed over at Month 6 and begin CP treatment 
‡ Includes all placebo patients (who stayed or escaped)  
* Study 1064 only 
 
 
Period: 0 to 12 months     
 CP 5 mg† CP10 mg† Placebo‡ Adalimumab* 
Total no. of patients 
 

    

Total no. of events (if applicable) 
 

    

No. of patients with at least one 
event 
 

    

Pt-year exposure 
 

    

Incidence rate, in no. of patients 
with at least one events/pt-year 
(95% confidence interval) 

    

† Includes patients who escaped at Month 3 or cross-over at Month 6 and begin CP treatment 
‡ Includes all placebo patients (who stayed or escaped)  
* Study 1064 only 
 
 

2. Events of Interest # 4 (AE of interest) and #5 (Common AEs)  
a. Pooled: All Phase 2 and 3 studies 

 
Provide the same Tables you have in the Integrated Summary of Safety by 0 to 3 
months, 3 to 6 months, 0 to 6 months, and/or 0 to 12 months, if applicable.  
 
FOR ALL SUMMARIES: Placebo patients who escaped or crossed over to CP 
should be counted in the denominator in both groups based on their on-
treatment time.  The numerator count will depend on the timing of event (see 
above). 
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For example, Table 75 of the ISS includes the AE leading to discontinuation from 
study for Phase 3 studies with Background DMARDs (up to 3 Months) and Table 76 
includes the AEs from 3 to 6 months.  The numerator and denominator for the CP 
dose groups from 0 to 3 months should include those patients who escaped to CP at 
Month 3 or cross-over at Month 6 since these patients who switched were also treated 
with CP.  Similarly, the numerator and denominator for the CP dose groups from 3 to 
6 months should also be adjusted to account for the switches.  

 
 
Submit the requested information and datasets as an official response to the NDA by the 
agreed upon timelines or provide timelines for when the information will be submitted. 
 
If you have any questions, please contact Christine Chung at 301-796-3420. 
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Drafted by: JBuenconsejo, YMKim, MSoukup, NNikolov, SYim, SSeymour/ June 1, 2012 

cchung/ June 1, 2012 
 
Initialed by: LJafari/ June 4, 2012   

 
Finalized:  cchung/ June 4, 2012 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 
NDA 203214 INFORMATION REQUEST 

 
Pfizer Inc. 
Attention: Nickie V. Kilgore, DVM 
Director, Worldwide Regulatory Strategy 
445 Eastern Point Road 
Groton, CT 06340 
 
Dear Dr. Kilgore: 
 
Please refer to your new drug application submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for tofacitinib tablets. 
 
We reviewed your Chemistry, Manufacturing, and Controls information and have the following 
comments and information requests.  We request a prompt written response by April 15th 2012 in 
order to continue our evaluation of your NDA. 

 
1. The Agency is still developing its regulatory standards for using QbD approaches to 

analytical methods. Therefore, the proposed  has not been assessed and no regulatory 
action will be taken. 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: May 23, 2012  

To: Nickie Kilgore, DVM, Director, 
Worldwide Regulatory Strategy 

 From: Christine Chung, R.Ph. 
Regulatory Project Manager 

Company: Pfizer, Inc.  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         N/A  Fax number:     301-796-9728 

Email:          Nickie.Kilgore@pfizer.com  Phone number: 301-796-3420 

Subject: NDA 203214 Tofacitinib- Request for information 
AE Incidence separate analyses 

Total no. of pages including cover: 3 

Comments:   Please call or send an email to confirm receipt at christine.chung@fda.hhs.gov 

                       Submit requested information by Thursday, May 31, 2012 

 
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby notified 
that any review, disclosure, dissemination, copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us immediately by telephone at (301) 796-3420.  
Thank you. 
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Your NDA 203214 for tofacitinib is currently under review, and we have following request for 
information:  
 
Provide separate analyses for 5 and 10 mg BID dosing for the non-cumulative incidence over time for the 
following events of interest, pooled from all Phase 2, Phase 3 and LTE studies in RA (as of September 29, 
2011, the 120-day safety update data cut-off): 
 

1. Malignancy, excluding non-melanoma skin cancer 
2. Lymphoma 
3. Lung cancer 
4. Breast cancer 
5. Non-melanoma skin cancer 
6. Serious infections 
7. Opportunistic infections 
8. Tuberculosis 

 
Please use the following format for each outcome: 
 
 

 

CP 5 mg BID 
 

Overall 
0-6 

months 
6-12 

months 
12-18 

months 
18-24 

months 
24-30 

months 
30-36 

months 
>36 

months 
Total     number     of 
patients 

        

Total patients with ≥ 
1 event, n (%) 

        

Exposure  for  event, 
patient-years 

        

Incidence   rate,   per 
100        patient-years 
(95% CI) 

        

 
 

 

CP 10 mg BID 
 

Overall 
0-6 

months 
6-12 

months 
12-18 

months 
18-24 

months 
24-30 

months 
30-36 

months 
>36 

months 
Total    number    of 
patients 

        

Total  patients  with 
≥ 1 event, n (%) 

        

Exposure for event, 
patient-years 

        

Incidence rate, per 
100    patient-years 
(95% CI) 

        

 
Submit the requested information as an official response to the NDA by Thursday, May 31, 2012, or 
provide a timeline for when the information will be submitted. 
 
If you have any questions, please contact Christine Chung at 301-796-3420. 
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cchung/ May 22, 2012 
 
Initialed by: LJafari/ May 23, 2012   

 
Finalized: cchung/ May 23, 2012 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: May 22, 2012  

To: Nickie Kilgore, DVM, Director, 
Worldwide Regulatory Strategy 

 From: Christine Chung, R.Ph. 
Regulatory Project Manager 

Company: Pfizer, Inc.  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         N/A  Fax number:     301-796-9728 

Email:          Nickie.Kilgore@pfizer.com  Phone number: 301-796-3420 

Subject: NDA 203214 Tofacitinib- Request for information 
Safety analyses- statistics 

Total no. of pages including cover: 4 

Comments:   Please call or send an email to confirm receipt at christine.chung@fda.hhs.gov 

                       Submit requested information by Tuesday, May 29, 2012 

 
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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Your NDA 203214 for tofacitinib is currently under review, and we have following 
request for information:  
 
As we mentioned during our brief teleconference with you on May 16, 2012, we will be 
conducting additional safety analyses of the data.  Specifically, we will be evaluating key 
safety endpoints including death (within 30 days of last dose), malignancy (solid tumor, 
hematologic), and serious infections, including opportunistic infection and tuberculosis.  

Sent by email with this correspondence is a spreadsheet that contains a listing of subjects 
who experienced malignancy, opportunistic infections, or death.  Please review and 
update the spreadsheet if we missed any subjects in each of these categories.  For the 
long-term extension, provide the index study-subject ID (i.e., the original study these 
subjects were on and their ID numbers) for cross-referencing.  Clarify whether the day of 
death and the last day on treatment (extracted from Integrated Summary of Safety and 
120-Day Safety Update listings and narratives) for the long-term extension included the 
time the subjects were on the original study, or were these based only during the long-
term extension portion.  For example, under the tab DEATH, the day of death and the last 
day of treatment for subject-ID 1024-11221065 (LTE CP10 mg BID) were 1.  Was this 
subject a placebo in the original study and exposed for a day of CP10 mg in the LTE 
study?  If not, provide the total exposure for each of these subjects (for malignancy, 
death, and opportunistic infections) from the time they were on treatment.   

Furthermore, provide a new TAB with subject-level listing of subjects who had serious 
infections (n=206) broken down by dose.   

In order to expedite our review, submit a separate dataset for each of the safety endpoints 
(death, malignancy, and serious infection).  In each of dataset, include data from all Phase 
2, Phase 3 and long-term extension studies.  Each dataset should include the following 
variables:  

1. flag for study phase (i.e. 1=Phase 2, 2=Phase 3) 
2. study number 
3. unique subject ID 
4. site ID 
5. treatment arm 
6. age 
7. gender 
8. background DMARD medication 
9. disposition (i.e. completed, withdrawn, escaped) 
10. reason for withdrawal  
11. date of withdrawal  
12. treatment arm_2 (after escape) 
13. date of randomization 
14. date of first dose of treatment 
15. date of last dose of treatment 
16. date of escape  
17. start date of escape therapy 
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18. end date of escape therapy 
19. end date from the study (only Phase 2 and Phase 3 programs) 
20. duration of exposure to treatment in the original study (only Phase 2 and Phase 3 

programs) 
 For placebo patients, you will have two columns (Column 1: total placebo 

exposure, Column 2: total exposure to active treatment) 
21. study duration (only Phase 2 and Phase 3 programs) 
22. flag for the event (1=Yes, 0=No) (e.g., for the malignancy dataset, event is 

malignancy) 
23. flag whether event occurred during original study or LTE study (1=original, 

2=LTE) 
24. diagnosis of the event  
25. event date (if multiple events, please provide separate row with the same patient 

ID and flag) 
26. resolution date (only for the infection dataset) 
27. flag for LTE (1=Yes, 0=No) 
28. date of first dose of treatment in the LTE phase 
29. date of last dose of treatment in the LTE phase 
30. duration of exposure to active treatment  

a. original + LTE 
b. if treatment is different, provide separate columns of the treatment arms 

31. duration of actual study (only Phase 2 and Phase 3 programs) 
32. treatment arm in the LTE phase 
33. disposition in the LTE phase 
34. reason for withdrawal in the LTE phase 
35. immunoglobulin M, G, A levels for all timepoints measured (a column per 

timepoint) 
36. lymphocyte counts for all timepoints measured (a column per timepoint)  
 

Provide data documentation or data definition file for each of the dataset.   
 
 
Submit the requested information and datasets as an official response to the NDA by 
Tuesday, May 29, 2012, or provide a timeline for when the information will be 
submitted. 
 
If you have any questions, please contact Christine Chung at 301-796-3420. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 203214 
 

PROPRIETARY NAME REQUEST  
 CONDITIONALLY ACCEPTABLE  

 
Pfizer Inc. 
445 Eastern Point Road 
Groton, CT 06340 
 
ATTENTION:  Nickie V. Kilgore, DVM 
                          Director, Worldwide Regulatory Strategy 
 
 
Dear Dr. Kilgore: 
 
Please refer to your New Drug Application (NDA), dated and received October 21, 2011, 
submitted under section 505(b) of the Federal Food, Drug and Cosmetic Act for Tofacitinib 
Tablets, 5 mg and 10 mg. 
 
We also refer to your correspondence dated and received March 30, 2012, requesting review of 
your proposed proprietary name, Xeljanz.  We have completed our review of the proposed 
proprietary name, Xeljanz and have concluded that it is acceptable.  
 
The proposed proprietary name, Xeljanz, 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 March 30, 2012, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-3904.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Christine Chung at (301) 796-3420. 
 

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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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

ELECTRONIC CORRESPONDENCE 

 
Date: May 15, 2012  

To: Nickie Kilgore, DVM, Director, 
Worldwide Regulatory Strategy 

 From: Christine Chung, R.Ph. 
Regulatory Project Manager 

Company: Pfizer, Inc.  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Phone:         N/A  Fax number:     301-796-9728 

Email:          Nickie.Kilgore@pfizer.com  Phone number: 301-796-3420 

Subject: NDA 203214 Tofacitinib- Request for information 
Clinical Pharmacology 

Total no. of pages including cover: 4 

Comments:   Please call or send an email to confirm receipt at christine.chung@fda.hhs.gov 

                       Submit requested information by Monday, May 21, 2012 

 
 

Document to be mailed:   YES    NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-3420.  Thank you. 
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We refer to NDA 203214 for tofacitinib and to your submission dated April 10, 2012, in 
response to our clinical pharmacology information request.  In reviewing the submission, 
we have following comments and request for additional information:  
 
Results of our analysis for the effect of covariates on calculated secondary parameters, 
AUC and Cmax, using parameter estimates from bootstrap runs (provided by you on April 
10, 2012), are shown as a forest plot in Figure 1.  Comparison of our results with your 
analysis (Figure 7 from study report pmar-00178) shows that point estimate and 90% CI 
for Cmax parameter for Age covariate are not matched, but is similar for all other 
covariates.  To help us understand the reasons for these differences, reevaluate your 
results and provide confirmation that there is no error in your output with respect to the 
discrepancy noted above.  If differences still exist, provide the exact code you used to 
generate your output. 
 
 

 
 
Figure 1: Impact of covariates on pharmacokinetics of tofacitinib (FDA analysis) 
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Figure 7 from sponsor’s study report pmar-00178 
 
 
 
Submit an official response to the NDA by COB Monday, May 21, 2012. 
If you have any questions, please contact Christine Chung at 301-796-3420. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 

NDA 203214 
 PROPRIETARY NAME 

REQUEST WITHDRAWN 
Pfizer, Inc. 
445 Eastern Point Road 
Groton, CT 06340 
 
Attention:   Nickie V. Kilgore, DVM 
                   Director Worldwide Regulatory Strategy 
 
 
Dear Dr. Kilgore: 
 
Please refer to your New Drug Application (NDA) dated October 21, 2011, received  
October 21, 2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
for Tofacitinib Tablets, 5 mg and 10 mg. 
 
We acknowledge receipt of your April 3, 2012, correspondence, on April 3, 2012, notifying us 
that you are withdrawing your March 22, 2012, request for a review of the proposed proprietary 
name, Xeljanz.  This proposed proprietary name request is considered withdrawn as of  
April 3, 2012.   
 
We note that you have not proposed an alternate proprietary name for review.  If you intend to 
have a proprietary name for this product, a new request for a proposed proprietary name review 
should be submitted. 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Nichelle Rashid, Safety Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at (301) 796-3904.  For any other information 
regarding this application, contact the Office of New Drugs (OND) Regulatory Project Manager, 
Philantha Bowen, at (301) 796-2466.   
 

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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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation ODEII 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: April 5, 2012   

To: Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy
 

  
From:

Philantha M. Bowen, MPH, RN 
Sr. Regulatory Project Manager 

Company: Pfizer, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 860-686-7545   Fax number: 301-796-9728 

Phone number: 860-441-5030   Phone number: 301-796-2466 

Subject: NDA 203214 –  Clinical Pharmacology Information Request  

Total no. of pages including 
cover:         3 

Comments:   TIME-SENSITIVE: Please acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
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NDA 203214 
Tofacitinib 
Pfizer, Inc. 
 

 
We are reviewing your response dated Mar 28, 2012, to our clinical pharmacology 
information request dated March 26, 2012, regarding population modeling analysis.  We 
have the following comments and requests for further information: 
 

In our analysis, bootstrap on the full model, 502-mod-ctl.txt, for tofapk.xpt dataset 
using Perl Speaks NONMEM (PsN) and NONMEM 7.2 gives only 243 successful 
convergence runs out of 1000.  However, in step 2 of your response you mention to 
have achieved 927 successful convergence runs out of 1000.  To help us understand 
the reasons for these different outputs, provide the following: 
 

1. Outline the steps involved in your bootstrap analysis, including the complete 
details of programs, datasets, and softwares used at each stage  

 
2. Submit the outputs, including all parameter estimates, from all 1000 bootstrap 

runs in an excel file  
 
 
Submit an official response to the NDA by COB Tuesday, April 10, 2012. 
 
If there are any questions, contact me at 301-796-2466.  
 
 

{See appended electronic signature page} 
 
 
 

     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation ODEII 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 26, 2012   

To:  Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy
 

  
From:

Philantha M. Bowen, MPH, RN 
Sr. Regulatory Project Manager 

Company: Pfizer, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 860-686-7545   Fax number: 301-796-9728 

Phone number: 860-441-5030   Phone number: 301-796-2466 

Subject: NDA 203214 –  Clinical Pharmacology Information Request  

Total no. of pages including 
cover:         3 

Comments:   TIME-SENSITIVE: Please acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
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NDA 203214 
Tofacitinib 
Pfizer, Inc. 
 

 
Your submission dated October 21, 2011, is currently under review. We have the 
following clinical pharmacology comment and request for information: 
 

Provide a detailed technical description of how the confidence intervals for each 
factor as shown in Figure 4 of the population modeling analysis report, pmar-
00178, were derived separately. For example, describe how the distributions for 
the weights of 40 kg and 140 kg were separately derived. 

 
Submit an official response to the NDA by COB Wednesday, March 28, 2012. 
 
If there are any questions, contact me at 301-796-2466.  
 
 

{See appended electronic signature page} 
 
 
 

     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 

Reference ID: 3106461



Drafted:   Bowen/3-23-12 
 
Clearance:  Jafari/3-23-12 
  Jain/3-23-12 
  Doddapaneni/3-26-12 
 
Finalized: Bowen/3-26-12 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:  March 26, 2012   

To: Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy
 

  From: Philantha Bowen, MPH 
Sr. Regulatory Project Manager 
  

Company:  Pfizer, Inc.   Division of Pulmonary, Allergy, and  
Rheumatology Drug Products 

Fax number: 860-686-7545   Fax number: 301-796-9728 

Phone number: 860-441-5030   Phone number: 301-796-2466 

Subject:  NDA 203214 – Statistical Information Request 

Total no. of pages including 
cover:    3 

Comments:  TIME-SENSITIVE; Please Acknowledge Receipt 
 

Document to be mailed:  YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
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NDA 203214 
Tofacitinib 
Pfizer, Inc. 
 
 
Your submission dated October 21, 2011, to NDA 203214 is currently under review. We 
have the following request for information: 
 
In your Statistical Analysis Plan dated November 10, 2010, to IND 70903, for Study 
A3921044, you stated that the linear mixed model will be used to analyze change from 
baseline in the modified Sharp score at Month 6 with treatment and site as fixed effects 
and actual baseline value as a covariate. Additionally, you planned to conduct sensitivity 
(robustness) analysis by applying linear mixed model on the ranks with treatment as 
factor and rank baseline mTSS as covariate.  
 
We were unable to locate the results of the sensitivity analysis for the modified Sharp 
score in the Study Report. To expedite our review, identify the page number where the 
results are located in the November submission referenced above or submit the results 
from this analysis by COB Wednesday, March 28, 2012. 
 
 
If you have any questions, contact me at 301-796-2466. 
 
 

{See appended electronic signature page} 
 
 

     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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Executive CAC 
Date of Meeting: March 6, 2012 
 
Committee: Abigail Jacobs, Ph.D., OND IO, Acting Chair 

Paul Brown, Ph.D., OND IO, Member 
Adebayo Laniyonu, Ph.D., DMIP, Alternate Member 
Molly Shea, Ph.D., DPARP, Nonclinical Supervisor 
Steven Leshin, D.V.M., Ph.D., DPARP, Presenting Reviewer 

 
Author of Draft: Steven Leshin 
 
The following information reflects a brief summary of the Committee discussion 
and its recommendations.  
 
 
NDA #203214 
Drug Name: CP-690,550 (tofacitinib) 
Sponsor: Pfizer 
 
 
Background: 
 
CP-690,550 (tofacitinib) is a new molecular entity, small molecule kinase inhibitor being 
developed for the treatment of rheumatoid arthritis.  It is an immunosuppressant that 
targets Janus kinase 3 (JAK3), but has inhibitory activity on JAK1 and JAK2.  The 
immunosuppression is mediated through the suppression in immune cells of JAK 
cytokine signaling, preventing the subsequent activation of signal transducers and 
activators of transcription.   
 
Tg.rasH2 Mouse Carcinogenicity Study  
 
There was no evidence for CP-690,550-related oncogenic potential in rasH2 
(hemizygous) mice that received CP-690,550 via oral gavage in 0.5% methylcellulose in 
reverse osmosis deionized water for 6 months at dose levels of 25, 75, and 200 
mg/kg/day.  Clinical signs (hypoactivity, recumbency) were observed at 75 and/or 200 
mg/kg/day.  No incidence of tumors or tumor combinations was statistically significantly 
different from vehicle control in any of the CP-690,550 treated groups.  CP-690,550-
related, nonneoplastic microscopic findings were present in the femoral bone marrow 
(focal subphyseal hypocellularity characterized by an increased prominence of 
adipocytes) of males at 75 and 200 mg/kg/day and females at 200 mg/kg/day and in the 
spleen (cellular depletion, red pulp) of males at 75 and 200 mg/kg/day and females at 200 
mg/kg/day.   
Toxicokinetic analysis during week 20 of the 26-week study, demonstrated increasing 
Cmax and AUC0-24 with increasing CP-690,550 dose and no gender differences.  At the 
NOAEL for CP-690,550-induced malignancy, 200 mg/kg/day, the gender-averaged 
parameters were Tmax 0.75 hr, Cmax 5765 ng/mL, and AUC0-24 17250 ng-h/mL.  
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inguinal lymph nodes, and Peyer’s patch of the intestine); decreased extramedullary 
hematopoiesis, decreased pigment, and increased sinusoidal dilatation in the spleen; 
marginally decreased cellularity in the bone marrow (sternum only); and increased 
incidence and severity of alveolar proteinosis and alveolar macrophage infiltrates in the 
lung of males and females. Decreased lymphocyte cellularity was attributed to an 
expected pharmacologic immunomodulatory effect of CP-690,550 on the 
lymphoid/hematopoietic tissues.   
 
Executive CAC Recommendations and Conclusions: 
 
Tg.rasH2 Mouse: 
 

• The Committee concurred that the study was acceptable. 
• The Committee concurred that the there were no drug-related neoplasms. 

 
Rat: 
 

• The Committee concurred that the study was acceptable, despite the urinary tract 
infections in males and females at the high dose. 

 
• The Committee concurred that the following were drug related neoplasms:  

interstitial cell tumors in the testis of males; benign thymomas in the thymus of 
females; and malignant hibernomas in females (a rare tumor not meeting 
statistical significance, but seen at a higher than usual incidence).  The Committee 
noted that the mechanism of action studies support the hibernomas as being 
pharmacologically plausible. 

 
 
Abigail Jacobs, Ph.D. 
Acting Chair, Executive CAC 
 
 
cc:\ 
/Division File, DPARP 
/MShea/Nonclinical Supervisor, DPARP 
/LLeshin/Reviewer, DPARP 
/PBowen/CSO/PM, DPARP 
/ASeifried, OND IO 
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MEMORANDUM    DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
 
Type of Meeting:      Proprietary Name Review 
 
Meeting Date:      February 28, 2012; 11:15 AM 
Meeting Location:      FDA White Oak, Bldg 22, Room 4266, Teleconference 
 
Application:       NDA 203214 
Proposed Proprietary Name:   
Established Name:    Tofacitinib Citrate 
Applicant:       Pfizer 
 
Meeting Chair:      Lubna Merchant, Team Leader, DMEPA 
Meeting Recorder:     Nichelle Rashid, Safety Regulatory Project Manager 
 
FDA Attendees:  
 
Office of Surveillance and Epidemiology 
Carol Holquist, Director, DMEPA 
Lubna Merchant, Team Leader, DMEPA 
Carlos Mena-Grillasca, Safety Evaluator, DMEPA 
Lissa Owens, Safety Evaluator, DMEPA 
Nichelle Rashid, Safety Regulatory Health Project Manager 
Frances Fahnbulleh, Safety Regulatory Health Project Manager 

 
Applicant Attendees: 
 
Pfizer 
Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy 
 
Thomas E. Ruth 
Director, Trademark Development, Global Commercial Operations 
 
Michael Quinlan,  
Manager, Trademark Development, Global Commercial Operations 
 
Christine Kobryn, PhD,  
Associate Director, Worldwide Regulatory Strategy 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 203214 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Pfizer Inc. 
Attention: Nickie V. Kilgore, DVM 
Director Worldwide Regulatory Strategy 
445 Eastern Point Road 
Groton, CT  06340 
 
 
Dear Dr. Kilgore: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for  (tofacitinib) tablets, 5 & 10 mg and to our 
1/27/2012, letter requesting sample materials for methods validation testing. 
 
We acknowledge receipt on 2/24/2012, of the sample materials and documentation that you sent 
to the Division of Pharmaceutical Analysis (DPA) in St. Louis. 
 
If you have questions, you may contact me by telephone (314-539-3815), FAX (314-539-2113), 
or email (Michael.Trehy@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy 
MVP Coordinator 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 

Reference ID: 3093075
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 203214 
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
Pfizer Inc. 
Attention: Nickie V. Kilgore, DVM 
Director Worldwide Regulatory Strategy 
445 Eastern Point Road 
Groton, CT  06340 
 
 
Dear Dr. Kilgore: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for  (tofacitinib) tablets, 5 & 10 mg. 
 
We will be performing methods validation studies on  (tofacitinib) drug substance CP-
690,550 as described in NDA 203214.   
 
In order to perform the necessary testing, we request the following sample materials and 
equipments: 
 

Method, current version 
Identity, assay, and purity evaluation of CP-690,550-10 drug substance by reversed-phase 
liquid chromatography 

 
Samples and Reference Standards 

Equipment (These will be returned) 
 1 Acquity UPLCBEH C18  

 
Please include the MSDSs and the Certificates of Analysis for the sample and reference 
materials. 
 

Reference ID: 3078906
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Page 2 
 

 

Forward these materials via express or overnight mail to: 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: Michael L. Trehy 
1114 Market Street, Room 1005A 
St. Louis, MO  63101 

 
Please notify me upon receipt of this letter.  If you have questions, you may contact me by 
telephone (314-539-3815), FAX (314-539-2113), or email (Michael.Trehy@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Michael L. Trehy 
Chemist 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation ODEII 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: January 26, 2012   

To:  Nickie Kilgore, DVM 
Director, Worldwide Regulatory Strategy
 

  
From:

Philantha M. Bowen, MPH, RN 
Sr. Regulatory Project Manager 

Company: Pfizer, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 860-686-7545   Fax number: 301-796-9728 

Phone number: 860-441-5030   Phone number: 301-796-2466 

Subject: NDA 203214 – FDA Information Request re: Programming Error 

Total no. of pages including 
cover:         4 

Comments:   Please acknowledge receipt. 
 

Document to be mailed:   YES   NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
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NDA 203214 
Tofacitinib 
Pfizer, Inc. 
 
 
Your submission dated October 21, 2011, is currently under review.  In an email 
communication dated January 19, 2012, you reported on a recently identified 
programming error “related to the calculation of the 4 component Disease Activity Score 
(DAS28-4(ESR)) and its derivative values; specifically, the Physician Global Assessment 
score was included in the calculation instead of the Patient Global Assessment score, 
resulting in incorrect values of the DAS28-4(ESR) included in the application package.” 
 
You further state that: 
“We have determined that this error was a consequence of a data transcription error.” 
 
This raises questions about the integrity of the database in this application. Therefore, we 
have the following request for information: 
 

1. Clarify whether or not an error occurred in transcribing the raw data for both 
Physician and Patient/Subject Global Assessment? 

 
2. Explain if the error is systematic (i.e. all baseline and subsequent values were 

transcribed incorrectly) or if some were incorrect and others were transcribed 
correctly? 

 
3. Confirm if the ACR response rates were affected by this error, i.e. whether 

Physician and Patient Global Assessments (baseline and subsequent values) were 
transcribed correctly and whether ACR response rates are calculated correctly.  

 
4. Confirm that the programming errors do not affect any of the population based 

analysis or other parts of clinical pharmacology data. 
 
 
Submit an official response to the NDA by Tuesday, January 31, 2012.  
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NDA 203214 
Tofacitinib 
Pfizer, Inc. 
 
 
 
If there are any questions, contact Philantha Bowen, Senior Regulatory Management 
Officer, at 301-796-2466.  
 
 

{See appended electronic signature page} 
 
 
 

     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 

Reference ID: 3077766



Drafted:   Nikolov/1-26-12 
 
Clearance:  Barnes/1-26-12 
 
Finalized: Bowen/1-26-12 
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Page 2 
 
 
We note that you have not proposed an alternate proprietary name for review.  If you intend to have a 
proprietary name for this product, we recommend that you submit a new request for a proposed 
proprietary name review.  (See the Guidance for Industry, Contents of a Complete Submission for the 
Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075
068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through 
2012”.) 
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-3904.  For any other information regarding this application 
contact the Office of New Drugs (OND) Regulatory Project Manager, Philantha Bowen, at (301) 796-
2466.   
 

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 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 203214 
 FILING COMMUNICATION 
 
Pfizer Inc. 
445 Eastern Point Road 
Groton, CT 06340 
 
Attention: Nickie V. Kilgore, DVM, Director 
                 Worldwide Regulatory Strategy 
 
Dear Dr. Kilgore: 
 
Please refer to your New Drug Application (NDA) dated October 21, 2011, received October 21, 
2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for 
Tofacitinib. 
 
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 August 21, 
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 July 3, 2012. 
 
At this time, we are notifying you that, we have not identified any potential review issues.  
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. 
 
We request that you submit the following information: 

 
• Submit the coding dictionary used for mapping investigator verbatim terms to preferred 
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terms. If submitting as a PDF document, include mapping in both directions (verbatim 
-> preferred and preferred -> verbatim). 
 

• Provide definitions for the following terms as they are used in the CMC section of the 
NDA: Design Space, Knowledge Space, Operational Boundaries, Operational Space, 
and Reaction Space. 
 

During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 

Highlights: 
 

1. The verbatim statement “Initial U.S. Approval” should be followed by the 4-digit 
year.  Insert  2012. 
 

2. The revision date at the end of the Highlights section is the month/year of 
application or supplement approval.  Insert  Revised: 08/2012 

 
Full Prescribing Information: 
 

3. In Section 17: Patient Counseling Information, add the wording as follows: 
 

 “See FDA-approved patient labeling (Medication Guide)” 
 

4. The revision date at the end of the Highlights Section replaces the “revision” date 
at the end of the full prescribing information and should not appear in both places.  

 
5. Logos should not appear in the SPL file. Remove the logo from the end of the Full 

Prescribing Information in the SPL file. 
 

We request that you resubmit labeling that addresses these issues by January 13, 2012.  The 
resubmitted labeling will be used for further labeling discussions. 
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
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. 
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We acknowledge receipt of your request for a partial waiver and partial deferral of pediatric 
studies for this application.  Once we have reviewed your request, we will notify you if the 
partial waiver and partial deferral requests are denied. 
 
If you have any questions, call Philantha Bowen, Regulatory Project Manager, at (301) 796-
2466. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Badrul A. Chowdhury, M.D., Ph.D.  
Director 
Division of Pulmonary, Allergy, and Rheumatology 
Products  
Office of Drug Evaluation II 
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 203214  

NDA ACKNOWLEDGMENT 
 
Pfizer Inc. 
445 Eastern Point Road 
Groton, CT 06340 
 
Attention: Nickie V. Kilgore, DVM, Director 
                 Worldwide Regulatory Strategy 
 
Dear Dr. Kilgore: 
 
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: Tofacitinib Tablets  5 mg, 10 mg 
 
Date of Application: October 21, 2011 
 
Date of Receipt: October 21, 2011 
 
Our Reference Number:  NDA 203214 
 
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 December 20, 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). 
 
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: 

Reference ID: 3037702



NDA 203214 
Page 2 
 
 

 

 
Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Pulmonary, Allergy, and Rheumatology 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 me at (301) 796-2466. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Philantha M. Bowen, M.P.H., RN 
Senior Regulatory Project Management Officer 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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