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PMR/PMC Development Template 
 
This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

203214 
Tofacitinib 

PMR Description: A randomized withdrawal, double blind, placebo controlled study to 
evaluate the efficacy and safety of tofacitinib in children from 2 to less 
than 18 years of age with polyarticular course of juvenile idiopathic 
arthritis. 

 
PMR Schedule Milestones: Final Protocol Submission:  March 2014 
 Study/Trial Completion:  March 2017 
 Final Report Submission:  September 2017 
 Other:    
 

1. During application review, explain why this issue is appropriate for a PMR instead of a pre-approval 
requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern  

X  Other 
 

FDA has deferred submission of pediatric studies for ages 2 through 17 years for this 
application because this product is ready for approval for use in adults and the pediatric 
studies have not been completed. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

Tofacitinib has not been studied in children. The goal of the study is to define the risk-benefit 
profile of tofacitinib in children from 2 to less than 18 years of age with juvenile idiopathic 
arthritis (JIA). 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 
 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  

X  Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

A randomized withdrawal, double blind, placebo controlled study to evaluate the efficacy 
and safety of tofacitinib in children from 2 to less than 18 years of age with polyarticular 
course of juvenile idiopathic arthritis. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 

X  Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trial 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trial 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 
5. Is the PMR clear, feasible, and appropriate? 

X  Does the study/clinical trial meet criteria for PMRs or PMCs? 
X  Are the objectives clear from the description of the PMR/PMC? 
X  Has the applicant adequately justified the choice of schedule milestone dates? 
X  Has the applicant had sufficient time to review the PMRs, ask questions, determine feasibility, 

and contribute to the development process? 
 

PMR/PMC Development Coordinator: 
X This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 

the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 
This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

203214 
Tofacitinib 

PMR Description: 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:  November 2012 
 Study/Trial Completion:  March 2014 
 Final Report Submission:  September 2014 
 Other:   . 
 

1. During application review, explain why this issue is appropriate for a PMR instead of a pre-approval 
requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern  

X  Other 
 

FDA has deferred submission of pediatric studies for ages 2 through 17 years for this 
application because this product is ready for approval for use in adults and the pediatric 
studies have not been completed. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

Tofacitinib has not been studied in children. The goal of the study is to identify a pediatric dose for 
further study to define the risk-benefit profile of tofacitinib in children from 2 to less than 18 
years of age with juvenile idiopathic arthritis (JIA). 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 
 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  

X  Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

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

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
X  Pharmacokinetic studies or clinical trial 

 Drug interaction or bioavailability studies or clinical trials 
X  Dosing trial 

 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 
5. Is the PMR clear, feasible, and appropriate? 

X  Does the study/clinical trial meet criteria for PMRs or PMCs? 
X  Are the objectives clear from the description of the PMR/PMC? 
X  Has the applicant adequately justified the choice of schedule milestone dates? 
X  Has the applicant had sufficient time to review the PMRs, ask questions, determine feasibility, 

and contribute to the development process? 
 

PMR/PMC Development Coordinator: 
X This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 

the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 
This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

203214 
Tofacitinib 

PMR Description: Randomized controlled clinical trial to evaluate the long term safety of 
tofacitinib in patients with rheumatoid arthritis.  The trial will include 
two doses of tofacitinib and an active comparator.  The trial will be of 
sufficient size and duration to evaluate safety events of interest, 
including cardiovascular adverse events, opportunistic infections, and 
malignancy. 

 
PMR Schedule Milestones: Final Protocol Submission:  March 2013 
 Study/Trial Completion:  December 2019 
 Final Report Submission:  June 2020 
 Other:    
 

1. During application review, explain why this issue is appropriate for a PMR instead of a pre-approval 
requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  

X Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 

X Theoretical concern of long-term cardiovascular morbidity and mortality resulting from 
tofacitinib-induced elevations in total and LDL cholesterol 

 Other 
 

The review has determined a favorable risk benefit profile of tofacitinib for approval based on the 
available data. However, the use of tofacitinib was associated with a potential safety signal of 
malignancy and serious infections and with laboratory abnormalities to include elevations in total 
and LDL cholesterol. To better define the long-term safety profile of tofacitinib as a new molecular 
entity, we have determined that only a clinical trial (rather than a nonclinical or observational study) 
will be sufficient to assess a signal of a serious risk of cardiovascular events, serious infections, and 
malignancy as a required post-marketing trial. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 
 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 

X FDAAA required safety study/clinical trial 
 

- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 
X   Assess a known serious risk related to the use of the drug? 
X   Assess signals of serious risk related to the use of the drug? 

 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
X  Clinical trial: any prospective investigation in which the sponsor or investigator determines the 

method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

Randomized controlled clinical trial to evaluate safety events of interest, including 
cardiovascular adverse events, opportunistic infections, and malignancy in patients with 
rheumatoid arthritis.  The trial should include two doses of tofacitinib and an active 
comparator. 

The goal of the trial will be to address the risk of major adverse cardiovascular events, malignancy 
and opportunistic infections.  
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Required 

 Observational pharmacoepidemiologic study  
 Registry studies 

X  Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 

Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 
5. Is the PMR clear, feasible, and appropriate? 

X  Does the study/clinical trial meet criteria for PMRs or PMCs? 
X  Are the objectives clear from the description of the PMR/PMC? 
X  Has the applicant adequately justified the choice of schedule milestone dates? 
X  Has the applicant had sufficient time to review the PMRs, ask questions, determine feasibility, 

and contribute to the development process? 
 

PMR/PMC Development Coordinator: 
X This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 

the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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 STUDY ENDPOINT REVIEW

   
 

  
SEALD TRACKING NUMBER  AT 2012-116 

  
APPLICATION NUMBER  NDA 203214 

  
  
  
  

DATE OF CONSULT REQUEST  October 10, 2012 
  

REVIEW COMPLETION DATE  October 22, 2012 
  
  
  
  
  

SEALD REVIEWER  Elektra Papadopoulos 
  

SEALD DIRECTOR  Laurie Burke 
  

DPARP MEDICAL OFFICER  Nikolay Nikolov 
  

DPARP PROJECT MANAGER  Philantha Bowen 
  

SPONSOR  Pfizer 
  

DRUG  Tofacitinib 
  
  

CLINICAL OUTCOME ASSESSMENT TYPE  PRO 
  

ENDPOINT(S) CONCEPT(S)  Generic health status  
  

MEASURE(S)  SF-36 Version 2 (one week recall period) 
  
  
  
  

INTENDED POPULATION(S)  Patients with moderately to severely active 
rheumatoid arthritis  
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This abbreviated Study Endpoints and Labeling Development (SEALD) review is provided as a 
response to a request for consultation by the Division of Pulmonary, Allergy, and Rheumatology 
Products (DPARP) regarding NDA 203214 for tofacitinib for the treatment of adult patients with 
moderately to severely active rheumatoid arthritis (RA).  
 
DPARP included the following questions to SEALD: 
 

(1) Is the SF-36 PCS or MCS acceptable for inclusion in the Clinical Studies section of 
tofacitinib labeling? If not, provide the rationale. 

 
(2) If any domains of the SF-36 (e.g. PF10) are considered acceptable, please provide a 

rationale for use of the domain score for labeling claims in RA. 
 
SEALD response: 
 
The SF-36 Version 2 Acute is a self-reported (1 week recall period), thirty-six item generic 
health status instrument that assesses eight dimensions of health: physical functioning; role-
physical; bodily pain; general health; vitality; social functioning; role-emotional; and mental 
health. In addition to measuring the eight health domains, a physical component summary score 
(PCS) and mental component summary score (MCS) can be obtained. A single overall score for 
the SF-36 does not exist. A copy of the instrument version used in the clinical trials is appended. 
 
The SF-36 PCS combines weighted scores across the following four domains: physical 
functioning (i.e., SF-36 PF10); role-physical; bodily pain; and general health, but the score also 
has contributions from the remaining four domains (i.e., the “mental domains”). The SF-36 MCS 
combines weighted scores across the following four domains: vitality; social functioning; role-
emotional; and mental health, but also has contributions from the remaining four domains (i.e., 
the “physical domains”). Therefore, neither the PCS nor the MCS should be referenced in 
labeling because the actual concepts measured are undefined and cannot be described in a way 
that is meaningful. (See also the SF-36 measurement model appended to this review.) 
 
The physical functioning domain (SF-36 PF-10) includes 10 items. The SF-36 PF-10, as a 
generic instrument, includes lower limb activities such as walking and climbing stairs, upper 
limb activities such as carrying groceries, and small joint activities (limitations with bathing and 
dressing). Therefore, the SF-36 PF-10 assesses “patient perceived limitations in physical 
activities” in patients with RA in whom both large and small joints are typically affected.   
 
At face value, the SF-36 PF-10 appears to target patient-reported limitations in specified physical 
activities. The PF-10 does not ask the patient whether or not the activity was actually performed.  
Furthermore, it does not adequately cover important aspects of physical functioning that are 
relevant to RA patients (e.g., typing, opening jars). Therefore, the SF-36 PF-10 would not 
support a “physical functioning” claim in RA, but rather a claim of “perceived limitations in 
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physical activities.” A clinically meaningful and statistically robust treatment effect on the SF-36 
PF-10 domain score might be described in product labeling as follows. 
 

Drug A-treated patients achieved greater improvements from baseline than placebo-treated 
patients [or active comparator] in self-reported limitations in physical activities as 
measured by a 10-item subscale (PF-10) of the SF-36, a generic health status instrument. 
 

We also recommend exploratory analysis of all PF-10 items individually to make sure that there 
is no decrement in any of the 10 items contributing to the PF-10 total score. 
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APPENDICES 
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  October 2, 2012    
  
To:  Philantha Montgomery Bowen, Regulatory Project Manager 
  Division of Pulmonary, Allergy, and Rheumatology Products 
  (DPARP) 
 
From:   Matthew Falter, Pharm.D., Regulatory Review Officer, Division of  
  Consumer Drug Promotion (DCDP), Office of Prescription Drug  
  Promotion (OPDP) 
 
  Roberta Szydlo, R.Ph., Regulatory Review Officer, Division of  
  Professional Drug Promotion (DPDP), OPDP 
 
CC:  Lisa Hubbard, Group Leader, DPDP, OPDP 
 Twyla Thompson, Acting Group Leader, DCDP, OPDP 
    
Subject: NDA 203214 
 OPDP labeling comments for XELJANZ® (tofacitinib) tablets for oral 
 administration (Xeljanz)  
   
 
OPDP has reviewed the proposed Package Insert (PI), Medication Guide, and 
Carton and Container Labeling for Xeljanz submitted for consult on November 
10, 2011.  We offer the following comments on the proposed labeling. 
 
OPDP’s comments on the PI are based on the proposed draft labeling titled 
“NDA 203214 – DPARP draft Label (9-18-12).doc” that was sent via email from 
DPARP to OPDP on September 18, 2012.  OPDP’s comments on the PI are 
provided directly in the marked-up document attached (see below). 
 
OPDP’s comments on the Medication Guide are based on the proposed draft 
labeling titled “tofacitinib (XELJANZ) 203214 DMPP MG Sep-2012 clean.doc” 
that was sent via email from DMPP to DPARP on September 27, 2012 and to 
OPDP on October 1, 2012. 
 
OPDP’s comments on the Medication Guide are provided directly in the marked-
up document attached (see below). 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
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OPDP has also reviewed the proposed carton and container labeling submitted 
by the sponsor on August 14, 2011, and located in the EDR at: 
 

 \\cdsesub1\EVSPROD\NDA203214\\0038\m1\us\contain-tofa10180.pdf 
 \\cdsesub1\EVSPROD\NDA203214\\0038\m1\us\contain-tofa1060.pdf 
 \\cdsesub1\EVSPROD\NDA203214\\0038\m1\us\contain-tofa5180.pdf 
 \\cdsesub1\EVSPROD\NDA203214\\0038\m1\us\contain-tofa560.pdf 

 
OPDP has no comments at this time on the proposed carton and container 
labeling. 
 
Thank you for the opportunity to comment on the proposed labeling. 
 
If you have any questions regarding patient labeling please contact Matt Falter at 
(301) 796-2287 or matthew.falter@fda.hhs.gov. 
 
If you have any questions regarding professional labeling please contact Roberta 
Szydlo at (301) 796-5389 or roberta.szydlo@fda.hhs.gov.   
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy Initiatives 
Division of Medical Policy Programs 

 

PATIENT LABELING REVIEW 

Date: September 27, 2012  
 

To: Badrul Chowdhury, MD,  
Director 
Division of Pulmonary, Allergy, Rheumatology Products 
(DPARP) 

Through: LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling 
Division of Medical Policy Programs (DMPP) 
 
Melissa Hulett, RN, BSN, MSBA   
Team Leader, Patient Labeling Team 
Division of Medical Policy Programs (DMPP) 
 

From: Sharon W. Williams, RN, BSN, MSN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

Subject: DMPP Review of Patient Labeling: Medication Guide (MG)  

 

Drug Name (established 
name):   XELJANZ (tofacitinib) 

 

Dosage Form and Route: Tablets 
 

Application 
Type/Number:  

 
NDA 203214 

  

Applicant: Pfizer Inc. 
 
 
 
 
 
 

  1
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1 INTRODUCTION 

On October 21, 2011, Pfizer Inc. submitted an original New Drug Application 
indicated for the treatment of adult patients with moderately to severely active 
rheumatoid arthritis who have had an inadequate response to methotrexate. 

On November 10, 2011 the Division of Pulmonary, Allergy, and Rheumatology 
Products (DPARP) requested that the Division of Medical Policy Programs (DMPP) 
review the Applicant’s proposed Medication Guide for XELJANZ (tofacitinib) 
Tablets.   

 

2 MATERIAL REVIEWED 

 Draft XELJANZ (tofacitinib) MG received on October 21, 2011 and received by 
DMPP on September 18, 2012 

 Draft XELJANZ (tofacitinib) Prescribing Information (PI) received October 21, 
2011 revised throughout the review cycle and received by DMPP on September 
18, 2012 

 Approved ACTEMRA comparator labeling dated August 13, 2012  

 

3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.   

 Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the MG document 
using the Verdana font, size 11. 

In our review of the MG we have:  

 simplified wording and clarified concepts where possible 

 ensured that the MG is consistent with the prescribing information (PI)  

 removed unnecessary or redundant information 

 ensured the MG meets the Regulations as specified in 21 CFR 208.20 

 ensured that the MG meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

 ensured that the MG is consistent with the approved comparator labeling where 
applicable.   

  

  2
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4 CONCLUSIONS 

The MG is acceptable with our recommended changes. 

 

5 RECOMMENDATIONS 

 Please send these comments to the Applicant and copy DMPP on the 
correspondence.  

 Our annotated version of the MG is appended to this memo.  Consult DMPP 
regarding any additional revisions made to the PI to determine if corresponding 
revisions need to be made to the MG. 

 

 Please let us know if you have any questions.  
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Memorandum   DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 CENTER FOR DRUG EVALUATION AND RESEARCH 

OFFICE OF SURVEILLANCE AND EPIDEMIOLOGY 
OFFICE OF PHARMACOVIGILANCE AND EPIDEMIOLOGY 

 
DATE: 21 June 2012 
 
FROM: John R. Senior, M.D., Associate Director for Science,  
 Office of Pharmacovigilance and Epidemiology (OPE),  
 Office of Surveillance and Epidemiology (OSE) 
 
TO: Badrul Chowdhury, M.D., Director, Division of Pulmonary, Allergy, and 

Rheumatology Products (DPARP), Office of New Drugs (OND) 
 Nikolay P. Nikolov, M.D., Medical Reviewer, DPARP 
 
VIA: Gerald Dal Pan, M.D., Director, OSE 
  
SUBJECT: Evaluation of a case of liver injury and dysfunction in subject taking the drug 

tofacitinib for rheumatoid arthritis, NDA 203214,  
 
 
Documents reviewed: 
1) Consultation request dated 30 March 2012, with requested completion date 27 April, 

assigned OSE #2012-778. 
2) Selected medical literature articles  
3) Submitted case report AERS 2011-193470, Polish woman 32 with rheumatoid arthritis who 

developed evidence of liver injury and subsequent jaundice after taking tofacitinib for about 
11 weeks 

________________________________________________________________________ 
 

The request from the review division was transmitted by Ms Philantha Bowen, Project Manager, 
to Ms Nichelle Rashid in OSE, and assigned tracking number #2012-778. The specific question 
asked was whether the case reported meets criteria for drug-induced liver injury (DILI). 
 
The drug being investigated, tofacitinib, formerly tasocitinib or CP-690550, was investigated by 
Pfizer for treatment of rheumatoid arthritis under IND 70,903 since 14 October 2004, and then 
submitted as NDA 203214 on 21 October 2011. It is proposed as an oral agent for treatment of 
moderately to severely active rheumatoid arthritis in patients who have responded inadequately 
to other disease-modifying anti-rheumatic drugs (DMARDs). The drug is administered as a 
tablet of 5 or 10 mg tofacitinib taken twice daily. 
 
Tofacitinib is an inhibitor of the enzyme Janus kinase 3 (JAK3), interfering with the JAK-STAT 
signaling pathway that transmits extracellular information to the cell nucleus, affecting nuclear 
DNA transcription, inhibiting production of inflammatory mediators, suppressing STAT-1 genes 
in joint tissue. JAK3 is primarily expressed in hemopoietic cells and affects signal transduction 
from the plasma membrane common gamma chain of receptors for several interleukins (IL-2, IL-
4, IL-7, IL-9, IL-15, and IL-21) to the nuclei of immune cells.  
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August 2009 to 12 August 2011, oral methotrexate 20 mg po weekly, September 2009 to 5 May 
2011, folic acid  from September 2006 to June 2011, and nimesulide 100 mg as needed for about 
two months in autumn 2010. She did not use dietary or herbal supplements or acetaminophen. 
She participated in Study A3921064 and received adalimumab 40 mg sc every two weeks from, 
4 March 2010 to 24 February 2011. She was then randomized to Study A3921024, the long-term, 
open-label, follow-up study of CP-690550 ; she stopped adulimumab and started oral tofacitinib 
10 mg twice daily on 24 February 2011. 
 
At the first visit under the new study she was found to show mildly elevated serum transaminases 
on 24 March (Day 29), without symptoms or rise in bilirubin or alkaline phosphatase. On repeat 
tests done on 1 April (Day 37) and 29 April (Day 64), the ALT was markedly elevated, the AST 
modestly so, and the ALP slightly elevated, but still without symptoms or bilirubin rise. Because 
of these findings her daily dose of tofacitinib was reduced to 5 mg b.i.d. and then stopped on 6 
May (Day 72). Results of testing 11 May (Day 77) showed further rises in serum enzyme 
activities, and study drug was stopped. The serum transaminases continue to rise in June. She 
was thought to have “autoimmune hepatitis and drug-induced liver damage.” Because she did not 
feel well she had increased her daily Encorton (prednisone) dose to 15 mg. Folic acid had been 
stopped 3 June. Serum testing showed hepatitis C antibody but not HCV RNA positive, and 
hepatitis B surface antigen negative. Hepatology consultation locally was requested, and she had 
fine-needle liver biopsy on  during hospitaliztion . The discharge diagnosis 
was “cholestatic hepatitis, most likely drug-induced.” The histology report was not diagnostic, 
no fibrosis seen, moderate cholestasis, some eosinophilic necrosis of the hepatocytes, portal 
inflammatory infiltrate --- thought possibly consistent with drug-induced liver damage. 
 
In early July she became jaundiced and on 10 July showed total bilirubin (TBL) of 10.3 mg/dL, 
alanine aminotransferase (ALT) of 1256 U/mL and aspartate aminotransferase (AST) of 869 
U/mL, alkaline phosphatase 329 U/mL. Further tests showed hepatitis A IgG positive but no 
IgM, anti-HB-core iGm negative, and she also was negative for ANA, AMA M2, LKM1. She 
was rehospitalized in  after last dose of tofacitinib) because of jaundice, 
nausea, weakness, malaise, and discharged with the same diagnosis as made the previous month. 
She was hospitalized again , again found to have no serologic tests for autoimmune 
disease positive, and no active hepatitis viral markers. Increased prednisone 60 mg daily along 
with azathioprine 2x50 mg was started, she was discharged with diagnosis of “autoimmune 
hepatitis superimposed on drug-induced damage.” As of 6 September, the last data reported, she 
was improving, jaundice was decreasing, serum transaminases declining toward the normal 
range, and predisone dosage was slowly being reduced. 
  
Comment: It is now June of 2012, and over 9 months have passed since the last report of this 
patient’s status. It would be of great interest to know if the prednisone has been stopped now, or 
at least reduced to her past long-term level of 10 mg/day, and if there has been any recurrence of 
liver test abnormalities, symptoms, or other findings. The sponsor should provide follow-up 
information as soon as possible.  
 
It is unclear how a diagnosis of autoimmune hepatitis was made at all; no supporting evidence 
for it was obtained. Granted that the patient is a woman, with autoimmune disease (rheumatoid 
arthritis), but the response of hepatic inflammation of almost any kind to high-dose steroid 
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treatment is unspecific and not diagnostic. Nor was the liver biopsy of any diagnostic value, even 
when subsequently reviewed by an expert  The sponsor agreed that “based on 
the information received, a causal relationship between the reported events and both Cp-690,550 
and methotrexate cannot be excluded…autoimmune hepatitis was not confirmed by the 
histopathology, and there was no serologic evidence for autoimmune etiology. Response to 
glucocorticoid treatment provides little diagnostic specificity. Furthermore there was evidence of 
hepatitis C that warrants further consideration and investigation, testing for hepatitis E, repeat 
tests for hepatitis B and C, and autoimmune serologic markers…” 
 
The sponsor then engaged  as an expert hepatology consultant, who reviewed 
the case information and replied on 13 October 2011 via email that he concluded there was no 
supportive evidence for a viral or autoimmune etiology to explain the hepatitis. He excluded 
methotrexate and adilimumab as causes. He concluded that “there is a possible association of 
the hepatitis and the study drug.” In a follow-up note on 18 October 2011, he recommended 
testing for hepatitis E viral infection, repeating tests for HCV-RNA and HBV-DNA, and for all 
autoimmune and viral markers after corticosteroid and azathioprine therapy is withdrawn. He 
also reviewed the liver biopsy sections, making no diagnosis. 
 

, expert hepatic histopathologist, also reviewed the liver biopsy, agreed on 
the findings as noted in Poland by Dr. Koshika Soma. He concluded on 18 October 2011that the 
findings were those of an active stage of an acute hepatitis ,but the findings were not specifically 
diagnostic although consistent with an idiosyncratic drug-related hepatocellular injury if viral 
hepatitis and autoimmune hepatitis have been excluded clinically and serologically. He pointed 
out that the biopsy was done on , early in the developing course of the illness and might 
have shown more extensive injury if done two months later. He pointed out that autoimmune 
hepatitis rarely presents with an acute onset, and if acute usually shows more severe injury that 
in the present case. 
 
Also consulted was  hepatologist at the . He 
opined that the clinical course is quite unusual for a drug-induced liver injury, but possible that 
an initial injury by CP690,550 might have initiated a secondary autoimmune attack on the liver. 
He wrote that might be supported if the patient could be weaned successfully off aggressive 
immune suppression with normal liver chemistries for at least 6 months. He also wrote that if she 
requires long-term immune suppression, above her baseline prednisone regimen, it is unlikely 
that the persistent and serious liver injury was CP690,550-related, and that she would have 
developed an autoimmune hrpatitis had she not been treated with the drug. He advised long-term 
follow-up, additional testing, and storage of sera for autoantibodies and immunoglobulin profile. 
 
What information the consultants had available is about what we also have at this point; it is 
unclear what the sponsor may have done, or what additional information might now be available 
from the study site since then. We cannot invent data, or speculate on what might have been. 
Using what data we do have allows a very revealing picture. The woman was on methotrexate 
for several years before the acute episode of hepatitis, and tolerated adalimumab for almost a 
year without any indication of liver injury. It cannot be written off as simple coincidence that her 
problems started shortly after she was exposed to the new drug tofacitinib, even though they did 
not resolve promptly after it was stopped. I do not know how long the drug may remain in tissues 
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Much could be said about the difficult differential diagnosis between autoimmune hepatitis and 
drug-induced liver injury, and there is a long history of debates and scoring systems for diagnosis 
between the two entities. I have cited a few references, mostly from the past decade, outlining 
some of the shifts in viewpoints that may be of interest. The burden of proof is on the sponsor to 
show evidence of some cause for the findings other than their drug, and that has not as yet been 
forthcoming. The opinion of , although erudite, is flawed in his statement that this 
was not typical for a drug-induced injury, because he knows as well as we that there is no typical 
presentation or course of drug-induced liver injury (DILI), and that it may mimick any known 
liver disease. That diagnosis cannot be made histologically, nor is there any test or sequence of 
tests that are definitively diagnostic of DILI.   
 
RECOMMENDATIONS: 
 

1. This case should be considered a “Hy’s Law” case, unless some new and very compelling 
alternative diagnosis can be provided. It should therefore be mentioned in the labeling if 
the drug is approved. 

2. It is unclear if monitoring recommendations will be useful or protective of patients, even 
if done faithfully (usually not), but physicians should be watchful for early evidence of 
liver injury, investigate promptly the possible cause, and interrupt drug administration 
until an alternate cause is found to be very likely. 

3. The sponsor should be requested to provide follow-up information about the patient for 
the more than 9 months that have elapsed since the last data were reported to us. 

 
 
  John R. Senior, M.D. 
 
 
 
cc:  N. Nikolov, DPARP 
 B. Chowdhury, DPARP 
 C. Chung, DPARP 
 N. Rashid, OPE 
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M E M O R A N D U M   DEPARTMENT OF HEALTH AND HUMAN SERVICES 
          PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

    ____________________________________________________________________________________________  
 

CLINICAL INSPECTION SUMMARY 

 
DATE:  June 21, 2012   
 
TO:  Philantha Bowen, Regulatory Project Manager  
  Nikolay Nikolov, M.D., Medical Officer 
  Sarah Okada Yim, M.D., Associate Director 

Division of Pulmonary, Allergy and Rheumatology Products (DPARP) 
 

FROM:   Anthony Orencia, M.D., F.A.C.P. 
  Medical Officer, GCP Assessment Branch 
  Division of Good Clinical Practice Compliance  

Office of Scientific Investigations  
 
THROUGH:   Janice Pohlman, M.D., M.P.H. 
  Team Leader, GCP Assessment Branch 

Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 

 
  Lauren Iacono-Connors, Ph.D. 
  Acting Branch Chief, GCP Assessment Branch  
  Division of Good Clinical Practice Compliance  
  Office of Scientific Investigations 
 
SUBJECT:   Evaluation of Clinical Inspections 
 
NDA:  203214 
 
APPLICANT: Pfizer, Inc. 
 
DRUG:  tofacitinib 
NME:   Yes 
THERAPEUTIC CLASSIFICATION/REVIEW: Standard Review 
 
INDICATION:  treatment of moderate-to-severely active adult rheumatoid arthritis in 

   patients with at least one failed DMARD therapy 
      

CONSULTATION REQUEST DATE: January 12, 2012 (Signed)  
Inspection Summary Goal Date:   June 8, 2012; extended to June 22, 2012  
DIVISION ACTION GOAL DATE: July 31, 2012 
PDUFA DATE: August 21, 2012 
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I. BACKGROUND:  
 
Tofacitinib [CP-690,550] is a highly selective inhibitor of the Janus kinase (JAK) family 
of kinases, including JAK3, which mediates signal transduction activity through the 
common gamma chain family of cytokines including interleukins (IL).  The interleukins 
IL-2, -4, -7, -9, -15, and 21, are integral to lymphocyte activation, proliferation and 
function. Through simultaneous blockade of the signal transduction of six lymphocyte 
growth factors, there is a resultant suppression of T-cells. The Sponsor submitted NDA 
203214 for tofacitinib, as a disease-modifying anti-rheumatic drug (DMARD) indicated 
for the treatment of moderate to severe active rheumatoid arthritis (RA) in adults. 
 
Four adequate and well-controlled studies were submitted in support of this NDA, 
including study protocols A3921044, A3921045, A3921046 and A3921064. Three 
clinical sites covering these four study investigations were selected for inspection.  
 
Protocol A3921044 (Brazil Site #1069, U.S. Site #1062) 
 
Protocol A3921044 was a Phase 3 randomized, two-year, double-blind, placebo 
controlled, parallel group study to assess the efficacy and safety of tofacitinib (CP-
690,550) in patients with rheumatoid arthritis on a stable background of methotrexate 
therapy. Patients were randomized 4:4:1:1 to one of the following parallel treatments: (1) 
CP-690,550 5 mg BID, (2) CP-690,550 10 mg BID, and (3) placebo tablets BID and (4) 
placebo tablets BID. 
 
The primary efficacy endpoints were the following: (1) American College of 
Rheumatology 20 (ACR20) responder rate versus placebo at the Month 6 visit, (2) 
change from baseline in the Health Assessment Questionnaire-Disability Index (HAQ-
DI) at the Month 3 visit, (3) patients achieving a Disease Activity Score (DAS 28-4 
(ESR)) < 2.6 versus placebo at the Month 6 visit and (4) Structure preservation as 
measured by the modified Total Sharp Score (mTSS) change from Baseline at Month 6.  
 
Protocol A3921045 (Brazil Site #1042) 
 
Protocol A3921045 was a Phase 3 randomized, 6-month, double-blind, placebo-
controlled, parallel group study to evaluate the efficacy and safety of tofacitinib (CP-
690,550) in patients with rheumatoid arthritis, in subjects with active rheumatoid arthritis 
who have had an inadequate response to a DMARD (traditional or biologic). Patients 
were randomized 4:4:1:1 to one of the following parallel treatments: (1) CP-690,550 5 
mg BID, (2) CP-690,550 10 mg BID, and (3) placebo tablets BID and (4) placebo tablets 
BID. 
  
The primary efficacy endpoints were the following: (1) ACR20 responder rate versus 
placebo at the Month 3 visit, (2) change from baseline in the HAQ-DI at the Month 3 
visit, and (3) patients achieving a DAS28-4 (ESR) < 2.6 versus placebo at the Month 3 
visit.   
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Protocol A3921046 (Poland Site #1072) 
 
Protocol A3921046 was a Phase 3 randomized, one-year, double-blind, placebo 
controlled, parallel group study to assess the efficacy and safety of tofacitinib (CP-
690,550) in patients with active rheumatoid arthritis who have had an inadequate 
response to a DMARD (traditional or biologic).  Patients were randomized 4:4:1:1 to one 
of the following parallel treatments (sequences): (1) CP-690,550 5 mg BID, (2) CP-
690,550 10 mg BID, and (3) placebo tablets BID and (4) placebo tablets BID. 
 
The primary efficacy endpoints were the following: (1) ACR20 responder rate versus 
placebo at the Month 6 visit, (2) change from baseline in the HAQ-DI at the Month 3 
visit, and (3) patients achieving a DAS28-4 (ESR) < 2.6 versus placebo at the Month 6 
visit.  
 
Protocol A3921064 (Poland Site #1100) 
 
Protocol A3921064 was a Phase 3 randomized, one-year, double-blind, placebo 
controlled, parallel group study to assess the efficacy and safety of tofacitinib (CP-
690,550) in patients with active rheumatoid arthritis on a stable background of 
methotrexate. Patients were randomized 4:4:1:1:4 to one of the following parallel 
treatments: (1) CP-690,550 5 mg BID and twice weekly placebo subcutaneous injections, 
(2) CP-690,550 10 mg BID and twice weekly placebo subcutaneous injections, (3) 
placebo and twice weekly placebo subcutaneous injections, (4) placebo and twice weekly 
placebo subcutaneous injections, and (5) placebo and adalimumab 40 mg twice weekly 
subcutaneous injections. 
 
The primary efficacy endpoints were the following: (1) ACR20 responder rate versus 
placebo at the Month 6 visit, (2) change from baseline in the HAQ-DI at the Month 3 
visit, and (3) patients achieving a DAS28-4 (ESR) < 2.6 versus placebo at the Month 6 
visit. For the clinical audit, the double-blind placebo-controlled period of the study 
protocol’s treatment sequence is the most relevant component for these efficacy 
assessments. 
 
II. RESULTS: 
 
Name of CI  
City, State 

Protocol/Study Site Insp. Date Final 
Classification* 

Charles 
Birbara, M.D. 
Worcester, MA 

Protocol A3921044 
Site #1062 
 
 

March 5 to 16, 
2012 

VAI 
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Name of CI  
City, State 

Protocol/Study Site Insp. Date Final 
Classification* 

Cristiano 
Zerbini, MD,  
Sao Paulo,  
BRAZIL 

Protocol A3921044 
Site #1069 
 
Protocol A3921045 
Site #1042 
 
 

May 14 to 25, 
2012  

Preliminary: NAI 
 

Artur 
Racewicz, MD 
Bialystok, 
POLAND 

Protocol A3921046 
Site #1072 
 
Protocol A3921064 
Site 1100 

April 23 to 27, 
2012 

Preliminary: NAI 

Pfizer, Inc. 
Groton, CT 

Sponsor 
 

April 30 to May 4, 
2012 

Preliminary: NAI 

 
*Key to Classifications 
NAI = No deviation from regulations. Data acceptable. 
VAI-No Response Requested = Deviations(s) from regulations. Data acceptable. 
VAI-Response Requested = Deviation(s) from regulations. See specific comments below for data 

acceptability   
OAI = Significant deviations from regulations.  Data unreliable/Critical findings may affect data integrity. 
Preliminary = The Establishment Inspection Report (EIR) has not been received and findings are based on 
preliminary communication with the field. 
 
 
CLINICAL STUDY SITE INVESTIGATOR 
 
1. Charles Birbara, M.D./Protocol A3921044 Site #1062 
     Worcester, MA 
 
a.  What was inspected: 
The inspection was conducted in accordance with Compliance Program 7348.811, from 
March 5 to 16, 2012. A total of 24 subjects were screened, 22 subjects were randomized 
and 11 subjects completed the study. A 100% audit of screened subjects’ initial informed 
consent forms was performed. 
 
A complete audit of one third of enrolled subjects’ records was conducted on eligibility 
criteria, laboratory testing including erythrocyte sedimentation rate (ESR) values, 
electrocardiogram reports, adverse events, test article accountability, radiographs 
performed, and concomitant medications. 
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The inspection evaluated the following documents: source records, screening and 
enrollment logs, case report forms, study drug accountability logs, study monitoring 
visits, and correspondence. Informed Consent documents and Sponsor-generated 
correspondence were also inspected.  
 
A focused audit was conducted on the efficacy assessment of American College of 
Rheumatology 20 (ACR20) response as part of primary objective #1 of Protocol 
A3921044. A 100% review for 22 enrolled subjects was conducted on the ACR20 
components for baseline and 6-month visits, and Health Assessment Questionnaire-
Disability Index (HAQ-DI) review for the 3-month visit. The ACR20 included the 
following: tender/painful joint count of 68 items; swollen joint count of 66 items; 
Patient’s Assessment of Arthritis Pain; Patient’s Global Assessment of Arthritis and 
Physician’s Global Assessment of Arthritis. 
 
b.   General observations/commentary: 
Source documents, for randomized subjects whose records were reviewed were verified 
against the case report forms and NDA subject line listings. There was no under-reporting 
of serious adverse events. The primary efficacy endpoints were verifiable for the ACR20 
individual item scores, and the HAQ-DI activity endpoints. There were no limitations 
during conduct of the clinical site inspections by ORA staff.  
 
Radiographs were taken by the study staff and sent to a central blinded assessor as per the 
radiographic manual. Thus, radiographic scores were not available and could not be 
compared with the NDA data listings. Per ORA field staff, it appeared that the study site 
was taking radiographs and submitting them to the central radiographic assessor, labeled 
with the proper subject identifiers. The site was able to show proof of delivery of 
radiographs. 
 
In general, this clinical site appeared to be in compliance with Good Clinical Practices. 
However, a Form FDA 483 (List of Inspectional Observations) was issued at the end of 
the inspection regarding deficiencies in preparing and maintaining adequate and accurate 
case histories with respect to ORA field observations. Minor regulatory observations of 
relevance included the following examples: 
 
Subject # Timepoint Measurement Source data NDA line listing* 
1001 Baseline Tender/painful joint count 32 33 
1001 Six-month Tender/painful joint count 18 17 
1006 Baseline Tender/painful joint count 35 34 
1012 Baseline Swollen joint count 42 43 
1014 Baseline Swollen joint count 39 42 
1016 Baseline Tender/painful joint count 24 22 
1016 Baseline Swollen joint count 21 20 
1018 Baseline Tender/painful joint count 41 40 
1023 Six-month Tender/painful joint count 4 6 
1023 Six-month Swollen joint count 3 5 
* NDA line listing correlates with eCRF value 
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Findings on the Form FDA 483 and the above minor regulatory deficiencies were 
discussed with the review division medical team. The observations cited above were not 
considered critical to study outcome assessment. 
 
c.   Assessment of data integrity: 
Data submitted by this clinical site appear acceptable for use in support of this specific 
indication. 
 
2. Cristiano Zerbini, M.D./Protocol A3921044 Site #1069 and 
    Protocol A3921045 Site #1045  

Sao Paulo, BRAZIL 
 
a.  What was inspected: 
The inspection was conducted in accordance with Compliance Program 7348.811, from 
May 14 to 25, 2012.  
 
For Protocol A3921044, a total of 56 subjects were screened, 34 subjects were enrolled 
and 30 subjects completed the study.  A 100% audit of 34 subjects’ initial informed 
consent forms was performed. An audit of 34 subjects’ records was conducted. 
 
For Protocol A3921045, a total of 50 subjects were screened, 25 subjects were enrolled 
and 23 subjects completed the study. A 100% audit of 25 subjects’ initial informed 
consent forms was performed. An audit of 25 subjects’ records was conducted. 
 
The inspection evaluated the following documents: source records, screening and 
enrollment logs, case report forms, study drug accountability logs, study monitoring 
visits, and correspondence. Informed Consent documents and Sponsor-generated 
correspondence were also inspected.  
 
b.    General observations/commentary: 
Source documents, for randomized subjects whose records were reviewed were verified 
against the case report forms and NDA subject line listings and no discrepancies were 
noted. There was no under-reporting of serious adverse events.   
 
Radiographs were performed at this clinical site, per Pfizer’s procedure manual for 
radiographic examinations of the hands, wrists and feet. The radiographs were “hard 
copies” sent to , the central radiograph reader.  mailed the actual 
radiographs back to the clinical site.  ORA was able to account for all subjects screened 
(n=34) in study A3921044. The ORA field staff was able to verify 10 subjects’ 
radiographs at various time points.  
 
The primary efficacy endpoints were verifiable for the ACR20 individual item scores, 
and the Health Assessment Questionnaire-Disability Index (HAQ-DI) activity endpoints. 
There were no limitations during conduct of the clinical site inspections by ORA staff.   
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In general, this clinical site appeared to be in compliance with Good Clinical Practices. 
No Form FDA 483 (List of Inspectional Observations) was issued at the end of the 
inspection. 
 
c.   Assessment of data integrity: 
Data submitted by this clinical site appear acceptable for use in support of this specific 
indication. 
 
Note: Observations noted above are based on preliminary communications with the field 
investigator; an inspection summary addendum will be generated if conclusions change 
upon receipt and review of the EIR. 
 
3. Artur Racewicz, MD/Protocol A3921046 Site #1072 and  
    Protocol A3921064 Site #1100 
     Bialystok, POLAND 
 
a.  What was inspected: 
The inspection was conducted in accordance with Compliance Program 7348.811, from 
April 23 to 27, 2012.  
 
For Protocol A3921046, a total of 26 subjects were screened, 20 subjects were enrolled 
and 18 subjects completed the study.  A 100% audit of screened subjects’ initial informed 
consent forms was performed. An audit of 14 subjects’ records was conducted. 
 
For Protocol A3921064, a total of 27 subjects were screened, 22 subjects were enrolled 
and 20 subjects completed the study. A 100% audit of 27 screened subjects’ initial 
informed consent forms was performed. An audit of 17 subjects’ records was conducted. 
 
The inspection evaluated the following documents: source records, screening and 
enrollment logs, case report forms, study drug accountability logs, study monitoring 
visits, and correspondence. Informed Consent documents and Sponsor-generated 
correspondence were also inspected.  
 
b.    General observations/commentary: 
Source documents, for randomized subjects whose records were audited, were verified 
against the case report forms and NDA subject line listings and no discrepancies were 
found. There was no under-reporting of serious adverse events.  The primary efficacy 
endpoints were verifiable for swollen and painful joint counts and for Health Assessment 
Questionnaire-Disability Index (HAQ-DI) activity endpoints. There were no limitations 
during conduct of the clinical site inspections by ORA staff.   
 
For Protocol A3921046 at Site #1072, the ORA field investigator in Poland notified OSI 
that five placebo patients originally randomized to placebo group “C” appeared to have 
actually been randomized to placebo group “D” for the following study subjects in the 
NDA data listing:  #10751004, #10801002, #10851004, #10861003 and #10861007.  
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OSI referred this item to the ORA field investigator conducting the Sponsor inspection 
and this issue was resolved during the Sponsor inspection (See Sponsor section below).  
Per discussions with the DPARP medical team, this potential concern was not a relevant 
issue.  
 
In general, this clinical site appeared to be in compliance with Good Clinical Practices. 
No Form FDA 483 (List of Inspectional Observations) was issued at the end of the 
inspection. 
 
c.   Assessment of data integrity: 
Data submitted by this clinical site appear acceptable for use in support of this specific 
indication. 
 
Note: Observations noted above are based on preliminary communications with the field 
investigator; an inspection summary addendum will be generated if conclusions change 
upon receipt and review of the EIR. 
 
SPONSOR 
 
4. Pfizer, Inc. 
     Groton, CT 
 
a.  What was inspected: 
The inspection was conducted in accordance with Compliance Program 7348.810, from 
April 30 to May 4, 2012.  
 
After issuance of the OSI assignment memorandum to the Office of Regulatory Affairs 
(ORA) on January 27, 2012, OSI collaborated heavily with DPARP in formulating 
focused questions for the ORA Bioresearch Monitoring (BIMO) field staff to verify 
during the clinical audit. OSI’s efforts included coordinating several meetings in March 
and April, 2012, with DPARP separately, ORA field staff separately, and both DPARP 
and ORA BIMO field staff to identify discrete target issues that could be evaluated at the 
field Sponsor audit. These issues included: 
 

i. Pfizer’s data management process, flow of clinical trial data information, 
monitoring and oversight of other supervised entities (e.g. Contract Research 
Organizations (CROs)). 

  
ii. For Phase 3 studies A3921032, A3921044, A3921045, A3921046, and A3921064, 

Pfizer reported programming errors to DPARP and the NDA in January 2012. A 
detailed assessment of the programming error involving the patient and physician 
arthritis global assessment response data in the calculation of the DAS 28 primary 
endpoint was requested. 
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iii. During the clinical site audit for Protocol A3921046 at Site #1072 in Poland, five 
placebo patients originally randomized to placebo group “C” appeared to have 
actually been randomized to placebo group “D” for the following study subjects in 
the NDA data listing:  #10751004, #10801002, #10851004, #10861003 and 
#10861007. The clinical investigator and Sponsor representative in Poland had no 
explanation. The field investigator was asked to address this issue during the 
Sponsor inspection, and resolved this potential concern (See section b below). 

 
iv. For Protocol A3921044, the “tofacitinib x-ray study,” a description of the flow of 

radiographic information was requested. Additionally, the field investigator was 
asked to verify the disposition of radiographs on the “missing” x-ray listing as 
prepared by Youngman Kim, Ph.D. (biostatistician) and Nikolay Nikolov, M.D. 
(DPARP Medical Officer). The listing consisted of 68 patients in Study A3921044: 
n=14 (placebo), n=36 (drug CP-690,550, 5 mg), and n=18 patients (drug CP-
690,550, 10 mg). 

 
 

b.    General observations/commentary: 
The Sponsor maintained adequate oversight of the clinical trial.  No salient issues were 
identified. Source records were verified at the Sponsor site and appeared adequate as 
described below. 
 
In terms of data management and monitoring, Pfizer retained primary responsibility for 
research-related activities and did not delegate responsibilities to a CRO.  Pfizer 
contracted with service providers, such as  and  to perform 
requested services on behalf of the Sponsor. 
 
As lead data manager,  performed specific services and activities such as 
data listing document preparation, listing all the manual checks that were done 
periodically. For reporting events, a snapshot of the data and when the data was taken 
was obtained according to SOPs. The program data manager met weekly with a lead data 
manager, who was the primary responsible person to discuss any data-related issues. 

 
Electronic case report forms (eCRFs) were employed and were developed via the 
Sponsor’s Program Data Manager.   
  
Oracle Clinical Remote Data Capture (OC-RDC) training was required for clinical site 
participation in the on-going clinical trial. Account access was based on specific job titles 
or Pfizer permissions.  External accounts for the clinical investigator sites were OC-RDC 
“read only” or with data entry capabilities to the database.  Data transfer into the Pfizer 
database from the sites was via internet web base tool using SSL 1.0 encryption 
technology and a http address. Data changes were controlled by administrative 
permissions and tracked by audit trails.  Study monitors had read only accounts and could 
make comments.  When data entry was complete, the investigator site was provided with 
a compact disc (CD) of the data. 
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The x-rays that appeared to be “missing” in the NDA datasets occurred for a variety of 
reasons: (a) images were unable to be read due to poor image quality; (2) images were 
able to be read, but radiographs were taken out of the scheduled visit windows; (3) the 
subject discontinued from the study; (4) clinical site non-compliance, or (5) radiographs 
were not done.   
 
ORA field staff was able to account for the 68 subjects that appeared to be “missing,” as 
noted above.  
 
Additional Medical Officer’s note: The “Pfizer A3921044 Charter for Independent 
Radiological Assessment” was also made available to the DPARP medical team. The 
document described the process for x-ray image acquisition, and centralized independent 
and blinded review of the radiographic data.    
 
No Form FDA 483 List of Inspectional Observations was issued at the end of the Sponsor 
inspection. 
 
c.   Assessment of data integrity: 
The study appears to have been conducted adequately. Data submitted by this Sponsor 
appear acceptable in support of the respective indication. 
 
Note: Observations noted above are based on preliminary communications with the field 
investigator; an inspection summary addendum will be generated if conclusions change 
upon receipt and review of the EIR. 
 
III. OVERALL ASSESSMENT OF FINDINGS AND GENERAL 
RECOMMENDATIONS 
 
For these four, Phase 3, randomized, double-blind studies, a single domestic and two 
foreign clinical investigator sites plus the Sponsor were inspected in support of this 
application. Minor regulatory deficiencies were observed for Charles Birbara’s site 
(Protocol A3921044 Site #1062). No regulatory deficiencies were observed for the 
Sponsor [Pfizer], Artur Racewicz, MD  (Protocol A392046 Site #1072 and Protocol 
A3921064 Site #1100, respectively), and Cristiano Zerbini, M.D. ( Protocol 
A3921044/Site #1069 and Protocol A13921045/Site #1042, respectively). Based on 
review of inspectional findings for these clinical investigators and the Sponsor, the study 
data collected appear generally reliable in support of the requested indication.    
 
Note: Observations noted above, for the two foreign clinical sites and the Sponsor are 
based on the preliminary communications from the field investigators; an inspection 
summary addendum will be generated if conclusions change significantly upon receipt 
and review of the final EIRs. 
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{See appended electronic signature page} 
 

Anthony Orencia, M.D. 
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Office of Scientific Investigations 
 
 

CONCURRENCE: 
 

{See appended electronic signature page} 
 

Janice Pohlman, M.D., M.P.H. 
Team Leader 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
Office of Scientific Investigations 
 

CONCURRENCE: 
 

{See appended electronic signature page} 
 

Lauren Iacono-Connors, Ph.D. 
Acting Branch Chief 
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance 
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Food and Drug Administration 
Center for Drug Evaluation and Research 

 
CONSULTATION 

 
DATE:    Consult requested: 18 May 2012 
    Desired Completion date: 22 June 2012 
    Date of review:  20 June 2012 
 
FROM:    Iffat N. Chowdhury, M.D. 
    Division of Metabolism and Endocrine Products (DMEP) 
 
THROUGH:    Eric Colman, M.D., Deputy Director 
    Division of Metabolism and Endocrine Products 
 
TO:     Christine Chung, RPM/ Nikolay Nikolov, MD   
    Division of Anesthesia, Analgesics and Rheumatology 
 
SUBJECT:    Potential cardiovascular risk associated with lipid   
    parameter changes seen with Tofacitinib 
 
I. Basis for Consult Request 
 
NDA 203214 is an original submission for tofacitinib, a selective inhibitor of Janus 
associated kinases (JAK), which mediate signal transduction activity through the 
common gamma chain family of cytokines including IL-2, -4, -7, -9, -15, and 21. These 
cytokines are integral to lymphocyte activation, proliferation and function.1 
 
In kinase assays, tofacitinib inhibited JAK1, JAK2, JAK3 and, to a lesser extent, TyK2.  
The broad effect of JAK inhibition on multiple cytokine pathways provided the rationale 
for developing tofacitinib as a treatment for RA in which lymphocyte activation and 
proliferation play a pathogenic role. 
 
The tofacitinib safety database relevant to this consult included approximately 3030 
patients who received tofacitinib in Phase 3 studies and data from two on-going open-
label long term extension (LTE) studies of 3515 patients who were previously enrolled in 
double-blind Phase 2 or 3 studies.  
 
Efficacy analysis showed that treatment with tofacitinib resulted in both statistically 
significant and clinically relevant benefit. However, treatment with tofacitinib also 
resulted in mild-to-moderate increases in lipid parameters, shown in slides from the 
applicant’s slide-set from the Arthritis Advisory Committee Meeting May 9, 2012: 
 

                                                 
1 Nikolov, N. Clinical Review for NDA 203214.  
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Source: Pfizer’s Slides from May 9, 2012 Advisory Committee. 
 
 
DPARP’s analysis of the applicant’s data did not reveal an increased risk of MACE 
events (cardiovascular death, non-fatal MI and non-fatal CVAs) during the time frame of 
the clinical trials (12 months) and open-label long-term extensions. 
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II. Background 
 
Tofacitinib is an inhibitor of the Janus kinase (JAK) family. The product is being 
proposed as immediate-release tablets for oral administration in 5 and 10 mg dosage 
strengths. 
 
The clinical development program for tofacitinib included studies of 5 mg BID and 10 
mg BID and investigated tofacitinib monotherapy and tofacitinib in combination with 
methotrexate and other disease modifying anti-rheumatic drugs (DMARDs). The 
majority of patients in the tofacitinib RA pivotal studies were female, Caucasian, with 
mean disease duration of 7-13 years, and a mean age in the early fifties.  
 
The overall baseline cardiovascular risk profile was low and comparable among the 
treatment arms in the Phase 3 program. The proportion of patients with two or more 
coronary risk factors was around 22% and only 10-13% of the Phase 3 population had a 
10-year Framingham risk of over 10%. 
 
The following table summarizes the exposure of tofacitinib in the RA trials:  

 
Clinical Trial Exposure to Tofacitinib in Completed RA Phase 2 and Phase 3 

Studies and Long Term Extension Studies 

 Source: Pfizer’s Briefing Document, pg. 102. 
 
Lipids 
Tofacitinib administration resulted in changes in lipid parameters---an approximate 15% 
increase in LDL-C, HDL-C, TG and TC. The overall LDL/HDL ratios did not appear to 
change.  
 
Tofacitinib resulted in dose-dependent increases in LDL-C of 15 -20% within the first 
one to three months therapy and stabilized thereafter. These changes were similar in the 
monotherapy and background DMARD studies.  
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Shift analyses showed that approximately 40% to 65% of patients in a baseline category 
had an increase in LDL-C and moved to a higher ATP III category during the first 3 
months of treatment. The percentage of patients was generally higher (approximately 
55% to 65%) in the lower baseline LDL-C categories (<100 and 100-130 mg/dL) than in 
the higher baseline LDL-C categories (40% to 55% in the 130-160 mg/dL and 160-190 
mg/dL categories). 
 
Mean HDL levels increased by approximately 12-15% from baseline in the tofacitinib 
groups, whereas levels increased to a lesser extent (10%) in adalimumab group, and 
remained unchanged in placebo group. Tofacitinib increased TG by 10-20% from 
baseline without clear a dose response and remained stable with prolonged exposure. 
 
C-Reactive Protein (CRP) 
Tofacitinib is an anti-inflammatory agent and decreased CRP. Although CRP data is not 
available from the pooled databases, the following table shows the mean change in CRP 
in several studies. For each treatment arm, the first column is N, second column is the 
change from Baseline in CRP, and the third column is the standard error of the mean.  
 

Mean Change in CRP with Tofacitinib 

 
 
MACE 
According to the Agency’s AAC briefing document, pre-specified monitoring and 
adjudication of cardiovascular events were incorporated into the RA Phase 3 program. 
The adjudication of CV events was performed in a blind fashion by an external 
Cardiovascular Safety Endpoint Adjudication Committee (CV-SEAC) consisting of three 
cardiologists and governed by a Charter. 
 
The endpoint of major adverse cardiovascular events (MACE) was defined as the 
composite of the following: 

• CV death: coronary, cerebrovascular, cardiac (e.g., sudden cardiac death), and 
non-cardiac vascular (e.g., pulmonary embolism) 

• Non-fatal CV events: myocardial infarction, cerebrovascular events 
 
In the Phase 3 trials over a 12 month period, there were 14 MACE events (using the 
definition above) in 2098 patient years for an incidence rate of 0.57/ 100 patient years in 
the tofacitinib (all doses) group. In comparison, the MACE incidence was 1/100 patient 
years for placebo and 1.68/ 100 patient years for ADA.  The exposure-adjusted rates from 
the LTE studies remained consistent with the rates observed during the controlled periods 
of the Phase 3 studies.  
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Over a 12 month period in the Phase 3 studies, there were 4 non-fatal MIs in the 
tofacitinib (all doses) group in 2098 patient years for an incidence rate of 0.19 per 100 
patient years. In comparison, the incidence rate for placebo was 0 and for ADA 0.22/ 100 
patient years. Furthermore, the incidence rate for tofacitinib is not elevated compared to 
published rates of MI in RA patients, which range from 0.47 per 100 patient-years in the 
ARAMIS database to 0.76 per 100 patient-years in the National Data Bank for Rheumatic 
Diseases. 
 
Similarly, the rate of cerebrovascular accident events in patients treated with tofacitinib 
during the Phase 3 studies is not elevated compared to published rates. Eight non-fatal 
CVAs were diagnosed in 2098 patient-years exposure for a rate of 0.33 per 100 patient 
years. Published rates range from 0.11 per 100 patient-years in female RA patients within 
the Nurse’s Health Study to 0.76 per 100 patient-years in the UK General Practice 
Research database. 2 
 
DMEP reviewer’s comment: Using patient-years of exposure may be misleading if 
the study does not have an adequate number of subjects studied for a sufficient 
duration to assess this long-term safety risk. 
 
The following table summarizes the major cardiovascular events by number of events, 
number of patients, and incidence rate per 100 patient-years.  
 

                                                 
2 Division of Anesthesia, Analgesia, and Rheumatology Products’ Overview of the July 29, 2008 AAC 
Meeting to Discuss BLA 125276 for tocilizumab for the treatment of moderately to severely active 
rheumatoid arthritis (RA), page 22. 
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III. Recommendations  
 
The following questions have been posed by DPARP to DMEP: 
 
Questions: 
1) Given the lipid parameter changes discussed below, and the lack of corresponding 
cardiovascular adverse event signal detected in the time frame of the clinical trials and 
long-term extensions, do you believe that these lipid parameter changes are sufficient to 
be worrisome for an increased risk of cardiovascular events? 
 
DMEP Response: The relationship between LDL-C and risk for CVD is direct and 
linear. One percent increase in the level of LDL-C is associated with a 1% increase 
in the risk for CVD. Thus, all else being equal, on a population level, the average 
increase in LDL-C observed following treatment with 10 mg BID tofacitinib would 
presumably increase the risk for CVD by as much as 20%.  
 
The cardiovascular benefit of drug-induced increases in HDL-cholesterol has 
recently been called into question by the results of two cardiovascular outcomes 
trials. In 2011, the NHLBI ended the AIM HIGH trial due to futility. AIM HIGH 
was a RCT of Niacin (HDL-raising therapy) plus a statin to prevent vascular events.  
Similarly, in May 2012, Roche ended the development of dalcetrapib, a CETP 
inhibitor that raised HDL-C by an average of 40%. A data and safety monitoring 
board recommended that the dalcetrapib cardiovascular outcomes trial be stopped 
due to lack of clinically meaningful efficacy.  
 
In addition to the HDL-C level, research is ongoing towards understanding HDL 
particle concentration, and HDL subclassification. Various HDL raising therapies 
have different effects on HDL-C, HDL subclasses and, perhaps most importantly, 
HDL functionality (e.g., ability to cause efflux of cholesterol from macrophages).   
 
Technically, tofacitinib is an anti-inflammatory agent that reduces CRP, a serum 
protein that is directly correlated with risk for CVD. Inflammation is thought to 
play a role in the pathogenesis and risk for CVD.  
 
Furthermore, given that there were only a total of 19 MACE, 3 cardiovascular 
deaths, 6 myocardial infarctions, and 10 CVAs over 12 months in subjects treated 
with tofacitinib, control agents, and placebo, the number and duration of patient 
exposure is, as you are aware, inadequate to accurately define tofacitinib’s 
cardiovascular profile.  
 
Therefore, the net effect of tofacitinib on cardiovascular risk in patients with RA is 
difficult to predict. A cardiovascular outcomes trial is the only way one can 
accurately define tofacitinib’s risk profile.  
 
2) If so, given the limited numbers of RA patients who might be available for a 
cardiovascular outcomes study, how would you recommend this question be addressed? 
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DMEP Response: Provided below is a table of various sample sizes for a non-
inferiority trial comparing the incidence of major cardiovascular events (MACE) – 
CHD death, non-fatal MI, and stroke –  in patients treated with standard anti-
arthritic therapy to standard anti-arthritic therapy + tofacitinib.  
 
Total sample sizes1 for a non-inferiority outcome trial comparing an arthritis drug 

to control group on a major cardiovascular event (MACE) endpoint 
Non-inferiority margin for hazard ratio λt /λc 

(total # events needed 4) 
Control  
annual event rate 
2 

Trial 
duration 
(yrs) 

Control total 
event rate 3 

1.2 
(944) 

1.3 
(456) 

1.4 
(277) 

1.5 
(191) 

2% 2 4% 24900  12000 7300 5100 
 3 6% 16600 8000 4900 3400 
 4 8% 12500 6000 3700 2600 

 
3% 2 6% 16600 8000 4900 3400 
 3 9% 11100 5400 3300 2300 
 4 11% 9100 4400 2700 1900 

 
4% 2 8% 12500 6000 3700 2600 
 3 12% 8300 4000 2500 1700 
 4 15% 6700 3200 2000 1400 
1 Sample sizes rounded up to nearest 100 
2 Control event rate assumed equal to test drug event rate.   
3 Event rate for trial duration = 1 – (1 - annual event rate) yrs 

4 Total # events calculated analytically and verified using EAST   
 
To cite one scenario, assuming 1:1 randomization, an annual MACE rate of 4% in 
the control group, and study duration of 2 years, to rule out, with 80% power, a 
40% increase in the risk for MACE in tofacitinib vs. non-tofacitinib subjects, would 
require a total of approximately 1850 subjects per group, or 3700 subjects for the 
total study. 
 
The sample size increases as the level of risk one wishes to rule out decreases, the 
event rate in the control group decreases, and the duration of the study decreases.  
 
We would also mention that while there are articles in the literature touting imaging 
studies, such as intima-media thickness (CIMT) of the common carotid artery and 
intravascular ultrasound (IVUS) of the coronary arteries, as useful noninvasive 
surrogate markers of macrovascular atherosclerosis disease in RA and other patient 
populations,3 this division, for reasons beyond the scope of this consult, has found 
these imaging techniques problematic when attempting to assess drug-induced 
changes in CVD risk.  
 

                                                 
3 Gonzalez-Juanatey C, Llorca J, Martin J, Gonzalez-Gay MA. Carotid Intima-Media Thickness Predicts 
the Development of Cardiovascular Events in Patients with Rheumatoid Arthritis. Semin Arthritis Rheum. 
2008 Mar 11 
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A recent meta-analysis investigating the association between changes in cIMT and 
cardiovascular risk found that no conclusion can be derived for the use of cIMT 
progression as a surrogate in clinical trials.4 
 
If you do not believe that it is feasible to conduct an outcomes trial to characterize 
the long-term cardiovascular profile of tofacitinib in patients with RA prior to 
approval, we recommend that the labeling include a limitations of use statement 
that the effect of tofacitinib on cardiovascular morbidity and mortality is unknown. 
We also recommend that the labeling include the changes in lipoprotein lipids levels 
observed in the clinical trials. Moreover, it would be prudent to instruct healthcare 
providers to periodically monitor lipid levels, particularly during the first 3 months 
of tofacitinib use, and when indicated per clinical guidelines, treat to goal with an 
HMG-CoA-reductase inhibitor (statin) as first line therapy.   
 
You can consult the recommendations from the National Cholesterol Education 
Program at the following web address: 
 
http://www.nhlbi.nih.gov/guidelines/cholesterol/  
 
 
 

                                                 
4 Lorenz MW et al. Carotid intima-media thickness progression to predict cardiovascular events in the 
general population (the PROG-IMT collaborative project): a meta-analysis of individual participant data. 
Lancet 2012; 379:2053-62.  
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•  Carton Labeling submitted October 21, 2011 (see Appendix B) 

•  Labels submitted October 21, 2011 (see 
Appendix C) 

• Insert Labeling submitted  October 21, 2011 (no image) 

3 CONCLUSIONS AND RECOMMENDATIONS  
DMEPA concludes that the proposed label and labeling can be improved to increase 
readability and clarity of the important information on the labels for safe use.  We 
recommend the following:  

A. General Comment 

Increase the prominence of the statement, ‘Always Dispense with Medication 
Guide’ by bolding and increasing the font size. 

B. Container Labels 

1. The established name includes the active ingredient and the finished 
dosage form.  Relocate the dosage form, ‘tablets’, to appear after 
(Tofacitinib Citrate). For example:  

 
Tradename 
(Tofacitinib Citrate)  
Tablets 
10 mg 

2. Relocate the ‘Rx only’ statement to the bottom of the principal display 
panel. 

C.  Carton Labeling 

1. See Comments B1-B2. 

2.  Relocate the statement,  to below the net quantity statement. 

3. Revise the statement,  to read  
 

D.  Labels 

1. Ensure the size of the established name is at least half as large as the 
letters comprising the proprietary name and has a prominence consistent 
with the proprietary name (type, size, color, font) in accordance with 21 
CFR 201.10 (g)(2). 

2. Revise the word ‘Tablets’ to read ‘Tablet’  
 

3. The  labels for both strengths appear identical. To avoid selection 
errors, revise the  labels using color and/or boxing or other means so 
that strengths are differentiated from each other. 
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If you have further questions or need clarifications, please contact Nichelle Rashid, 
project manager, at 301-796-3904. 
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MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
      PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
___________________________________________________________ 
 
DATE: May 21, 2012 
 
TO:  Badrul Chowdhury, M.D., Ph.D. 
  Director, Division of Pulmonary, Allergy and 

Rheumatology Products 
 

Chandrahas G Sahajwalla, Ph.D. 
Director, Division of Clinical Pharmacology 2, Office 
of Clinical Pharmacology, Office of Translational 
Science 
 

FROM: Young Moon Choi, Ph.D. 
Bioequivalence Branch 
Division of Bioequivalence and GLP Compliance 
Office of Scientific Investigations 

 
THROUGH: Sam H. Haidar, Ph.D., R.Ph.  

Chief, Bioequivalence Investigations Branch 
Division of Bioequivalence and GLP Compliance 
Office of Scientific Investigations;  
 

  William H. Taylor, Ph.D., DABT  
Acting Division Director 
Division of Bioequivalence and GLP Compliance  
Office of Scientific Investigations  

 
SUBJECT:  Review of EIR Covering NDA 203-214, Tofacitinib Tablets 
 
At the request of the Office of Clinical Pharmacology, Division 
of Clinical Pharmacology 2, the Division of Bioequivalence and 
GLP Compliance (DBGC) conducted an audit of the clinical and 
analytical portions of the following bioequivalence study: 

 
Study Number:  A 3921075  
 
Study Title:   Phase 1, Open-Label, Randomized, Single Dose, 

3- Treatment, 3-Period, Cross-Over, Bioequivalence 
Study Comparing Phase 2B, Phase 3 and Commercial 
Image Tablet Formulations of Tasocitinib (CP- 
690,550) under Fasted Conditions  

 
Clinical Site:   Pfizer Clinical Research Unit 
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   Raffles Hospital, Singapore  
 
Analytical Site: 

   
 
For the clinical site, the ORA inspector, Denise L. Burosh of 
MIN-DO, audited records pertinent to study A 3921075 and 
collected reserve samples at Pfizer Clinical Research Unit, 
Raffles Hospital, Singapore, during inspection from 3/19/2012 to 
3/22/2012. The inspection did not observe any objectionable 
conditions, and no Form FDA-483 was issued at the close of 
clinical site inspection.  
 
For the analytical site, the ORA inspector,  of 

, and pharmacologist Young Moon Choi of DBGC, audited the 
analytical data at  from  to 

 The inspection team did not observe any objectionable 
conditions during inspection, and no form 483 was issued at the 
close of analytical site inspection.       
 
 
CONCLUSION: 
This reviewer recommends that the data from the study, A 3921075, 
are acceptable for your review. 
 
After you have reviewed this transmittal memo, please append it 
to the original NDA submission. 
 
 

_________________________________ 
Young Moon Choi, Ph.D. 
Pharmacologist 
 

 
 
 
 
 
Final Classification: 
NAI - Clinical Site: Pfizer Clinical Research Unit 

Raffles Hospital, Singapore  
FEI: 3007390440 

 
NAI - Analytical Site:  
   

FEI:  
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MIN-DO: Burosh/Richard-Math 

 
Draft: YMC 5/21/2012 
Edit: MFS 5/21/2012 
OSI: File # 6294; O:\BIOEQUIV\EIRCOVER\203214.pfi.tof.doc 
FACTS: 1371115 
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II.   Protocol/Site Identification 
 

Site # (Name,Address, Phone number, email, fax#) Protocol ID Number of 
Subjects Indication 

Site# 1062 
Dr. Charles Birbara 
Clinical Pharmacology Study Group 
26 Queen Street 
Worcester, MA 01610 

A3921044 22 

Site# 1069 
Dr. Cristiano Zerbini 
CEPIC - Centro Paulista de Investigacao Clinica e Servicos 
Medicos Ltda  
Rua Moreira e Costa 342 
Sao Paulo, SP 04266-010 BRAZIL 

A3921044 34 

Site #1042 
Dr. Cristiano Zerbini 

Same as above 
A3921045 25 

Site# 1072 
Dr. Artur Racewicz 
NZOZ CENTRUM MEDYCZNE  
ul. Pulaskiego 69  
Bialystok, 15-337 POLAND 

A3921046 20 

Site# 1100 
Dr. Artur Racewicz 

Same as above 
A3921064 22 

Rheumatoid 
Arthritis 

 
III. Site Selection/Rationale 
 
Rationale for OSI Audits: 
This is an NDA for a new molecular entity, a JAK inhibitor, which represents a new class of drugs 
for the treatment of patients with RA.   
 
Rationale for site selection: 
The efficacy in the NDA is supported by data from five core clinical trials in the target population. 
All of the trials were multicenter, international, randomized, double-blind, placebo (or active) 
control, superiority trials. The study population was recruited from predefined regions: US (20%), 
Europe/Canada (34%), Latin America (15%), rest of the world (31%). The majority of the clinical 
sites have recruited relatively small numbers of patients with the highest recruitment reaching 34 
subjects per site around 4% of the study population). Since the efficacy results are robust it is 
unlikely that a single site could have had a significant impact on the overall efficacy. Therefore, to 
optimize the site selection process we focused on sites with highest recruitment using the arbitrary 
number of 20 or more patients. This approach identified a total of 19 sites. Of these, only one was a 
US site which was selected for inspection. The rest of the sites were approximately equally 
distributed among the different geographic regions. Single investigators from Brazil (Dr. Zerbini) 
and Poland (Dr. Racewicz) recruited to more than one of the core studies. Therefore, they were 
selected for inspection. The proposed GCP inspection would cover sites that contributed patients to 
4 out of the 5 core efficacy trials.  
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Domestic Inspections:  
 
Reasons for inspections (please check all that apply): 
 
   Yes Enrollment of large numbers of study subjects 
           High treatment responders (specify): 
          Significant primary efficacy results pertinent to decision-making  
          There is a serious issue to resolve, e.g., suspicion of fraud, scientific misconduct, 

significant human subject protection violations or adverse event profiles. 
          Other (specify): 
 
International Inspections: 
 
Reasons for inspections (please check all that apply): 
 
   Yes There are insufficient domestic data 
           Only foreign data are submitted to support an application  
          Domestic and foreign data show conflicting results pertinent to decision-making  
          There is a serious issue to resolve, e.g., suspicion of fraud, scientific misconduct, or 

significant human subject protection violations. 
                  Other (specify) (Examples include: Enrollment of large numbers of study subjects and 

site specific protocol violations.  This would be the first approval of this new drug and 
most of the limited experience with this drug has been at foreign sites, it would be 
desirable to include one foreign site in the DSI inspections to verify the quality of 
conduct of the study). 

 
IV. Tables of Specific Data to be Verified (if applicable) 
 
Not applicable.  
 
Should you require any additional information, please contact Philantha Bowen  at 301-796-2466 
or Nikolay Nikolov at 301-796-5281. 
 
Concurrence: (as needed) 
 
 _Sarah Yim__________ Medical Team Leader 
 _Nikolay Nikolov______ Medical Reviewer 
 _Badrul A. Chowdhury_ Division Director (for foreign inspection requests or requests for 5 

or more sites only) 
 
 
 
 
 
***Things to consider in decision to submit request for DSI Audit 
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 Evaluate site specific efficacy. Note the sites with the greatest efficacy compared to active or 
placebo comparator. Are these sites driving the results?  

 Determine the sites with the largest number of subjects. Is the efficacy being driven by these 
sites? 

 Evaluate the financial disclosures. Do sites with investigators holding financial interest in the 
sponsor’s company show superior efficacy compared to other sites?  

 Are there concerns that the data may be fraudulent or inconsistent? 
 Efficacy looks too good to be true, based on knowledge of drug based on previous 

clinical studies and/or mechanism of action 
 Expected commonly reported AEs are not reported in the NDA 

 Evaluate the protocol violations. Are there a significant number of protocol violations reported 
at one or more particular sites? Are the types of protocol violations suspicious for clinical trial 
misconduct? 

 Is this a new molecular entity or original biological product? 
 Is the data gathered solely from foreign sites? 
 Were the NDA studies conducted under an IND? 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
_______________________________________________________________ 
 
DATE: January 3, 2012 
 
TO:  Associate Director 

International Operations Drug Group 
Division of Foreign Field Investigations (DFFI) 

 
  Director, Investigations Branch 
   
   
   
 
From: Sam H. Haidar, Ph.D., R.Ph. 
  Chief, Bioequivalence Investigations Branch 
  Division of Bioequivalence and GLP Compliance (DBGC)  

Office of Scientific Investigations (OSI) 
 
SUBJECT: FY 2012, High Priority User Fee NDA, Pre-Approval Data 

Validation Inspection Bioresearch Monitoring, Human 
Drugs, CP 7348.001 

 
                RE: NDA 203-214 
              DRUG: Tofacitinib Tablets 5 mg, 10 mg 
           SPONSOR: Pfizer, Inc. 

445 Eastern Point Road 
Groton, CT 06340 

   SPONSOR CONTACT: Nickie Kilgore, DVM 
 Director, Regulatory Strategy 
 TEL: (860) 441-5030 
 FAX: (860) 686-7545 
 EMAIL ADDRESS: Nickie.Kilgore@pfizer.com 
 
This memo requests that you arrange for inspections of the 
clinical and analytical portions of the following bioequivalence 
study.  A DBGC, OSI scientist with specialized knowledge may 
participate in the inspection of the analytical site to provide 
scientific and technical expertise.  Please contact DBGC upon 
receipt of this assignment to arrange scheduling of the 
inspections. These inspections should be completed before May 
15, 2012. 
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Study Number:  A3921075   
 
Study Title:   Phase 1, Open-Label, Randomized, Single Dose, 3-

Treatment, 3-Period, Cross-Over, Bioequivalence 
Study Comparing Phase 2B, Phase 3 and Commercial 
Image Tablet Formulations of Tasocitinib (CP-
690,550) under Fasted Conditions 

 
Clinical Site: Pfizer Clinical Research Unit 
 585 North Bridge Road, #10-00 (Raffles Hospital) 

Singapore, 188770 
 TEL: (65) 6-4969-800       
 
Clinical  
Investigator:  Dr. Heng Wee Choo 

 
Please audit the records of all study subjects enrolled at the 
study site.  The subject records in the FDA submission should be 
compared to the original documents at the reserved facility.  
The protocol and actual study conduct, IRB approval, drug 
accountability, as well as the source documents and case report 
forms for dosing, clinical and laboratory evaluations related to 
adverse events, inclusion/exclusion criteria, and number of 
evaluable subjects should be examined.  The SOPs for the various 
procedures need to be scrutinized.  In addition to the standard 
investigation involving source documents, the correspondence 
files should be examined for sponsor-requested changes, if any, 
to the study data or report.  Please confirm the presence of 
100% of the signed and dated informed consent forms, and comment 
on this informed consent check in the EIR. Relevant exhibits 
should be collected for all findings, including discussion items 
at closeout, to assess the impact of the findings.  Please also 
address the following issues during the inspection and discuss 
in the EIR:  
 
• Dosing logs must be checked to confirm that correct doses of 

the correct products were administered to the subjects in each 
treatment.  Note that there are two test products and one 
reference product.  Please collect a copy of the randomization 
schedule for treatment of subjects enrolled at the study site, 
and any blinding codes, and exhibit a copy in the EIR. 

 
• Please check the batch numbers of the test and reference 

products used in the study with the descriptions in documents 
submitted to FDA.  Please confirm whether reserve samples were 
retained as required by 21 CFR Part 320.38.  The site 
conducting the study is responsible for randomly selecting and 
retaining reserve samples from the shipments of drug products 
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a Please see the final rule for "Retention of Bioavailability and Bioequivalence Testing Samples" (Federal Register, 
Vol. 58, No. 80, pp. 25918-25928, April 28, 1993)  
(http://www fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm120265 htm) and CDER's guidance 
document "Handling & Retention of BA and BE Testing Samples" 
(http://www fda.gov/downloads/RegulatoryInformation/Guidances/UCM126836.pdf) for more details. 
 

provided for subject dosing.a Samples of the test and 
reference formulations should be collected and mailed to the 
Division of Pharmaceutical Analysis, St. Louis, MO, for 
screening at the following address:

 
Center for Drug Evaluation and Research 
Division of Pharmaceutical Analysis (DPA) 
Center for Drug Analysis (HFH-300) 
U.S. Courthouse and Customhouse Bldg 
1114 Market Street, Room 1002 
St. Louis, MO  63101 
 

Analytical Site:  
  
  
  
  
 
Bioanalytical          
Investigator:      

 
 
Methodology:      LC-MS/MS 
 
All pertinent items related to the LC-MS/MS method used at the 
analytical site for the measurement of tofacitinib 
concentrations in plasma should be examined and the sponsor’s 
raw data should be audited.  The analytical data provided in the 
NDA submission should be compared with the original documents at 
the site.  The method validation and the actual assay of the 
subject plasma samples, as well as the variability between and 
within runs, QC, stability, the number of repeat assays of the 
subject plasma samples, and the reason for such repetitions 
should be examined.  The SOPs for repeat assays and other 
relevant procedures must also be scrutinized.  In addition to 
the standard investigation involving the source documents, the 
files of communication between the analytical and clinical sites 
should be examined for their content. 
 
Following identification of the investigator background material 
will be forwarded directly.   
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Headquarters Contact Persons: Arindam Dasgupta, Ph.D. 
      301-796-3326 for foreign portion 
 
      Jangik Ike Lee, Ph.D. 
      301-796-1564 for domestic portion  
 
 
 
CC: 
DBGC: Haidar/Dasgupta/Dejernett/CF 
DCP2: Sahajwalla/Jain 
DPARP: Bowen 
HFR-CE750 Jasukaitis (DIB)/Bellamy (BIMO) 
Draft: JIL 1/2/2012 
Edit: MFS 1/4/2012 
OSI: File # 6294; O:\BIOEQUIV\ASSIGNS\bio203214.doc 
FACTS: 1371115 
 
EMAIL: ORA HQ DFFI IOB BIMO 

CDER OSI PM TRACK 
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Reviewer: 
 

Lokesh Jain Y Clinical Pharmacology 
 

TL: 
 

Suresh Doddapaneni Y 

Reviewer: 
 

Yongman Kim Y Biostatistics  
 

TL: 
 

Joan Buenconsejo Y 

Reviewer: 
 

Lawrence Leshin N Nonclinical 
(Pharmacology/Toxicology) 

TL: 
 

Molly Topper Y 

Reviewer: 
 

            Statistics (carcinogenicity) 
 

TL: 
 

            

Reviewer: 
 

            Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements) TL: 

 
            

Reviewer: 
 

Craig Bertha 
Ying Wang 

Y 
N 

Product Quality (CMC) 
 

TL: 
 

Prasad Peri Y 

Reviewer: 
 

            Quality Microbiology (for sterile 
products) 

TL: 
 

            

Reviewer: 
 

            CMC Labeling Review  

TL: 
 

            

Reviewer: 
 

            Facility Review/Inspection  

TL: 
 

            

Reviewer: 
 

            OSE/DMEPA (proprietary name) 

TL: 
 

            

Reviewer: 
 

            OSE/DRISK (REMS) 

TL: 
 

            

Reviewer: 
 

            OC/OSI/DSC/PMSB (REMS) 

TL: 
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If no, for an original NME or BLA application, include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

Reason:       
 
 

• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• If the application is affected by the AIP, has the 

division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments:       
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to DMPQ? 
 

 
Comments:  
 
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 
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 BLA/BLA supplements: If filed, send 60-day filing letter 
 

 If priority review: 
• notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 

filing letter; For NDAs/NDA supplements: see CST for choices) 
 
• notify DMPQ (so facility inspections can be scheduled earlier) 

  Send review issues/no review issues by day 74 
 

 Conduct a PLR format labeling review and include labeling issues in the 74-day letter 
 

 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other 
 

 
 
        
Philantha Montgomery Bowen    12/19/11 
Regulatory Project Manager     Date 
 
Ladan Jafari      12/19/11 
Chief, Project Management Staff     Date 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original 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) 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, or  

(3) 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) 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, and. 

(3) 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 
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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) 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, or 

(3) 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 OND ADRA or OND IO. 
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REGULATORY PROJECT MANAGER 
 PLR FORMAT LABELING REVIEW  

 
 

Application:   203214 
 
Name of Drug:  (tofacitinib) 
 
Applicant:   Pfizer Inc. 
 

Labeling Reviewed 
 
Submission Date: October 21, 2011 
  
Receipt Date:  October 21, 2011 
   

 
Background and Summary Description 

 
On October 21, 2011, Pfizer submitted a New Drug Application for tofacitinib for the treatment 
of adults patients with moderately to severely active rheumatoid arthritis who have had an 
inadequate response to one or more disease-modifying anti-rheumatic drugs (DMARDs). 
 
This submission also contains blister foil, container, and carton labeling. 
 

Review 
 
The submitted labeling was reviewed in accordance with the labeling requirements listed in the 
“Selected Requirements for Prescribing Information (SRPI)” section of this review.  Labeling 
deficiencies are identified in this section with an “X” in the checkbox next to the labeling 
requirement. 
 
In addition, the following labeling issues were identified: 
 
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.   Revised: 08/2012 
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Full Prescribing Information: 
 

3. In Section 17: Patient Counseling Information, add the wording (in bold) 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. 
 

Conclusions/Recommendations 
 
 
All labeling deficiencies identified in the SRPI section of this review and identified above will 
be conveyed to the applicant in the 74-day letter. The applicant will be asked to resubmit 
labeling that addresses all identified labeling deficiencies by January 13, 2012. The resubmitted 
labeling will be used for further labeling discussions. 
 
 
        
Philantha Bowen       November 29, 2011 
Regulatory Project Manager      Date 
 
Ladan Jafari        December 1, 2011 
Chief, Project Management Staff     Date 
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Selected Requirements for Prescribing Information (SRPI) 
 

This document is meant to be used as a checklist in order to identify critical issues during 
labeling development and review. For additional information concerning the content and 
format of the prescribing information, see regulatory requirements (21 CFR 201.56 and 
201.57) and labeling guidances.  When used in reviewing the PI, only identified 
deficiencies should be checked. 

 

Highlights (HL) 

• General comments  

 HL must be in two-column format, with ½ inch margins on all sides and between 
columns, and in a minimum of 8-point font.   

 HL is limited in length to one-half page. If it is longer than one-half page, a waiver 
has been granted or requested by the applicant in this submission.  

 There is no redundancy of information.  

 If a Boxed Warning is present, it must be limited to 20 lines.  (Boxed Warning lines 
do not count against the one-half page requirement.) 

 A horizontal line must separate the HL and Table of Contents (TOC).  

 All headings must be presented in the center of a horizontal line, in UPPER-CASE 
letters and bold type.   

 Each summarized statement must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. 

 Section headings are presented in the following order: 

• Highlights Limitation Statement (required statement)  
• Drug names, dosage form, route of administration, and controlled 

substance symbol, if applicable (required information)  
• Initial U.S. Approval (required information)  
• Boxed Warning (if applicable) 
• Recent Major Changes (for a supplement) 
• Indications and Usage (required information) 
• Dosage and Administration (required information) 
• Dosage Forms and Strengths (required information) 
• Contraindications (required heading – if no contraindications are known, 

it must state “None”) 
• Warnings and Precautions (required information) 
• Adverse Reactions (required AR contact reporting statement)  
• Drug Interactions (optional heading) 
• Use in Specific Populations (optional heading) 
• Patient Counseling Information Statement (required statement)  
• Revision Date (required information)  
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• Highlights Limitation Statement  

 Must be placed at the beginning of HL, bolded, and read as follows: “These 
highlights do not include all the information needed to use (insert name of drug 
product in UPPER CASE) safely and effectively. See full prescribing information 
for (insert name of drug product in UPPER CASE).”  

• Product Title  

 Must be bolded and note the proprietary and established drug names, followed by 
the dosage form, route of administration (ROA), and, if applicable, controlled 
substance symbol.  

• Initial U.S. Approval  

 The verbatim statement “Initial U.S. Approval” followed by the 4-digit year in which 
the FDA initially approved of the new molecular entity (NME), new biological 
product, or new combination of active ingredients, must be placed immediately 
beneath the product title line. If this is an NME, the year must correspond to the 
current approval action.  

• Boxed Warning  

 All text in the boxed warning is bolded. 

 Summary of the warning must not exceed a length of 20 lines. 

 Requires a heading in UPPER-CASE, bolded letters containing the word 
“WARNING” and other words to identify the subject of the warning 
(e.g.,“WARNING: LIFE-THREATENING ADVERSE REACTIONS”).  

 Must have the verbatim statement “See full prescribing information for complete 
boxed warning.” If the boxed warning in HL is identical to boxed warning in FPI, 
this statement is not necessary. 

• Recent Major Changes (RMC)  

 Applies only to supplements and is limited to substantive changes in five sections: 
Boxed Warning, Indications and Usage, Dosage and Administration, 
Contraindications, and Warnings and Precautions.  

 The heading and, if appropriate, subheading of each section affected by the recent 
change must be listed with the date (MM/YYYY) of supplement approval. For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 2/2010.”   

 For each RMC listed, the corresponding new or modified text in the FPI must be 
marked with a vertical line (“margin mark”) on the left edge. 

 A changed section must be listed for at least one year after the supplement is 
approved and must be removed at the first printing subsequent to one year.    

Reference ID: 3052972



 

 

SRPI version March 2, 2011  Page 5 of 8 

 Removal of a section or subsection should be noted. For example, “Dosage and 
Administration, Coronary Stenting (2.2) --- removal 2/2010.”    

• Indications and Usage  

 If a product belongs to an established pharmacologic class, the following statement is 
required in HL: [Drug/Biologic Product) is a (name of class) indicated for 
(indication(s)].” Identify the established pharmacologic class for the drug at:   

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm1
62549.htm.  

• Contraindications  

 This section must be included in HL and cannot be omitted. If there are no 
contraindications, state “None.” 

 All contraindications listed in the FPI must also be listed in HL. 

 List known hazards and not theoretical possibilities (i.e , hypersensitivity to the drug 
or any inactive ingredient).  If the contraindication is not theoretical, describe the 
type and nature of the adverse reaction.  

 For drugs with a pregnancy Category X, state “Pregnancy” and reference 
Contraindications section (4) in the FPI.  

• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(a)(11) are included in HL. 
Other terms, such as “adverse events” or “treatment-emergent adverse events,” 
should be avoided. Note the criteria used to determine their inclusion (e.g., 
incidence rate greater than X%).  

 For drug products other than vaccines, the verbatim bolded statement, “To report 
SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch” must be present. Only include toll-free numbers. 

• Patient Counseling Information Statement  

 Must include the verbatim statement: “See 17 for Patient Counseling Information” 
or if the product has FDA-approved patient labeling: “See 17 for Patient Counseling 
Information and (insert either “FDA-approved patient labeling” or “Medication 
Guide”).  

• Revision Date 

 A placeholder for the revision date, presented as “Revised: MM/YYYY or Month 
Year,” must appear at the end of HL.  The revision date is the month/year of 
application or supplement approval.    
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Contents: Table of Contents (TOC) 

 
 The heading FULL PRESCRIBING INFORMATION: CONTENTS  must appear 

at the beginning in UPPER CASE and bold type. 

 The section headings and subheadings (including the title of boxed warning) in the 
TOC must match the headings and subheadings in the FPI. 

 All section headings must be in bold type, and subsection headings must be 
indented and not bolded.  

 When a section or subsection is omitted, the numbering does not change. For 
example, under Use in Specific Populations, if the subsection 8.2 (Labor and 
Delivery) is omitted, it must read: 

8.1 Pregnancy 

8.3 Nursing Mothers (not 8.2) 

8.4 Pediatric Use (not 8.3) 

8.5 Geriatric Use (not 8.4) 

 If a section or subsection is omitted from the FPI and TOC, the heading “Full 
Prescribing Information: Contents” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections 
omitted from the Full Prescribing Information are not listed.”  

 

Full Prescribing Information (FPI) 

• General Format 

 A horizontal line must separate the TOC and FPI. 

 The heading – FULL PRESCRIBING INFORMATION – must appear at the 
beginning in UPPER CASE and bold type. 

 The section and subsection headings must be named and numbered in accordance 
with 21 CFR 201 56(d)(1). 

 

• Boxed Warning 

 Must have a heading, in UPPER CASE, bold type, containing the word 
“WARNING” and other words to identify the subject of the warning.  Use bold type 
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and lower-case letters for the text. 

 Must include a brief, concise summary of critical information and cross-reference to 
detailed discussion in other sections (e.g., Contraindications, Warnings and 
Precautions). 

• Contraindications 

 For Pregnancy Category X drugs, list pregnancy as a contraindication.  

 

 

• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included in 
labeling. Other terms, such as “adverse events” or “treatment-emergent adverse 
events,” should be avoided.  

 For the “Clinical Trials Experience” subsection, the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 

“Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly compared 
to rates in the clinical trials of another drug and may not reflect the rates observed 
in clinical practice.” 

 For the “Postmarketing Experience” subsection, the listing of post-approval adverse 
reactions must be separate from the listing of adverse reactions identified in clinical 
trials. Include the following verbatim statement or appropriate modification:  

“The following adverse reactions have been identified during post-approval use 
of (insert drug name).  Because these reactions are reported voluntarily from a 
population of uncertain size, it is not always possible to reliably estimate their 
frequency or establish a causal relationship to drug exposure.” 

• Use in Specific Populations 

 Subsections 8.4 Pediatric Use and 8.5 Geriatric Use are required and cannot be 
omitted.   

• Patient Counseling Information 

 This section is required and cannot be omitted.  

 Must reference any FDA-approved patient labeling, including the type of patient 
labeling. The statement “See FDA-approved patient labeling (insert type of patient 
labeling).” should appear at the beginning of Section 17 for prominence. For 
example: 

• “See FDA-approved patient labeling (Medication Guide)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
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• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 
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