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Tofacitinib is a New Treatment Approach for 

Ulcerative Colitis 

Â Tofacitinib induces and maintains steroid-free remission  

Â Tofacitinib is efficacious in TNF naïve and TNF-experienced patients 

MA-3 

Author:  Jim Clark 

Source: Flanagan ME et al, J 

Med Chem 2010; 53:8468-8484 

Â Oral, reversible, small molecule 

inhibitor of the Janus family of 

Kinases (JAKs) 

Â Human genetics implicate JAK 

dependent cytokines in UC 

(e.g. IL-12/23, INFg, IL-21, 

OSM, STATs and SOCS) 

Â Immune effect extensively 

studied clinically (e.g. vaccine, 

immune function and genetics 

studies) 

IL=Interleukin; INFg=Interferon gamma; OSM=Oncostatin M; SOCS=Suppressors Of Cytokine Signaling;  

STAT=Signal Transducers and Activators of Transcription; TNF=Tumor Necrosis Factor 



Tofacitinib is a New Treatment Approach for 

Ulcerative Colitis 

Â Tofacitinib induces and maintains steroid-free remission 

Â Tofacitinib is efficacious in TNF naïve and TNF-experienced patients 
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Author:  Jim Clark 

Source: Flanagan ME et al, J 

Med Chem 2010; 53:8468-8484 

Â No risk of anti-drug 

antibodies  

Â Direct inhibition readily 

reversible  

Â Tofacitinib modulates 

important pathways that 

drive disease 

Â Well characterized and 

manageable safety profile 

Â Oral, reversible, small molecule 

inhibitor of the Janus family of 

Kinases (JAKs) 

Â Human genetics implicate JAK 

dependent cytokines in UC 

(e.g. IL-12/23, INFg, IL-21, 

OSM, STATs and SOCS) 

Â Immune effect extensively 

studied clinically (e.g. vaccine, 

immune function and genetics 

studies) 
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XELJANZ® (tofacitinib) US Approval History 

Â Rheumatoid Arthritis (RA) 

ïAdult RA 5 mg BID IR NDA Approved ï November 6, 2012  

ïAdult RA 11 mg QD XR NDA Approved ï February 23, 2016 

 

ïTofacitinib tablets are approved for RA in more than 85 countries; 

including US, Canada, EU countries and Japan 

 

Â Psoriatic Arthritis (PsA) 

ïPsA sNDAs (5 mg BID IR and 11 mg XR) Approved ï  

December 14, 2017 

 

Â Pending Applications 

ïUC sNDA Submitted ï May 4, 2017 

 

 MA-5 
BID=twice daily; IR=Immediate Release; mg=milligram; NDA=New Drug Application; QD=once daily; RA=Rheumatoid Arthritis; 

sNDA=supplemental New Drug Application; XR=Extended Release  

Author:  Lou Ferrara  

Source:  Approval Letters, RA 

Team and UC sNDA submission 

acknowledgement letter 



Tofacitinib for the Treatment of Moderate to 

Severe UC 

Â Significant medical need for alternate UC treatments with new MoAs 

 

Â Tofacitinib provides clinically meaningful benefit for both induction and 

maintenance  

ïRapid onset of induction in many patients  

ïDurable steroid-free benefit in maintenance 

ï Benefit in both TNF naïve and prior TNF failure patients 

ÅWith tofacitinib 10 mg BID maintenance providing important clinical benefit  

in TNF failure patients 

 

Â The safety profile of tofacitinib in UC patients is well characterized, 

manageable and similar between doses 

ï Targeted risk management plan to address risks for UC patients 

MA-6 

Author: Lou Ferrara 

Source:  Key Messages 

fro presentations 

MoA=Mechanism of Action 



XELJANZ® (tofacitinib) for Moderate to Severe UC 

Proposed USPI: Indication and Dosing 

MA-7 

For the treatment of adult patients with moderately to severely active ulcerative 

colitis (UC) with an inadequate response, loss of response or intolerance to 

corticosteroids, azathioprine, 6-mercaptopurine (6-MP) or TNF inhibitor therapy 

Proposed Indication in sNDA   

(1. INDICATIONS AND USAGE) 

USPI=United States Package Insert 

Author: Lou Ferrara 

Source:  Dec 14, 2018 IR 

response sNDA submission 

(eCTD Seq No.  0514) 

The recommended dose of XELJANZ for adult patients with moderately to 

severely active ulcerative colitis is 10 mg twice daily for induction for 8 weeks 

and 5 mg twice daily for maintenance 
 

Adult patients with moderately to severely active UC with an inadequate 

response, loss of response, or intolerance to TNF blocker therapy: 10 mg BID  

for maintenance may be considered in order to maintain therapeutic benefit 
 

For patients who do not achieve adequate therapeutic benefit by Week 8,  

the induction dose of 10 mg BID can be extended for an additional 8 weeks  

(16 weeks total), followed by 5 mg BID for maintenance. Discontinue therapy  

in patients who do not achieve adequate therapeutic benefit by Week 16 

Proposed Dosage in sNDA   

(2. DOSAGE AND ADMINISTRATION) 



Patient Population Map 

MA-8 

Core Treatment Population: Moderate to Severe UC 
 

Tofacitinib 10 mg BID Induction for 8 weeks Ą Tofacitinib 5 mg BID Maintenance 

TNF Treatment Failure Subpopulation 
 

Tofacitinib 10 mg BID Maintenance 

Extended Induction Subpopulation 
 

Tofacitinib 10 mg BID Induction for 16 weeks 

Author:  Mike Corbo?  

Source:  Benefit Risk and 

Conclusion section 
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Core Treatment Population: Moderate to Severe UC 
 

Tofacitinib 10 mg BID Induction for 8 weeks Ą Tofacitinib 5 mg BID Maintenance 

TNF Treatment Failure Subpopulation 
 

Tofacitinib 10 mg BID Maintenance 

Extended Induction Subpopulation 
 

Tofacitinib 10 mg BID Induction for 16 weeks 

Author:  Mike Corbo?  

Source:  Benefit Risk and 

Conclusion section 
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Ulcerative Colitis is a Chronic Inflammatory 

Bowel Disease with an Unpredictable Course 

Â Idiopathic, incurable chronic 

inflammatory disorder of the 

colon1,2 

ïDiarrhea, rectal bleeding, urgency, 

tenesmus, profound fatigue, pain 

Â Early age of onset 

Â Incidence and prevalence  

on the rise3,4 

ïAffects as many as 907,000 

Americans3,4 

 

 

Footnotes: 

IBD=inflammatory bowel disease; 

UC=ulcerative colitis. 
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UC Causes Significant Disruptions to Patientsô 

Everyday Lives 

84% of patients worry 

about the long term 

effects of their disease3 

Lifestyle and travel 

impacted Patients report feeling 

embarrassed4 

74% of patients reported 

feeling depressed as a 

result of having UC4 

79% of patients believe UC 

prevented them from 

leading a normal life4 

Toilet availability impacts 

planning an event1 

Loss of Autonomy 

Worry about the next flare3 

Absenteeism and 

increased healthcare 

utilization1,2 

Footnotes: 

UC=ulcerative colitis. 
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Consequences of Disease Burden 
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Years After Diagnosis 

Â 2.4 fold increase risk of colorectal cancer3 

Â Risk increased with extent and severity of inflammation2 

Â This is a modifiable risk2,4 

MA-15 

Risk of Colorectal Cancer1   

1. Eaden JA et al. Gut. 2001;48(4):526-535.  

2. Ullman TA et al. Gastroenterology. 2011;140:1807-1816. 

3. Jess T et al. Clinical Gastroenterology and Hepatology. 2012;10:639-645. 

4. Flores BM et al. Gastrointest Endosc. 2017;86:1006-11. 

CI=Confidence Interval 
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Consequences of Disease Burden 

MA-16 

Risk of Colectomy1 

1979ï1986 

1987ï1994 

1995ï2002 
2003ï2011 

Decrease 9 year risk from 14% to 9% 

1. Rungoe C et al. Gut. 2014;63:1607-1616.; 2. Ordas I et al. Lancet. 2012;380:1606-1619.; 3. MacLean AR et al. Ann Surg. 2002;235:200-206.;  

4. Heuschen UA et al. Ann Surg. 2002;235:207-16.; 5. Penna C et al. Gut. 1996;38:234-239.; 6. Kaplan GG et al. Gastroenterology. 2008;134(3):680-7.;  

7. Andersson T et al. Colorectal Dis. 2011;13(4):431-7. 

QoL=Quality of Life 

P
ro

b
a

b
il

it
y,

 %
 

80 

60 

40 

20 

0 

0 5 10 15 20 25 

Time Since Diagnosis, years 

Â Cumulative colectomy rates up to 20-30%2 

Â Morbidity, mortality, and decreased QoL 

ï Pouchitis 50%3,4,5 

ï Mortality rate of 2.3% (higher when emergent and lower with high volume)6 

ï Median 7 bowel movements per day7 

Graph needs to be redrawn with  a 

different scale on y axis : Extend to 

50 instead of 80 

 

This  graph is just a picture from a 

publication. If we need to recreate 

it, I will need the data - Crystal 
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Approach and Goals of Treatment 

Â Induction  

ï Rapid induction of clinical response 

Â Maintenance 

ï Remission  

ÅConvert responders to remitters 

ÅMaintain remission for remitters 

ÅDiscontinue steroids 

ÅMucosal healing 

Â Treatment along a continuum not truncated into artificial time periods 

Â Ultimate goals similar 

MA-17 

 

Footnotes: 

Highlight only 4 advanced therapies and 

only 2 MOA 

5-ASA=5-aminosalycilates; 6-MP=6-

mercaptopurine; AZA=azathioprine;  

UC=ulcerative colitis. 
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Approach to Treatment 

Clinical Practice vs. Clinical Trials 
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Few Options Exist for Patients with Moderate to Severe 

UC and Only 2 MoA Exist for Induction and Maintenance  

Severe 

Moderate 

Mild 

5-ASAs 

Corticosteroids 

5-ASAs 

Biologicsa 

Surgery 

Biologicsa 

Immunosuppressantsb 

6-MP/AZA 

Induction 

The treatment paradigm for UC follows a step-up approach 

a. Infliximab, Adalimumab, Golimumab and Vedolizumab 

b. Not approved for the treatment of ulcerative colitis 

Kornbluth A et al. Am J Gastroenterol. 2010;105(3):501-523. 

Etchevers MJ et al. World J Gastroenterol. 2008;14(36):5512-5518. 

ASA=Aminosalicylate Acid; AZA=Azathioprine 

Maintenance 

MA-18 
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Limitations of Approved Therapies: 

Lack of Response to TNFb and Anti-Integrin 

Secondary Non-Response 

Secondary loss of response occurs up to 37.5% after a median of 23 months3 

Primary Non-Response 

Primary failure with first-line TNFb reported as high as 50% in clinical trials1 

Primary failure with first-line anti-integrin was reported to be 53% in clinical trials2 

1. Sandborn WJ et al. Gastroenterology. 2012;142:257-261. 

2. Feagan BG et al. N Engl J Med. 2013;369:699-710. 

3. Taxonera C et al. Dig Dis Sci. 2017;62;481-490. 

TNFb=Tumor Necrosis Factor blocker MA-19 
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Implications of Secondary Loss of Response 

1. Yanai H et al. Am J Gastroenterol. 2011;106:685-698.   

2. Alalawi F et al. Abstract for poster presented at: 10th Congress of the European Crohnôs and Colitis 

Organisation; February 18-21, 2015; Barcelona, Spain. Poster P351.  

Therapeutic drug 

monitoring 

Often related to 

immunogenicity1 

Likelihood of loss of response 

 to successive agents1,2 
Leads to biologic  

switching1 

Dose  

escalation 

Stacking of  

additional  

immuno- 

modulators 

MA-20 
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Efficacy of Biologics for Induction of Remission 

in TNFb Failure Population: Clinical Trial Evidence 

Studied Endpoint Met Indicated 

TNF Blocker Agents 

Infliximab No ī No 

Adalimumab Yes No No 

Golimumab No ī No 

Integrin Antagonist 

Vedolizumab Yes No Yes 

Ref2. Feagan et al. Clin Gastro and 

hepatology, 2017; 15:229-239  (paper 

ref 2-5) include USPI for all 

Anti-TNF Agents 
Infliximab  

Endpoint not studied; Not indicated 

Adalimumab 
Endpoint Studied; Endpoint not met; Not 

indicated 

Golimumab 
Endpoint not studied; Not indicated 

Integrin antagonist 
Vedolizumab 

Endpoint studied; Endpoint not met; 

Indicated 

MA-21 
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The Therapeutic Void in Ulcerative Colitis 

Onset of efficacy 

Current biologic therapies (IV or SC formulations) limited 

by loss of efficacy and adverse events 

Dose flexibility is important but limited with current options 

Only 2 approved MoAs for advanced therapies 

MA-22 IV=Intravenous; SC=Subcutaneous 

KOL Slide 
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Tofacitinibôs Characteristics Help Address the 

Unmet Need  

Oral administration 

Efficacy across populations, including the difficult to treat 

TNFb failure patient population 

Manageable safety profile 

Rapid onset of action  

Durable response, remission, and steroid free remission 

MA-23 
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UC Development Program and Efficacy 

Presentation Outline 

Â UC Phase 2 study design and results 

Â Phase 3 Induction dose selection rationale 

Â Phase 3 program design and endpoints 

ïUnique aspects of the tofacitinib UC program 

Â Phase 3 Induction study efficacy results 

ïInduction results by prior TNFb treatment failure subgroups 

Â Phase 3 Maintenance study results 

ïMaintenance results by prior TNFb treatment failure subgroups 

Â Extended Induction therapy efficacy results 
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Author: Debbie Woodworth 

Source:  SME, see author for 

any questions 



Core Treatment Population: Moderate to Severe UC 
 

Tofacitinib 10 mg BID Induction for 8 weeks Ą Tofacitinib 5 mg BID Maintenance 

TNF Treatment Failure Subpopulation 
 

Tofacitinib 10 mg BID Maintenance 

Extended Induction Subpopulation 
 

Tofacitinib 10 mg BID Induction for 16 weeks 

Patient Population Map 

MA-27 

Author:  

Source: 
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UC Phase 2 Study Results Supporting Phase 3 

Dose Selection 

MA-28 

Clinical Response at Week 8 

Primary Endpoint 

Clinical Remission at Week 8 

Sandborn et al., NEJM 2012. 
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Tofacitinib 

N= 48 31 33 33 49 N= 48 31 33 33 49 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï  

http://www.nejm.org/doi/full/10.1056/NEJMoa111

2168 



Tofacitinib Phase 3 UC Development Program 

Â 2 replicate 8 week controlled Induction studies 

ïEvaluating tofacitinib 10 mg BID and placebo (4:1 ratio)  

ïClinical responders at 8 weeks re-randomized into single 

Maintenance study 

Â Single 52 week controlled Maintenance study 

ïEvaluating tofacitinib 10 mg BID, 5 mg BID and placebo  

(equal proportions) 

Â Single Open-Label Long Term Extension study 

ïPatients completing Maintenance in remission received tofacitinib  

5 mg BID in OL LTE  

ïAll others received tofacitinib 10 mg BID 

ÅNon-responders to 8 weeks of Induction therapy 

ÅMaintenance treatment failures 

ÅMaintenance completers not in remission 

MA-29 LTE=Long Term Extension; OL=Open-Label 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï  

A3921094 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862bdf89 

A3921095 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280 

A3921096 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8 

A3921139 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18c66d19e  
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http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8
http://gdms.pfizer.com/gdms/drl/objectId/090177e18c66d19e
http://gdms.pfizer.com/gdms/drl/objectId/090177e18c66d19e


Tofacitinib UC Phase 3 Program:  

8 Week Induction 

MA-30 

a. 16 patients received  tofacitinib 15 mg BID in Study 1094 

b. 6 patients received tofacitinib 15 mg BID in Study 1095 

c. Final complete efficacy assessment at Week 8. Treatment continued up to Week 9 

Induction 1a 

(Study 1094) 

10 mg BID 

 Placebo 

8 weeksc 

N=598 
(4:1) 
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Induction 2b 

(Study 1095) 

10 mg BID 

 Placebo 

8 weeksc 

N=541 
(4:1) 
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Source ï  

A3921094 CSR Body: 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18819ce82 

A3921095 CSR Body: 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1880f69bf  
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Tofacitinib UC Phase 3 Study Population:  

Key Entry Criteria 

Â Adults with moderately to severely active UC 

ï Mayo score Ó6; Rectal bleeding subscore Ó1 and Endoscopy subscore Ó2 

Â History of failure or intolerance to Ó1 UC therapy 

ïOral or IV corticosteroids 

ï Azathioprine or 6-Mercaptopurine 

ï TNF blocker therapy 

Â Patients were permitted to continue  

ïOral 5-Aminosalicylate (5-ASA) or sulfasalazine 

ï Oral corticosteroid (prednisone up to 25 mg/day or equivalent)  

ÅStable dose during Induction 1 and 2 

ÅMandatory tapering from the beginning of Maintenance or OL LTE 

Â Prohibited medications 

ï Immunomodulators (e.g. azathioprine, 6-mercaptopurine, tacrolimus, 

cyclosporine) 

ï Biologic agents (TNF blocker therapy, anti-integrin therapy) 

MA-31 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï  

A3921094 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862bdf89 

A3921095 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280 

A3921096 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8 

 

 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280
http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280
http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8
http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8


Induction Efficacy 

Core Treatment Population: Moderate to Severe UC 
 

Tofacitinib 10 mg BID Induction for 8 weeks Ą Tofacitinib 5 mg BID Maintenance 

TNF Treatment Failure Subpopulation 
 

Tofacitinib 10 mg BID Maintenance 

Extended Induction Subpopulation 
 

Tofacitinib 10 mg BID Induction for 16 weeks 

MA-32 

Author:  

Source: 



Induction Patient Disposition 

Tofacitinib  

10 mg BID 

N=476 

Randomized 

N=598 

Placebo 

N=122 

Tofacitinib  

10 mg BID 

N=429 

Randomized 

N=541 

Placebo 

N=112 

Pooled Induction 1 and 2 

Discontinued: 3.3% 

Å AE: 0.8% 

Å ICR: 0.8% 

Å Other: 1.6% 

Discontinued: 6.5% 

Å Death: 0.2% 

Å AE: 1.9% 

Å ICR: 2.3% 

ÅOther: 2.1% 

Discontinued: 13.4% 

Å AE: 1.8% 

Å ICR: 9.8% 

Å Other: 1.8% 

Discontinued: 7.5% 

Å AE: 1.6% 

Å ICR: 4.0% 

Å Other: 1.9% 

Completed 

96.7% 

Completed 

93.5% 

Completed 

86.6% 

Completed 

92.5% 

Slide author ï Eric Maller / Debbie Woodworth 

 

Sources ï  

Pooled 1094 and 1095 ï  

Å Table 14.1.1.1.1.p -  http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b71  

Å Table 14.1.1.2.1.p -  http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b26  

 

From study 1094 CSR Section 12.3.1.1 

(http://gdms.pfizer.com/gdms/drl/objectId/090177e18819ce82) ï  

One death occurred during this study, which was considered unrelated to the study 

treatment.  Subject 12171003 in the tofacitinib 10 mg BID treatment group died on 

Day 31 due to an SAE of dissecting aortic aneurysm (PT: aortic dissection) which 

started on Day 24. This subject was a 40 year-old white male subject from the 

Ukraine, without relevant past medical history or known risk factors for aortic 

dissection. The autopsy confirmed aortic aneurysm dissection and cardiac 

tamponade, and the SAE and resulting death were considered unrelated to the study 

treatment. 

FAS 

AE=Adverse Event; FAS=Full Analysis Set 

Placebo 
N=234 

Discontinued: 8.1% 

AE: 1.3% 

Insufficient clinical response: 5.1% 

Other: 1.7% 

Completed 
91.9% 

Randomized 
N=1139 

Discontinued: 7.0% 

AE: 1.8% 

Insufficient clinical response: 3.1% 

Other: 2.0% 

Death: 0.1% 

Completed 
93.0% 

Tofacitinib  
10 mg BID 

N=905 

MA-33 

http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b71
http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b26
http://gdms.pfizer.com/gdms/drl/objectId/090177e18819ce82


Similar Induction Baseline Clinical Characteristics 

for Both Treatment Groups 

Pooled Induction 1 and 2 

Placebo 

N=234 

Tofacitinib  

10 mg BID 

N=905 

Age, years, mean (SD) 41.1 (14.4) 41.2 (13.8) 

Male, n (%) 132 (56.4) 536 (59.2) 

White, n (%) 186 (79.5) 726 (80.2) 

UC duration, years, median (range) 6.3 (0.3ï42.5) 6.1 (0.4ï36.2) 

Extent of disease, n (%) 

Proctosigmoiditis 35 (15.0) 132 (14.6) 

Left-sided colitis  76 (32.6) 307 (34.0) 

Extensive colitis/pancolitis 122 (52.4) 463 (51.3) 

Total Mayo score, mean (SD) 9.0 (1.5) 9.0 (1.4) 

Prior failure of TNF blockers, n (%) 124 (53.0) 465 (51.4) 

Prior failure of immunosuppressants, n (%) 158 (67.5) 661 (73.0) 

Prior failure of corticosteroids, n (%) 181 (77.4) 653 (72.2) 

Oral corticosteroids at BL 113 (48.3) 412 (45.5) 

BL corticosteroid dosage, mg/day, mean (SD) 16.5 (6.0) 16.1 (6.4) 

MA-34 
FAS, Central Endoscopy Read 

BL=Baseline; SD=Standard Deviation 

Slide author ï Eric Maller / Debbie Woodworth 

 

Sources ï  

Pooled 1094 and 1095 ï  

Table 14.1.2.1.p - http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b2a 

Table 14.1.2.1.3.p - http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b20 

Table 14.1.2.2.p - http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b6d 

Table 14.4.2.5.3.p - http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b2d 

http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b2a
http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b2a
http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b20
http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b20
http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b6d
http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b6d


Tofacitinib UC Phase 3 Program Utilized Stringent 

Primary and Key Secondary Endpoints 

Endpoints 
Mayo Score 

Ò2 
All Individual 
Subscores Ò1 

Rectal 
Bleeding 

Subscore =0 

Centrally 
Read 

Endoscopic 
Subscore 

Primary: Remissiona Ò1 

Clinical Remission Ò1 

Key Secondary 

(Maintenance Only): 

Sustained Steroid-Free 

Remission Among 

Baseline Remittersb 

Ò1 

Key Secondary:  

Mucosal Healingc  
Ò1 

Clinical Response 
Decrease from induction baseline Mayo Score of Ó3 points and Ó30%,  

with an accompanying decrease in rectal bleeding subscore of Ó1 point  

or rectal bleeding subscore of 0 or 1 

Â All primary endpoint analyses used central endoscopic reading subscore 

Â Remission vs. Clinical Remission 

ï Clinical remission (secondary endpoint): definition used in historical endpoints 

ï Remission (primary endpoint) = clinical remission AND a rectal bleeding subscore of 0 (based on regulatory 

feedback) 

Â Primary and Key Secondary endpoints were controlled for type 1 error 

a. Referred to as ñClinical Remissionò in FDA briefing document 

b. ñSustainedò = at both Maintenance Week 24 and 52 (i.e., at all measurable Mayo score time points) 

    ñSteroid-freeò = not taking corticosteroids for at least 4 weeks prior to assessment 

c. Mucosal healing = Improvement in endoscopic appearance of the mucosal without histology MA-35 

[[[Optional??--For clarity, the FDA briefing 

document refers to our Phase 3 remission 

primary  endpoint which required a rectal 

bleeding subscore of 0, as ñCLINICAL 

remission throughput ò; However we also 

had  a separate, secondary endpoint  of 

ñclinical remissionò, which allowed a rectal 

bleeding subscore of 0 OR 1 to distinguish 

it from the more stringent primary endpoint 

of ñREMISSIONò. Clinical Remission, as 

we defined it and a less stringent endpoint 

allowing for rectal bleeding subscore of 0 

or 1, was the endpoint used by all previous 

pivotal trials for currently approved 

therapies for UC.  

Slides: EF-21-Induction Efficacy  by 

central vs local read 

           EF-22: Maint. Efficacy by central vs 

local read 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï  

A3921094 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862bdf89 

A3921095 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280 

A3921096 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8 

A3921139 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18c66d19e  

 

 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280
http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280
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http://gdms.pfizer.com/gdms/drl/objectId/090177e18c66d19e


Tofacitinib UC Phase 3 Program Utilized Stringent 

Primary and Key Secondary Endpoints 

Endpoints 
Mayo Score 

Ò2 
All Individual 
Subscores Ò1 

Rectal 
Bleeding 

Subscore =0 

Centrally 
Read 

Endoscopic 
Subscore 

Primary: Remissiona Ò1 

Clinical Remission Ò1 

Key Secondary 

(Maintenance Only): 

Sustained Steroid-Free 

Remission Among 

Baseline Remittersb 

Ò1 

Key Secondary:  

Mucosal Healingc  
Ò1 

Clinical Response 
Decrease from induction baseline Mayo Score of Ó3 points and Ó30%,  

with an accompanying decrease in rectal bleeding subscore of Ó1 point  

or rectal bleeding subscore of 0 or 1 

Â All primary endpoint analyses used central endoscopic reading subscore 

Â Remission vs. Clinical Remission 

ï Clinical remission (secondary endpoint): definition used in historical endpoints 

ï Remission (primary endpoint) = clinical remission AND a rectal bleeding subscore of 0 (based on regulatory 

feedback) 

Â Primary and Key Secondary endpoints were controlled for type 1 error 

a. Referred to as ñClinical Remissionò in FDA briefing document 

b. ñSustainedò = at both Maintenance Week 24 and 52 (i.e., at all measurable Mayo score time points) 

    ñSteroid-freeò = not taking corticosteroids for at least 4 weeks prior to assessment 

c. Mucosal healing = Improvement in endoscopic appearance of the mucosal without histology MA-36 

[[[Optional??--For clarity, the FDA briefing 

document refers to our Phase 3 remission 

primary  endpoint which required a rectal 

bleeding subscore of 0, as ñCLINICAL 

remission throughput ò; However we also 

had  a separate, secondary endpoint  of 

ñclinical remissionò, which allowed a rectal 

bleeding subscore of 0 OR 1 to distinguish 

it from the more stringent primary endpoint 

of ñREMISSIONò. Clinical Remission, as 

we defined it and a less stringent endpoint 

allowing for rectal bleeding subscore of 0 

or 1, was the endpoint used by all previous 

pivotal trials for currently approved 

therapies for UC.  

Slides: EF-21-Induction Efficacy  by 

central vs local read 

           EF-22: Maint. Efficacy by central vs 

local read 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï  

A3921094 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862bdf89 

A3921095 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280 

A3921096 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8 

A3921139 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18c66d19e  

 

 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280
http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280
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Tofacitinib UC Phase 3 Program Utilized Stringent 

Primary and Key Secondary Endpoints 

Endpoints 
Mayo Score 

Ò2 
All Individual 
Subscores Ò1 

Rectal 
Bleeding 

Subscore =0 

Centrally 
Read 

Endoscopic 
Subscore 

Primary: Remissiona Ò1 

Clinical Remission Ò1 

Key Secondary 

(Maintenance Only): 

Sustained Steroid-Free 

Remission Among 

Baseline Remittersb 

Ò1 

Key Secondary:  

Mucosal Healingc  
Ò1 

Clinical Response 
Decrease from induction baseline Mayo Score of Ó3 points and Ó30%,  

with an accompanying decrease in rectal bleeding subscore of Ó1 point  

or rectal bleeding subscore of 0 or 1 

Â All primary endpoint analyses used central endoscopic reading subscore 

Â Remission vs. Clinical Remission 

ï Clinical remission (secondary endpoint): definition used in historical endpoints 

ï Remission (primary endpoint) = clinical remission AND a rectal bleeding subscore of 0 (based on regulatory 

feedback) 

Â Primary and Key Secondary endpoints were controlled for type 1 error 

a. Referred to as ñClinical Remissionò in FDA briefing document 

b. ñSustainedò = at both Maintenance Week 24 and 52 (i.e., at all measurable Mayo score time points) 

    ñSteroid-freeò = not taking corticosteroids for at least 4 weeks prior to assessment 

c. Mucosal healing = Improvement in endoscopic appearance of the mucosal without histology MA-37 

[[[Optional??--For clarity, the FDA briefing 

document refers to our Phase 3 remission 

primary  endpoint which required a rectal 

bleeding subscore of 0, as ñCLINICAL 

remission throughput ò; However we also 

had  a separate, secondary endpoint  of 

ñclinical remissionò, which allowed a rectal 

bleeding subscore of 0 OR 1 to distinguish 

it from the more stringent primary endpoint 

of ñREMISSIONò. Clinical Remission, as 

we defined it and a less stringent endpoint 

allowing for rectal bleeding subscore of 0 

or 1, was the endpoint used by all previous 

pivotal trials for currently approved 

therapies for UC.  

Slides: EF-21-Induction Efficacy  by 

central vs local read 

           EF-22: Maint. Efficacy by central vs 

local read 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï  

A3921094 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862bdf89 

A3921095 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280 

A3921096 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8 

A3921139 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18c66d19e  
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Tofacitinib UC Phase 3 Program Utilized Stringent 

Primary and Key Secondary Endpoints 

Endpoints 
Mayo Score 

Ò2 
All Individual 
Subscores Ò1 

Rectal 
Bleeding 

Subscore =0 

Centrally 
Read 

Endoscopic 
Subscore 

Primary: Remissiona Ò1 

Clinical Remission Ò1 

Key Secondary 

(Maintenance Only): 

Sustained Steroid-Free 

Remission Among 

Baseline Remittersb 

Ò1 

Key Secondary:  

Mucosal Healingc  
Ò1 

Clinical Response 
Decrease from induction baseline Mayo Score of Ó3 points and Ó30%,  

with an accompanying decrease in rectal bleeding subscore of Ó1 point  

or rectal bleeding subscore of 0 or 1 

Â All primary endpoint analyses used central endoscopic reading subscore 

Â Remission vs. Clinical Remission 

ï Clinical remission (secondary endpoint): definition used in historical endpoints 

ï Remission (primary endpoint) = clinical remission AND a rectal bleeding subscore of 0 (based on regulatory 

feedback) 

Â Primary and Key Secondary endpoints were controlled for type 1 error 

a. Referred to as ñClinical Remissionò in FDA briefing document 

b. ñSustainedò = at both Maintenance Week 24 and 52 (i.e., at all measurable Mayo score time points) 

    ñSteroid-freeò = not taking corticosteroids for at least 4 weeks prior to assessment 

c. Mucosal healing = Improvement in endoscopic appearance of the mucosal without histology MA-38 

[[[Optional??--For clarity, the FDA briefing 

document refers to our Phase 3 remission 

primary  endpoint which required a rectal 

bleeding subscore of 0, as ñCLINICAL 

remission throughput ò; However we also 

had  a separate, secondary endpoint  of 

ñclinical remissionò, which allowed a rectal 

bleeding subscore of 0 OR 1 to distinguish 

it from the more stringent primary endpoint 

of ñREMISSIONò. Clinical Remission, as 

we defined it and a less stringent endpoint 

allowing for rectal bleeding subscore of 0 

or 1, was the endpoint used by all previous 

pivotal trials for currently approved 

therapies for UC.  

Slides: EF-21-Induction Efficacy  by 

central vs local read 

           EF-22: Maint. Efficacy by central vs 

local read 
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Source ï  

A3921094 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862bdf89 

A3921095 protocol ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280 

A3921096 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8 

A3921139 protocol - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18c66d19e  

 

 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280
http://gdms.pfizer.com/gdms/drl/objectId/090177e1862be280
http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8
http://gdms.pfizer.com/gdms/drl/objectId/090177e1880dbcd8
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Significant and Consistent Induction Efficacy 

*pÒ0.05; **p<0.001; ***p<0.0001 

Week 8, FAS, NRI, Central Endoscopy Read 

NRI=Non-Responder Imputation 

Tofacitinib 10 mg BID  Placebo 

8.2 
15.6 

32.8 

18.5 

31.3 

59.9 

0

20

40

60

Remission Mucosal Healing Clinical Response

Induction 1 

P
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p
o

rt
io

n
, 
%
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Sources ï  

1094 (Octave Induction 1) ï  

ÅTable 14.2.2.1 - http://gdms.pfizer.com/gdms/drl/objectId/090177e186f08188  

ÅTable 14.2.3.1 - http://gdms.pfizer.com/gdms/drl/objectId/090177e186f0818f 

Å Table  14.2.4.1 - http://gdms.pfizer.com/gdms/drl/objectId/090177e186f0819c  

1095 (Octave Induction 2) ï  

Å Table 14.2.2.1 ï http://gdms.pfizer.com/gdms/drl/objectId/090177e186f08e1f  

Å Table 14.2.3.1 - http://gdms.pfizer.com/gdms/drl/objectId/090177e186f08e23  

Å Table  14.2.4.1 - http://gdms.pfizer.com/gdms/drl/objectId/090177e186f08e2b  

 

ȹ=27.1 

ȹ=10.3 

ȹ=15.7 

3.6 
11.6 

28.6 

16.6 

28.4 

55.0 

0

20

40

60

Remission Mucosal Healing Clinical Response

Induction 2 

ȹ=26.4 

ȹ=13.0 

ȹ=16.8 

*** 

*** 

** 

** 

** 

* 

Primary Endpoint 

Primary Endpoint 

Key Secondary Endpoint 

Key Secondary Endpoint 

MA-39 

n/N= 10/122 88/476 19/122 149/476 40/122 285/476 

n/N= 4/112 71/429 13/112 122/429 32/112 236/429 

(Induction QoL: Slides EF- 23 IBDQ Rem 

& Resp ; EF-24: IBDQ Rem & Resp by 

TNF subgrps; EF-25: SF-36 Change from 

BL ) 

http://gdms.pfizer.com/gdms/drl/objectId/090177e186f08188
http://gdms.pfizer.com/gdms/drl/objectId/090177e186f0818f
http://gdms.pfizer.com/gdms/drl/objectId/090177e186f0819c
http://gdms.pfizer.com/gdms/drl/objectId/090177e186f08e1f
http://gdms.pfizer.com/gdms/drl/objectId/090177e186f08e23
http://gdms.pfizer.com/gdms/drl/objectId/090177e186f08e2b


Induction Efficacy Similar Regardless of Prior 

TNFb Failure at 8 Weeks 

0.8 
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MA-40 

6.5 
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Tofacitinib 10 mg BID  Placebo 

ȹ=10.6 

Remission Mucosal Healing 

Slide author ï Eric Maller / Debbie Woodworth 

 

Sources ï  

Note ï subgroup of interest in source tables is ñprior anti-TNF failureò 

Pooled 1094 and 1095 ï  

Å Table 14.2.2.2.p - http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b66 

Å Table 14.2.3.2.p. - http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b59  

Pooled induction studies, Week 8, FAS, NRI, Central Endoscopy Read 

n/N= 1/124 53/465 13/110 106/440 n/N= 8/124 103/465 24/110 168/440 

ȹ=12.3 
ȹ=15.7 

ȹ=16.4 

[NOTE: Ind  QoL Slide: EF-24: IBDQ Resp 

& Rem by TNF subgrps] 

http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b66
http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b59


Core Treatment Population: Moderate to Severe UC 
 

Tofacitinib 10 mg BID Induction for 8 weeks Ą Tofacitinib 5 mg BID Maintenance 

TNF Treatment Failure Subpopulation 
 

Tofacitinib 10 mg BID Maintenance 

Extended Induction Subpopulation 
 

Tofacitinib 10 mg BID Induction for 16 weeks 

Maintenance Efficacy 

MA-41 

Author:  

Source: 



Tofacitinib UC Phase 3 Program:  

52 Week Maintenance 

Induction 1a 

(Study 1094) 

10 mg BID 

 Placebo 

8 weeksc 

N=598 
(4:1) 

R
a

n
d

o
m

iz
a
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n
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Clinical 

Responders 

Induction 2b 

(Study 1095) 

10 mg BID 

 Placebo 

8 weeksc 

N=541 
(4:1) 

R
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n
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o
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n
 

A
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m
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n
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Responders 

Maintenance 

(Study 1096) 

52 weeksc 

N=593  

(1:1:1) 

5 mg BID 

10 mg BID 

R
e
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a
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A
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e
s
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t 

Placebo 

a. 16 patients received  tofacitinib 15 mg BID in Study 1094 

b. 6 patients received tofacitinib 15 mg BID in Study 1095 

c. Final complete efficacy assessment at Week 8/52. Treatment continued up to Week 9/53  MA-42 

Slide author ï Eric Maller / Debbie Woodworth 

 

Sources ï  

A3921096 CSR Body: 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18ae37d0d 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18ae37d0d


Maintenance Patient Disposition 

Patients were required to withdraw if treatment failure criteria were met 

Percentages for discontinued and completed are based on the FAS 

mFAS=modified Full Analysis Set; includes only patients who received tofacitinib in Induction 

 

Slide author ï Eric Maller / Debbie Woodworth 

 

Sources (A3921096) ï  

Table 14.1.1.1.1 ï http://gdms.pfizer.com/gdms/drl/objectId/090177e1899e1aeb  

Table 14.1.1.1.2 - http://gdms.pfizer.com/gdms/drl/objectId/090177e1899e1aec 

Table 14.1.1.2 - http://gdms.pfizer.com/gdms/drl/objectId/090177e1899e1aed    

 

Note for QC ï the 1 subject who was not treated was randomized to tofa 10 (see 

Table 14.1.1.1.1).  Therefore, percentages for this group are based on number of 

subjects treated (196) instead of the number of subjects randomized (197).  Based 

on this, the percentages are slightly different from what is shown in Table 14.1.1.1.1 

Randomized 

FAS: N=593 

mFAS: N=523 

Not treated 

N=1 

Completed 

26.8% 

Completed 

56.1% 

Completed 

64.3% 

Discontinued: 73.2% 

AE: 3.5% 

Insufficient Clinical 

Response: 66.7% 

Other: 3.0% 

Discontinued: 43.9% 

AE: 2.5% 

Insufficient Clinical 

Response: 35.4% 

Other: 6.1% 

Discontinued: 35.7% 

AE: 4.6% 

Insufficient Clinical 

Response: 27.0% 

Other: 4.1% 

Placebo 

FAS: N=198 

mFAS: N=174 

Tofacitinib 5 mg BID 

FAS: N=198 

mFAS: N=176 

Tofacitinib 10 mg BID 

FAS: N=197 

mFAS: N=173 

MA-43 

There were 593 subject in the Full analysis 

set which includes subjects who took either 

tofacitinib or placebo during induction and 

achieved clinical response to enter 

maintenance;  

http://gdms.pfizer.com/gdms/drl/objectId/090177e1899e1aeb
http://gdms.pfizer.com/gdms/drl/objectId/090177e1899e1aec
http://gdms.pfizer.com/gdms/drl/objectId/090177e1899e1aed


Significant Maintenance Efficacy for Both Tofacitinib 5 mg 

BID and 10 mg BID without Need for Chronic Steroid Use 
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Slide author ï Eric Maller / Debbie Woodworth 

 

Sources (A3921096) ï  

Table 14.2.5.1.2 - http://gdms.pfizer.com/gdms/drl/objectId/090177e1899e1b2c  

*** 

*** 
*** 

*** 

*** 

*** 
ȹ=22.0 

ȹ=30.7 

ȹ=23.2 

ȹ=33.6 

ȹ=30.9 

ȹ=41.4 

*pÒ0.05; **p<0.001; ***p<0.0001 

Week 52, mFAS, NRI, Central Endoscopy Read MA-44 

n/N= 18/174 57/176 71/173 22/174 63/176 80/173 3/52 22/60 25/53 

Primary Endpoint Key Secondary Endpoint 

Key Secondary Endpoint 

(QoL maint. slides: EF-33: IBDQ Rem 

and EF-34: IBDQ Rem by TNF subgrps; 

EF-35: SF-36 change from BL) 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1899e1b2c


Maintenance Efficacy of  

Tofacitinib 10 mg vs. 5 mg BID 

in TNF Blocker Failure Subgroups 

MA-45 

Author: Chinyu Su  

Source: SME, see author with 

any questions 



Maintenance Efficacy in Patients without Prior  

TNFb Failure 
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Placebo Tofacitinib 5 mg BID Tofacitinib 10 mg BID

MA-46 

Slide author ï Eric Maller / Debbie Woodworth 

 

Sources (A3921096) ï 

Table 2.6.2.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5d 

Table 2.6.1.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5c 

Table 2.6.3.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5e 

Table 2.6.4.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5f 

Table 2.6.5.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b60 

Table 2.6.6.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b61 

Table 130a.4 - http://gdms.pfizer.com/gdms/drl/objectId/090177e18ac3d50e 

  

Week 52, mFAS, NRI, Central Endoscopy Read 

ȹ=10.6 

25% Increase 

ȹ=8.5 

20% Increase ȹ=4.3 

10% Increase 

n/N= 9/92 41/100 43/95 12/92 42/100 50/95 2/32 18/42 18/35 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5d
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5c
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5e
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5f
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b60
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b61


Tofacitinib 10 mg BID Provides Substantial Clinical Benefit 

in Patients with Prior TNFb Failure 
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MA-47 

Slide author ï Eric Maller / Debbie Woodworth 

 

Sources (A3921096) ï 

Table 2.6.2.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5d 

Table 2.6.1.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5c 

Table 2.6.3.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5e 

Table 2.6.4.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5f 

Table 2.6.5.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b60 

Table 2.6.6.b - http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b61 

Table 130a.4 - http://gdms.pfizer.com/gdms/drl/objectId/090177e18ac3d50e 

  

Week 52, mFAS, NRI, Central Endoscopy Read 

n/N= 9/82 16/76 28/78 10/82 21/76 30/78 1/20 4/18 7/18 

ȹ=10.9 

39% Increase 

ȹ=16.7 

75% Increase 
ȹ=14.8 

70% Increase 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5d
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5c
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5e
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b5f
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b60
http://gdms.pfizer.com/gdms/drl/objectId/090177e18b122b61


Comparison of Tofacitinib 10 mg BID vs. 

Tofacitinib 5 mg BID for Remission at Week 52 
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Prior TNFb Failure 

MA-48 

p=0.0415a 

p=0.5479a 

a. Nominal p-value 

NRI; mFAS, Central Read 

Author: Debbie Woodworth 

Source: mFAS overall vs placebo; 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1899e1b2c; 

mFAS subgroup  vs placebo 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18ac3d50e; 

mFAS overall 10 mg vs 5 mg 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18ac3d50c;  

mFAS subgroup 10 mg vs 5 mg 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18ac3d50e 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18ac3d50e
http://gdms.pfizer.com/gdms/drl/objectId/090177e18ac3d50c
http://gdms.pfizer.com/gdms/drl/objectId/090177e18ac3d50e


Core Treatment Population: Moderate to Severe UC 
 

Tofacitinib 10 mg BID Induction for 8 weeks Ą Tofacitinib 5 mg BID Maintenance 

TNF Treatment Failure Subpopulation 
 

Tofacitinib 10 mg BID Maintenance 

Extended Induction Subpopulation 
 

Tofacitinib 10 mg BID Induction for 16 weeks 

Extended Induction Efficacy 

MA-49 

Author:  

Source: 



Tofacitinib 10 mg BID Induction Non-Responders 

Induction 1 

(Study 1094) 

10 mg BID 
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Maintenance 

(Study 1096) 

52 weeks 

N=593 (1:1:1) 
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Placebo 

Open-Label LTE 

(Study 1139) 

N=295  

10 mg BID 
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A
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n
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b. Induction non-responder 

patients without clinical 

response at Week 8 of  

OL LTE were required to 

withdraw 

a. Final complete efficacy assessment at Week 8. Treatment continued up to Week 9 MA-50 

Non-Respondersb 

Completers 

& Treatment 

Failures 

Clinical 

Responders 

Clinical 

Responders 

Non-Respondersb 
Induction Studies 1 + 2  

10 mg BID 

N=905 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï  

A3921094 CSR Body: 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18819ce82 

A3921095 CSR Body: 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1880f69bf  

A3921096 CSR Body: 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18ae37d0d 

A3921139 CSR Body: 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18afb4db7 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18819ce82
http://gdms.pfizer.com/gdms/drl/objectId/090177e18819ce82
http://gdms.pfizer.com/gdms/drl/objectId/090177e1880f69bf
http://gdms.pfizer.com/gdms/drl/objectId/090177e18ae37d0d
http://gdms.pfizer.com/gdms/drl/objectId/090177e18afb4db7
http://gdms.pfizer.com/gdms/drl/objectId/090177e18afb4db7


Half of Initial 8 Week Non-Responders Achieve 

Clinical Response by Week 16 

NRI; Central Endoscopy Read 
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n/N=149/291 

MA-51 

Week 16  

Extended Induction 

(Week 8  

Open-Label LTE) 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï A3921139 -  See Ind 10 row in ï  

Table 229a.27.1 - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506 

 



16 Week Delayed Responders Demonstrate 

Durable Efficacy at 1 Year 

NRI; Central Endoscopy Read at Week 8; Local Endoscopy Read at Year 1 
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n/N= 105/144 65/144 81/149 65/144 

Year 1 

Open-Label LTE 

n/N=149/291 

MA-52 

Week 16  

Extended Induction 

(Week 8  

Open-Label LTE) 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï  A3921139 -  See Ind 10 row in ï  

Table 229a.27.1 (clinical response at M2)- 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506 

Table 243a.7.2 (remission, mucosal healing, clinical response at M12) 

- http://gdms.pfizer.com/gdms/drl/objectId/090177e18d79480d 

Table 256a.5.1.1 (SF remission) - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18dcd3f20 

 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506
http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506
http://gdms.pfizer.com/gdms/drl/objectId/090177e18d79480d
http://gdms.pfizer.com/gdms/drl/objectId/090177e18d79480d


Induction of Clinical Response with 8 or 16 Weeks 

of Tofacitinib 10 mg BID 

MA-53 

Slide Author ï Eric Maller / Debbie Woodworth 

 

Source ï  

Pooled A3921094/A3921095 ï  

Table 14.2.5.1.p - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b44 
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Induction of Clinical Response with an Additional 

8 Weeks of Open-Label Tofacitinib 10 mg BID 

MA-54 

Slide author ï Eric Maller / Debbie Woodworth 

 

Sources ï  

Left bar - Pooled A3921094/A3921095 -  

Table 14.2.5.1.p - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b44 

 

Right bar - A3921139 -  

Table 229a.27.1 ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506 
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http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b44
http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b44
http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506
http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506


Induction of Clinical Response with 8 or 16 Weeks 

of Tofacitinib 10 mg BID 

MA-55 
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74.0 

(670/905) 
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Slide author ï Eric Maller / Debbie Woodworth 

 

Sources ï  

Left bar and bottom portion of right bar - Pooled 

A3921094/A3921095 -  

Table 14.2.5.1.p - 

http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b44 

 

Middle bar and top portion of right bar - A3921139 -  

Table 229a.27.1 ï 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506 

http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b44
http://gdms.pfizer.com/gdms/drl/objectId/090177e187ff4b44
http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506
http://gdms.pfizer.com/gdms/drl/objectId/090177e18cff3506


Overall Summary of Efficacy (1 of 2) 

Â Significant efficacy for tofacitinib 10 mg BID for 8 weeks 

induction overall and regardless of prior TNF treatment 

failure 

ïUnique among currently approved agents for treatment of UC 

 

Â Significant efficacy with both Tofacitinib 5 mg and 10 mg BID 

for 52 week maintenance, regardless of prior TNF failure 

ïTofacitinib 10 mg BID provides a larger and clinically meaningful 

placebo-corrected treatment effect than tofacitinib 5 mg BID,  

most prominent among patients with prior TNF treatment failure 

 

 

 

MA-56 

Author: Eric Maller 

Source: SME, see author 



Overall Summary of Efficacy (2 of 2) 

Â Non-responders after 8 weeks may benefit from extended 

induction for an additional 8 weeks of tofacitinib 10 mg BID 

ïAchieving a total clinical response of close to 75% of patients 

receiving 8 or 16 weeks of tofacitinib 10 mg BID induction therapy 

ïBenefit is present regardless of prior TNF treatment failure 

ïBenefit is persistent and demonstrated in extended induction 

responders across endpoints out to 52 weeks 

MA-57 

Author: Eric Maller 

Source: SME, see author 



Overview of Presentation 
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Introduction 
Lou Ferrara 

Director, Regulatory Affairs 

Pfizer Inc 

Ulcerative Colitis:  

A Clinicianôs Perspective/Unmet Medical Need 

William Sandborn, MD 

Chief, Division of Gastroenterology 

Director, Inflammatory Bowel Disease Center 

University of California, San Diego 

Tofacitinib Ulcerative Colitis Development Program 

and Efficacy 

Eric Maller, MD 

Executive Director, UC Development Program 

Inflammation and Immunology 

Pfizer Inc 

Safety of Tofacitinib in Ulcerative Colitis 

Development Program 

Chinyu Su, MD 

Senior Director, Global Clinical Lead UC 

Inflammation and Immunology 

Pfizer Inc 

Risk Management 
Thomas Jones, MD 

Senior Director, Safety Risk Management 

Pfizer Inc 

Benefit:Risk and Conclusion 

Michael Corbo, PhD 

Senior VP, Chief Development Officer 

Inflammation and Immunology 

Pfizer Inc 

MA-58 

Author: Lou Ferrara 

Source:  Title slides and 

presenters 



Safety of Tofacitinib in Ulcerative 

Colitis Development Program 

Chinyu Su, MD 

Senior Director, Global Clinical Lead UC 

Inflammation and Immunology 

Pfizer Inc 

MA-59 

Author: Lou Ferrara 

Source:  Title slides and 

presenters 



Outline 

Â Approaches to safety analyses and overall exposure 

ÂGeneral safety data in tofacitinib UC program 

Â Safety topics of interest in UC and the overall tofacitinib 

development program 

Â Safety summary for proposed dosing regimens 

MA-60 

Core Treatment Population: Moderate to Severe UC 
Tofacitinib 10 mg BID Induction for 8 weeks Ą Tofacitinib 5 mg BID Maintenance 

TNF Treatment Failure Subpopulation 
Tofacitinib 10 mg BID Maintenance 

Extended Induction Subpopulation 
Tofacitinib 10 mg BID Induction for 16 weeks 

Author: Chinyu Su 

Source:  SME, see author with 

questions 



 

Tofacitinib UC Program:  

Integrated Safety Analysis Cohorts 

Study 1063: Induction 

(Phase 2) 

Placebo 

Tofacitinib 10 mg BID  

8 weeks 

Study 1094: Induction 

 

Placebo 

Tofacitinib 10 mg BID 

8 weeks 

Study 1095: Induction 

 

Placebo 

Tofacitinib 10 mg BID 

8 weeks 

As of December 2016 

Induction Cohort: All data from placebo and tofacitinib 10 mg BID treatment in Studies 1063, 1094 and 1095 are included 

Maintenance Cohort: All data from Study 1096 are included 

Overall Cohort: The entire tofacitinib treatment experience in Induction and Maintenance Cohorts and Study 1139 was included 

PD=Predominant Dose; Tofa=Tofacitinib 

Author: Gary Chan 

Source: SCS EU ï Section 2.7.4.1.2; Table 7 

MA-61 

Induction Cohort 

N=282 (Placebo) 

N=938 (Tofa) 

N=1220 (Total) 



 

Tofacitinib UC Program:  

Integrated Safety Analysis Cohorts 

Study 1063: Induction 

(Phase 2) 

Placebo 

Tofacitinib 10 mg BID  

8 weeks 

Study 1094: Induction 

 

Placebo 

Tofacitinib 10 mg BID 

8 weeks 

Study 1095: Induction 

 

Placebo 

Tofacitinib 10 mg BID 

8 weeks 

Study 1096: Maintenance 

Placebo 

Tofacitinib 5 mg BID  

Tofacitinib 10 mg BID 

52 weeks 

Responders 
Re-randomization 

Author: Gary Chan 

Source: SCS EU ï Section 2.7.4.1.2; Table 7 

MA-62 

Induction Cohort 

N=282 (Placebo) 

N=938 (Tofa) 

N=1220 (Total) 

Maintenance Cohort 

N=198 (Placebo) 

N=198 (Tofa 5 BID) 

N=196 (Tofa 10 BID) 

N=592 (Total) 

As of December 2016 

Induction Cohort: All data from placebo and tofacitinib 10 mg BID treatment in Studies 1063, 1094 and 1095 are included 

Maintenance Cohort: All data from Study 1096 are included 

Overall Cohort: The entire tofacitinib treatment experience in Induction and Maintenance Cohorts and Study 1139 was included 

PD=Predominant Dose; Tofa=Tofacitinib 



Maintenance Cohort 

N=198 (Placebo) 

N=198 (Tofa 5 BID) 

N=196 (Tofa 10 BID) 

N=592 (Total) 

 

Tofacitinib UC Program:  

Integrated Safety Analysis Cohorts 

MA-63 

Study 1063: Induction 

(Phase 2) 

Placebo 

Tofacitinib 10 mg BID  

8 weeks 

Study 1094: Induction 

 

Placebo 

Tofacitinib 10 mg BID 

8 weeks 

Study 1095: Induction 

 

Placebo 

Tofacitinib 10 mg BID 

8 weeks 

Induction Cohort 

N=282 (Placebo) 

N=938 (Tofa) 

N=1220 (Total) 

Responders 
Re-randomization 

Study 1139: Long-Term Extension 

Tofacitinib 5 mg BID  

Tofacitinib 10 mg BID 

Completers and 
Treatment Failures 

Non-responders Non-responders 

Overall Cohort 

N=186 (PD 5 BID) 

N=971 (PD 10 BID) 

N=1157 (Total) 

Author: Gary Chan 

Source: SCS EU ï Section 2.7.4.1.2; Table 7 

84% of patients 

Predominant 

Dose (PD)  

Tofacitinib  

10 mg BID 

As of December 2016 

Induction Cohort: All data from placebo and tofacitinib 10 mg BID treatment in Studies 1063, 1094 and 1095 are included 

Maintenance Cohort: All data from Study 1096 are included 

Overall Cohort: The entire tofacitinib treatment experience in Induction and Maintenance Cohorts and Study 1139 was included 

PD=Predominant Dose; Tofa=Tofacitinib 

Overall cohort: Table 7 

of EU SCS 

Inductionl cohort: Table 

5 of EU SCS 

Maintenance cohort: 

Table 6 of EU SCS 

84%: Page 49 of EU 

SCS, last 2 lines 

Study 1096: Maintenance 

Placebo 

Tofacitinib 5 mg BID  

Tofacitinib 10 mg BID 

52 weeks 



Safety Database of Patients Studied in UC 

Duration of Treatment 
Tofacitinib All 

N=1157 

At least 12 months 653 

At least 24 months 359 

At least 36 months 93 

Maximum 4.4 Years More than  

80,000 PY exposure accrued in the  

Post-marketing setting 

MA-64 

UC 

N=1157 

PY=1613 

Duration of Treatment 
Tofacitinib All 

N=1157 

At least 3 months 918 

At least 6 months 762 

At least 12 months 653 

At least 24 months 359 

At least 36 months 93 

Mean, days (SD) 509.1 (389.8) 

Median, days 514 

Range, days, min-max 1-1606 

Total PY 1612.8 

Overall Cohort as of 16Dec2016 

PsO=Psoriasis; PY=Patient-Years 

Author: Gary Chan 

Source: 

For QC:  

RA: cutoff 02Mar2017 

PsO: final data 18Aug2016 

UC: cutoff 16Dec2016 

PsA: snapshot 07Mar2017 



Tofacitinib Clinical Trial Patient-Years of Exposure 

 

PsA 

N=783 

PY=1251 
More than 105,000 PY 

exposure accrued in 

the post-marketing 

setting UC 

N=1157 

PY=1613 

PsO 

N=3663 

PY=8955 

RA 

N=7061 

PY=22,875 

Total 
N=12,664 

PY=34,694 

MA-65 

Majority of tofacitinib 

exposure from 10 mg BID  
 

N=8011 

PY=23,644 

Overall Cohort as of 16Dec2016 

PsO=Psoriasis; PY=Patient-Years 

Author: Gary Chan 

Source: 

For QC:  

RA: cutoff 02Mar2017 

PsO: final data 18Aug2016 

UC: cutoff 16Dec2016 

PsA: snapshot 07Mar2017 

QC source for total N and total PY on 10: 

UC: N=957, 1496.3 PY; cutoff 29Sep2017; Table 229a.1 

GDMS Weblinks 

 

Document Name:   Tofa 

UC_FDA_IR_from_Sept26   Version:    1.0;CURRENT   Status:    

Location:    /Compounds/CP/CP-690550/Clinical/Summary/Tables and Figures 

http://gdms.pfizer.com/gdms/drl/objectId/0b0177e18ce4fdbf 

RA: N=3995, 14703.22 PY; cutoff 02Mar2017; Table 1295.1 

GDMS Weblinks 

 

Document Name:   RA P123LTE March 2017   Version:    1.0;CURRENT   Status:    

Location:    /Compounds/CP/CP-690550/Clinical/Summary/Tables and Figures 

http://gdms.pfizer.com/gdms/drl/objectId/0b0177e18ce30677 

PsO: N=2739, 7123.53 PY; cutoff 10May2016; Table 198.1.2 

Document Name:   Tofa Oral Psoriasis Additional Analyses - 

scsa3920198a   Version:    1.0;CURRENT   Status:    

Location:    /Compounds/CP/CP-690550/Clinical/Summary/Tables and Figures 

http://gdms.pfizer.com/gdms/drl/objectId/0b0177e18a92b12b 

  

PsA: N=320, 321.09 PY; 10May2016; Table 10, PsA SCS 

Document Name:   PsA SCS Jan 2017 2017 2.7.4 Summary of Clinical 

Safety   Version:    1.0;CURRENT   Status:   Approved 

Location:    /Compounds/CP/CP-690550/Regulatory and Summaries/Summaries/2.7 

Clinical Summary 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18affb341 

http://gdms.pfizer.com/gdms/drl/objectId/0b0177e18ce4fdbf
http://gdms.pfizer.com/gdms/drl/objectId/0b0177e18ce30677
http://gdms.pfizer.com/gdms/drl/objectId/0b0177e18a92b12b
http://gdms.pfizer.com/gdms/drl/objectId/090177e18affb341


Outline 

Â Approaches to safety analyses and overall exposure 

ÂGeneral safety data in tofacitinib UC program 

Â Safety topics of interest in UC and the overall tofacitinib 

development program 

Â Safety summary for proposed dosing regimens 

MA-66 

Core Treatment Population: Moderate to Severe UC 
Tofacitinib 10 mg BID Induction for 8 weeks Ą Tofacitinib 5 mg BID Maintenance 

TNF Treatment Failure Subpopulation 
Tofacitinib 10 mg BID Maintenance 

Extended Induction Subpopulation 
Tofacitinib 10 mg BID Induction for 16 weeks 

Author: Chinyu Su 

Source:  SME, see author with 

questions 
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Similar Proportions of Adverse Events Between 

Placebo and Tofacitinib 

MA-67 

Induction 

Cohort 

Maintenance 

Cohort 

Placebo Tofacitinib 5 mg BID Tofacitinib 10 mg BID 

Induction 

Cohort 

Maintenance 

Cohort 

Induction 

Cohort 

Maintenance 

Cohort 

ICR=Insufficient Clinical Response; SAE=Serious Adverse Event 

Author: Gary Chan 

Source: 

 

AE and SAE: Table 10 

and 11 of EU SCS 

 

DC due to AE excluding 

ICR: Table 16 and 17 ï 

use sum of DC related 

and unrelated to AEs 
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Similar Proportions of Adverse Events Between 

Placebo and Tofacitinib 

MA-68 

Induction 

Cohort 

Maintenance 

Cohort 

Placebo Tofacitinib 5 mg BID Tofacitinib 10 mg BID 

ICR=Insufficient Clinical Response; SAE=Serious Adverse Event 

Induction 

Cohort 

Maintenance 

Cohort 

Induction 

Cohort 

Maintenance 

Cohort 

Author: Gary Chan 

Source: 

 

AE and SAE: Table 10 

and 11 of EU SCS 

 

DC due to AE excluding 

ICR: Table 16 and 17 ï 

use sum of DC related 

and unrelated to AEs 



Safety Events of Special Interest 

Serious Infections     

Herpes Zoster     

Opportunistic Infections    

Malignancies 

Major Adverse Cardiovascular Events  

  

 

MA-69 

Author: Chinyu Su 

Source:  SME, see author with 

questions 



External Contextualization of Tofacitinib UC 

Clinical Program Data: Truven Cohort 

Â An external comparison cohort from Truven MarketScan Claims 

Database 

ïContain data on 50 million patients (in 2015) 

Â Cohort of UC patients in a real-world clinical setting 

ïReal-world clinical setting 

ï Included 6366 adult patients with moderate to severe UC 

ï Key exclusion criteria from the tofacitinib global Phase 3 UC studies applied 

ï Mostly TNFb data, with limited exposure data (<75 PY) available for 

vedolizumab 

Â Comparison with trial data should be made with consideration of the 

differences between the two distinct data sources 

 

MA-70 

Author: Gary Chan 

 

Source: Page 264-265, EU SCS 

 

For <75 PY for vedolizumab: Page 

55, Table 9 of Truven final report 

Document 

Name:   A3921300_Updated 

submission ready Truven 

report   Version:    1.0;CURRENT  

 Status:   Approved 

Location:    /Compounds/CP/CP-

690550/Clinical/N-

A/A3921300/Study 

Reports/Components 

http://gdms.pfizer.com/gdms/drl/ob

jectId/090177e18d7285d5 

 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18d7285d5
http://gdms.pfizer.com/gdms/drl/objectId/090177e18d7285d5


Serious Infections in UC:  

Incidence Rate with Tofacitinib within the Range of TNFb 

Treatment 
Incidence Rate/100 PY  

(95% CI) 
n/N PY 

Tofacitinib 

UC Overall 

Cohort 

Tofacitinib 

All 
38/1157 2037 

Truven Any TNFb 107/4420 3214 

MA-71 

Â Serious infections in UC that occurred in more than one patient 

ï Appendicitis: 4 patients 

ï Herpes zoster: 3 patients 

ï Anal abscess: 2 patients 

ïClostridium difficile infection: 2 patients 

Â No serious infection resulted in death in UC 

Overall Cohort as of 29Sep2017 

1.87 

3.33 

0 2 4 6 8

Author: Gary Chan 

Source: Truven source Table 9 

 

For SIE rate in Overall Cohort: 

Table 229a.3 

Document Name:   Safety 

Responses for Tofacitinib UC 

sNDA FDA 26 September 2017 

Information 

Requests   Version:    1.0;CURR

ENT   Status:   Approved 

Location:    /Compounds/CP/CP-

690550/Regulatory and 

Summaries/Summaries/Regulato

ry Response 

http://gdms.pfizer.com/gdms/drl/o

bjectId/090177e18cf92860 

 

Bullets: 

Page 76 of EU SCS 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18cf92860
http://gdms.pfizer.com/gdms/drl/objectId/090177e18cf92860


Serious Infections in RA 

Â Dose-response identified 

ÂMost common infections are pneumonia, herpes zoster,  

and urinary tract infection 

ÂMost resolve with usual antibiotic therapy 

Â Fatality rate (4.9%) similar to expected (7.0%) 

Â Rates within the range of those for biologics for RA 

MA-72 

Source  

 

Figure 8 (page 120) of RA MAA SCS 

Document Name:   2.7.4. SCS: Tofacitinib RA EU 

MAA   Version:    4.0;CURRENT   Status:   Approved 

Location:    /Compounds/CP/CP-690550/Regulatory and 

Summaries/Summaries/2.7 Clinical Summary 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1899b0dfd 

 

 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1899b0dfd


Herpes Zoster in UC:  

Incidence Rate with Tofacitinib Higher than TNFb 

Treatment 
Incidence Rate/100 PY  

(95% CI) 
n/N PY 

Tofacitinib 

UC Overall 

Cohort 

Tofacitinib 

All 
74/1157 1946 

Truven Any TNFb 57/4420 3227 

MA-73 Overall Cohort as of 29Sep2017 

3.80 

1.77 

0 2 4 6 8

Â Dose relationship observed in the maintenance study 

Â Most were cutaneous, limited to 1-2 adjacent dermatomes 

Â 95.7% events were mild or moderate 

Â 5.8% events reported as SAE 

Â Most patients continued therapy; 7.7% discontinued permanently 

Author: Gary Chan 

Source: Truven source Table 9 

Document Name:   A3921300_Updated submission ready 

Truven 

report   Version:    1.0;CURRENT   Status:   Approved 

Location:    /Compounds/CP/CP-690550/Clinical/N-

A/A3921300/Study Reports/Components 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18d7285d5 

 

For HZ rate in Overall Cohort: Table 229a.3 

Document Name:   Safety Responses for Tofacitinib UC 

sNDA FDA 26 September 2017 Information 

Requests   Version:    1.0;CURRENT   Status:   Approved 

Location:    /Compounds/CP/CP-690550/Regulatory and 

Summaries/Summaries/Regulatory Response 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18cf92860 

 

Table 11 of 120-day safety update 

Document Name:   Tofacitinib 2017 Ulcerative Colitis 120-

Day Safety Update for 

sNDA   Version:    2.0;CURRENT   Status:   Approved 

Location:    /Compounds/CP/CP-690550/Regulatory and 

Summaries/Summaries/NDA Submissions Safety Update 

Document 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18c62c765 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18d7285d5
http://gdms.pfizer.com/gdms/drl/objectId/090177e18d7285d5
http://gdms.pfizer.com/gdms/drl/objectId/090177e18cf92860
http://gdms.pfizer.com/gdms/drl/objectId/090177e18c62c765
http://gdms.pfizer.com/gdms/drl/objectId/090177e18c62c765


Herpes Zoster in RA  

Â Dose relationship identified 

Â Clinical characteristics of HZ events consistent with UC 

Â Stable 6-month interval rates over time 

MA-74 HZ=Herpes Zoster 



Non-Herpes Zoster Opportunistic Infections in UC 

Â 4 Non-herpes zoster OI events 

ïCryptococcosis invasive (pulmonary mycosis)  

(on tofacitinib 5 mg BID) 

ïHistoplasmosis (with pulmonary involvement)  

(on tofacitinib 10 mg BID) 

ïCytomegalovirus (CMV) hepatitis (on tofacitinib 10 mg BID)  

ïCMV colitis (on tofacitinib 10 mg BID) 

Â Incidence rate of non-HZ OI in UC within the range of that 

for RA 

Data as of 29Sep2017 

OI=Opportunistic Infection MA-75 

Author: Gary Chan 

Source: Page 98 of EU SCS 



Malignancy (Excluding NMSC) in UC:  

Incidence Rate with Tofacitinib within the Range of TNFb 

Treatment 
Incidence Rate/100 PY  

(95% CI) 
n/N PY 

Tofacitinib UC 

Overall 

Cohort 

Tofacitinib All 15/1124 2038 

Truven Any TNFb 31/4420 4895 

MA-76 
Data as of 29Sep2017 

NMSC=Non-Melanoma Skin Cancer 

0.74 

0.63 

0 0.5 1 1.5 2

Author: Gary Chan 

Source:  

Table 229a.4.3. 

http://gdms.pfizer.com/gdms/drl/objectId/0

90177e18da6ebec 

 

Truven: Table 18 of Truven report, Cohort 

3 ever exposed 

Â 12 primary cancer types in 

13 patients  

Â 3 had metastatic disease 

ï Cholangiocarcinoma, 

colon cancer, malignancy 

melanoma 

Â 3 events occurred within 

first year of dosing 

Â All had prior AZA/ 6-MP; 

most had prior TNF 

blockers 

Â All cases were on tofacitinib 

10 mg BID 

Â 4 deaths associated with 

malignancy (excluding 

NMSC) 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18da6ebec
http://gdms.pfizer.com/gdms/drl/objectId/090177e18da6ebec


Malignancy (Excluding NMSC) in UC 

Â 12 primary cancer types in 15 patients  

ï4 had metastatic disease 

ÅCholangiocarcinoma, colon cancer, malignant melanoma, lung cancer 

ï4 deaths associated with malignancy (excluding NMSC) 

ï6 events occurred within first year of dosing 

ï13/15 (87%) had prior AZA / 6-MP; 11/15 (73%) had prior TNF 

blockers 

ï14 patients tofacitinib 10 mg BID (PD); 1 patient 5 mg BID (PD) 

Â 2 additional malignancies (excluding NMSC) reported post 

September 2017 data cutoff  

ïBoth on tofacitinib 5 mg BID  

ïTotal 17 patients 

Å14 patients 10 mg BID (PD); 3 patients 5 mg BID (PD) 

 MA-77 Data as of 29Sep2017 

Author: Gary Chan 

Source: Table 14 of EU SCS 

 

To check metastases for the malignant melanoma and lung 

cancer cases, see pp132 and 2 of: 

Document Name:   14.3.3.2 Serious Adverse Event 

Narratives   Version:    3.0;CURRENT   Status:   Approved 

Location:    /Compounds/CP/CP-

690550/Clinical/III/A3921139/Study Reports/Components 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18bf2e8ef 

 

Table 7, response to FDA 28Feb2018 info request 

Document Name:   Tofacitinib 2018 March 2018 UC FDA 

IR   Version:    1.0;CURRENT   Status:   Approved 

Location:    /Compounds/CP/CP-690550/Regulatory and 

Summaries/Summaries/Regulatory Response 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18dd5d1aa 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18bf2e8ef
http://gdms.pfizer.com/gdms/drl/objectId/090177e18dd5d1aa
http://gdms.pfizer.com/gdms/drl/objectId/090177e18dd5d1aa


Indication 
Incidence Rate/100 PY (95% CI) 

n/N PY 

UC 
0.20 (0.01, 1.12) 1/200 498.7 

0.91 (0.50, 1.53) 14/924 1539.7 

RA 
0.96 (0.76, 1.20) 81/3066 8411.6 

0.83 (0.69, 0.98) 124/3995 15010.3 

PsO 
1.43 (0.89, 2.16) 22/920 1542.4 

0.67 (0.50, 0.88) 52/2743 7721.1 

PsA 
0.87 (0.35, 1.80) 7/487 802.9 

0.21 (0.01, 1.19) 1/296 467.7 

Overall 
0.98 (0.80, 1.18) 110/4673 11255.8 

0.77 (0.66, 0.89) 190/7958 24740.3 

0 1 2 3

Tofacitinib 5 mg BID Tofacitinib 10 mg BID

Malignancies (Excluding NMSC) Across 

Indications: No Dose Relationship 

MA-78 

0

1

2

3

Tofacitinib 5 mg BID Tofacitinib 10 mg BID Combined

PsA PsO RA UC Pooled 

n 7 1 8 22 52 74 81 124 205 0 13 13 110 190 300 

N 487 296 783 920 2743 3663 3066 3995 7061 200 924 1124 4673 7958 
1263

1 

PY 802.9 467.7 1270.6 1542.4 7721.1 9263.5 8411.6 15010.3 23421.9 498.8 1541.3 2040.1 112855.8 24740.3 35996.1 

Author: Carol Connell 

Source: 

UC Data: Table 229a.4.3. 

http://gdms.pfizer.com/gdms/drl/objec

tId/090177e18da6ebec 

http://gdms.pfizer.com/gdms/drl/objectId/090177e18da6ebec
http://gdms.pfizer.com/gdms/drl/objectId/090177e18da6ebec


Malignancies (Excluding NMSC) in RA:  

Type and Presentation as Expected  

Â Type of malignancy similar to expected: most common lung 

and breast cancers 

Â Presentation similar to general population 

Â Incidence rates at either dose of tofacitinib within the range 

of biologics 

MA-79 

Agent
Number 

of Trials

Malignancies (Excluding NMSC)

Incidence Rate/100 pt-yrs (95% CI)

Number 

of 

Subjects

Number 

of 

Cases

Patient 

Years

Tofacitinib P123LTE 18 6194 173 19,385

Tocilizumab 10 4778 25 2742

TNF alpha 51 17,257 210 27,518

Rituximab 2 683 5 577

Infliximab 7 1680 11 2313

Golimumab 8 3283 25 3303

Etanercept 10 2728 36 4518

Certolizumab pegol 8 5241 68 11,046

Adalimumab 19 4170 70 6277

Abatacept 11 4719 44 6749

0 1 2 3

Source  

Malignancy_MA_Metaanalysis_Main Body_Tofacitinib EU 

Submission 2015.docx....pdf, Figure 2 and text after 

Non-Interventional Study Report, Malignancies Meta-

Analysis, Appendix 4 

Figure 16 (page 151) of RA MAA SCS 

Document Name:   2.7.4. SCS: Tofacitinib RA EU 

MAA   Version:    4.0;CURRENT   Status:   Approved 

Location:    /Compounds/CP/CP-690550/Regulatory and 

Summaries/Summaries/2.7 Clinical Summary 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1899b0dfd 

Author: Chinyu Su 

Source: Malignancy tofa 

data by dose:  Table 71 of 

RA EU SCS (pasted to the 

right) 

http://gdms.pfizer.com/gdms/drl/objectId/090177e1899b0dfd


Malignancies (Excluding NMSC) in RA:  

Stable Interval Rates Over Time (Tofacitinib 10 mg BID) 

a. Data for PsO is shown for 3-6 months 

b. Data for UC is shown for >24 months 

c. Data for PsO is shown for 2-3 years SA-32 

Author: Carol Connell 

Source: PSO: Table 2.3.2.3 - SCS 

Request # 149c; RA: Table 1.5.1.2.A; 

UC: Table 14.2.8.6.c3a 
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