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Tofacitinib
Proposed for the treatment of adult patients with moderately to severely active ulcerative colitis
who have demonstrated an inadequate response, loss of response, or intolerance to
corticosteroids, azathioprine, 6-mercaptopurine, or tumor necrosis factor inhibitor therapy.

DISCLAIMER:
The attached package contains background information prepared by the Food and Drug
Administration (FDA) for the panel members of the advisory committee. The FDA background
package often contains assessments and/or conclusions and recommendations written by
individual FDA reviewers. Such conclusions and recommendations do not necessarily represent
the final position of the individual reviewers, nor do they necessarily represent the final position
of the Review Division or Office. We have brought the application for tofacitinib proposed for
the treatment of moderate to severe ulcerative colitis to this Advisory Committee in order to gain
the Committee’s insights and opinions, and the background package may not include all issues
relevant to the final regulatory recommendation and instead is intended to focus on issues
identified by the Agency for discussion by the advisory committee. The FDA will not issue a
final determination on the issues at hand until input from the advisory committee process has
been considered and all reviews have been finalized. The final determination may be affected by
issues not discussed at the advisory committee meeting.

This document contains errata to the original FDA Briefing Document issued for the Advisory
Committee meeting held March 8, 2018.
The erroneous text is identified by a strikethrough, with correction following in bold, unless
otherwise specified.

1. Page 9 (Executive Summary)
Tofacitinib is a small molecule inhibitor of Janus associated kinases (JAK).
Tofacitinib was approved (November 2012) at a dose of 5 mg BID for the treatment of adults
with moderate to severely active rheumatoid arthritis (RA) who have had inadequate response or
intolerance to methotrexate, and for adults with active psoriatic arthritis (February 2017
December 2017) who have had inadequate response or intolerance to methotrexate or other
disease modifying antirheumatic drugs.
2. Page 29 (section 4.3 Exposure-Response Analysis for Efficacy)
In the phase 2 trial, fewer patients were either prior TNF inhibitor non-responders (40.7 18.5 %)
or prior users of immunosuppressants (18.5 40.7 %).
3. Page 38 (Section 5.1)
For the induction non-responder population (IndNR subgroup), an efficacy
assessment was repeated 8 weeks later (16 weeks of total trial participation) including
centrally read endoscopy at week 16 (Week 8 of open label LTE) and locally read at week 52.
4. Page 39 (Section 5.1)
In particular, Mayo score at baseline of the open label extension was higher in
those who received 10 mg BID long term treatment (mean 8.8 8.2) compared with those who
received 5 mg BID long term treatment (mean 7.8 1.2). (A3921139 Interim CSR Table 17)
5. Page 52, addition to discussion which follows (pertaining to the referenced historical placebo
response rates).
The limitations of any cross-study comparison, including those referenced here to estimate
of placebo response rates in UC clinical trials, are noted. In particular, there are no well
controlled clinical trial data which exactly match this scenario for IndNR subgroup. There
are differences between the referenced studies and this group, including the substantial
proportion of patients enrolled in the tofacitinib program with a history of prior TNFblocker failure, the timepoint for assessment of induction of remission at 16 weeks, and the
definition of remission including the requirement for resolution of rectal bleeding (subscore
of 0).
The Agency acknowledges the limitations, but provided these data as a frame of reference
to acknowledge that reported placebo group response rates in Ulcerative Colitis trials can
be substantial. We note that across many UC development programs, some concomitant
treatments are permitted (such as 5-ASA medications and/or corticosteroids) making a
true estimation of placebo only response also challenging. Regardless, it is difficult to

12. Page 81 (Section 6.3.4.3 Opportunistic Infections and Tuberculosis)
“In addition to the opportunistic HZ cases, four (4) non-HZ infections were adjudicated as
opportunistic, all three of which occurred in the PD tofacitinib 10 mg group, and one occurred in the PD
tofacitinib 5 mg group.”
13. Page 82, Section 6.3.4.4 Malignancies, excluding NMSC
“...all malignancy events that occurred in tofacitinib-treated patients occurred
receiving tofacitinib during the LTE study. , except for one case of invasive ductal breast
carcinoma that occurred during the maintenance study One event of breast cancer occurred in a
placebo-treated subject in the maintenance study.”

14. Page 96, Section 6.5, Comparison of Safety Across Indications
Revised Table 38 included below, note that there was a total of 5 patients with “MACE” (as
defined by the applicant), including the event of cerebrovascular accident.

