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The role and prospect of tofacitinib in patients with

ulcerative colitis
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Treatment strategies for inflammatory bowel disease (IBD)
such as ulcerative colitis (UC) and Crohn’s disease are chang-
ing from simple symptom control to complete remission of
the disease itself. With the advent of anti-tumor necrosis factor
(anti-TNF) therapy, a dramatic change occurred in the treat-
ment and prognosis of IBD. For more than a decade, anti-TNFs
were the only biologics approved for patients with UC; how-
ever, newer medication with different mechanisms of action
are now available."” Vedolizumab, a monoclonal antibody tar-
geting 047 integrin, was shown to exhibit significant clinical
response and remission in moderate to severe UC compared
to placebo in the GEMINI trial.*' Ustekinumab, a monoclonal
antibody that targets the p40 subunit shared by interleukin-12
and -23, was also confirmed to be effective in the UNIFI trial.”
For patients who have previously used anti-TNFs, a thera-
peutic drug monitoring-guided approach is recommended.
However, there is no consensus as to the first-line treatment in
patients with moderate to severe UC. In general, efficacy, in-
cluding rapidity of drug action, is an important factor in selec-
tion for severe UC. On the other hand, in the cases of moder-
ate UG, safety aspects, including side effects can be considered
first. In pivotal randomized controlled trials in patients with
acute severe UC, infliximab significantly lowered the colecto-
my rate (odds ratio, 4.9; 95% confidence interval, 1.4-17; P=
0.017).° Since it has been confirmed in many studies including
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a meta-analysis, intravenous infliximab is preferentially rec-
ommended in acute severe UC.”® In contrast, vedolizumab
and ustekinumab may be better than anti-TNFs for first-line
treatment of moderate UC. They did not differ from placebo in
terms of the incidence of side effects and did not require com-
bination treatment with immunomodulators.™

Tofacitinib, all Janus kinase inhibitor, is the first small-mole-
cule drug approved as a first-line treatment for UC. In the OC-
TAVE 1 and OCTAVE 2 trials in patients with severe UC, to-
facitinib 10 mg demonstrated more effective clinical remis-
sion than placebo (18.5% vs. 8.2%, P=0.007 and 16.6% vs. 3.6%,
P<0.001, respectively).” Tofacitinib cannot be directly com-
pared with other biologics in the absence of head-to-head tri-
als in patients with UC. As a result of a meta-analysis, efficacy
in first-line treatment was confirmed as similar to that of other
biologics." However, in a recent study, tofacitinib was recom-
mended as second-line or higher treatment when there was
no response to other biologics. The main reason was safety
concerns, such as serious cardiovascular events, cancer, and
infections. In addition, tofacitinib is an ideal second-line treat-
ment because, unlike biologics, the clinical response rate is sim-
ilar in patients with and without biological experience.

The role and position of tofacitinib as a first-line treatment
for induction in patients with moderate to severe UC needs to
be explored. Although it has obvious limitations in terms of
safety, it can be a possible therapeutic option in the following
aspects: First, it is a promising therapeutic option with rapid
onset of action. Second, since it is a small molecule, there is no
immunogenicity, and theoretically, loss of response does not
occur. In addition, it shows a relatively high response rate even
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when re-administered to patients who have discontinued treat-
ment. Third, because it is an oral drug, there is a high rate of
patient satisfaction, and it is more cost-effective than a biologi-
cal drug.

The key to the recent treatment of IBD is to recognize diver-
sity and establish an individualized treatment strategy. When
selecting a first-line treatment, not only efficacy and safety,
which are the most important factors, but also effective time
to onset, extraintestinal manifestations, patient preference,
and cost must be considered. Recently, clinical decision sup-
port tools have been actively studied and their application in
clinical practice is thought to be of great help in making treat-
ment choices.

In conclusion, a drug treatment algorithm for moderate to
severe UC has not been established because there is no head-
to-head trial for each drug. Tofacitinib was approved for use in
Korea in March 2018 as a promising therapy for patients with
moderate to severe UC. Tofacitinib may be used on a case-by-
case basis in patients who do not respond to conventional ther-
apy or other biologics.
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