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Tofacitinib is a small molecule 
JAK inhibitor FDA approved 
for the treatment of adult 

patients with moderately to severely 
active UC who have an inadequate 
response or intolerance to one or more 
tumor necrosis factor (TNF) block-
ers. Use of tofacitinib in combination 
with biologic therapies for UC or with 
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nonmelanoma skin cancer (1 case in 
the 30 mg arm and no cases in the 15 
mg arm), and an adjudicated major 
adverse cardiovascular event (1 case in 
the 30 mg arm and no cases in the 15 
mg arm).

Two patients discontinued treat-
ment owing to an adverse event in the 
30 mg maintenance arm, compared 
with 1 patient in the 15 mg mainte-
nance arm. Serious adverse events were 
reported among 4 patients in the 30 
mg arm and 1 patient in the 15 mg 
arm.

men, the maintenance therapy showed 
no new safety signals.

Selected adverse events of special 
interest were reported infrequently 
with both maintenance doses, but 
more often with the 30 mg dosage. 
These included serious infection (2 
cases in the 30 mg arm vs 1 case in the 
15 mg arm), herpes zoster (2 cases in 
the 30 mg arm vs no cases in the 15 
mg arm), anemia (3 cases in the 30 mg 
arm and 2 cases in the 15 mg arm), 
neutropenia (2 cases in the 30 mg 
arm and no cases in the 15 mg arm), 

Figure 5. Key secondary efficacy endpoints achieved at week 52 after maintenance therapy among patients responding after the 
extended 16-week upadacitinib induction regimen. Error bars denote 95% CI. QD, once daily; UPA, upadacitinib. Adapted from 
Panaccione R, et al. ACG abstract 61. Am J Gastroenterology. 2022;117(suppl 105).3

One-Year Comparative Effectiveness of Ustekinumab Versus 
Tofacitinib for Ulcerative Colitis After Anti-Tumor Necrosis Factor 
Failure

potent immunosuppressants such as 
azathioprine and cyclosporine is not 
recommended.1 Ustekinumab is a 
monoclonal antibody that binds to the 
p40 protein subunit shared by both the 
interleukin (IL)-12 and IL-23 cyto-
kines. Ustekinumab is FDA approved 
for the treatment of adult patients with 
moderately to severely active UC.2 

The efficacy of induction and 
maintenance therapy with tofacitinib 
and ustekinumab vs placebo in patients 
with UC has been demonstrated in 
phase 3 trials.3,4 However, these agents 
have not been directly compared in 
head-to-head trials. A recent meta-
analysis positioned both of these agents 
as equivalent after failure with anti-
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(56.1% and 48.9%, respectively). 
After adjustment for confounding, 
there were no significant differences in 
the rates of steroid-free clinical remis-
sion with tofacitinib vs ustekinumab at 
either 12 weeks (odds ratio, 1.94; 95% 
CI, 0.96-3.92; P=.064) or 52 weeks 
(odds ratio, 1.16; 95% CI, 0.58-2.31; 
P=.681). There was also no significant 
difference in the rate of drug survival 
with tofacitinib vs ustekinumab (haz-
ard ratio, 1.26; 95% CI, 0.74-2.15; 
P=.399).

Week 52 rates of endoscopic 
response were higher than rates 
of endoscopic remission but were 
similar between the 2 agents. Several 
other outcomes were reported, all of 
which showed similar rates between 
ustekinumab and tofacitinib (Figure 6).

The rate of treatment discontinua-
tion because of adverse events were low 
and similar between tofacitinib (3.3%) 
and ustekinumab (2.6%). One patient 
discontinued ustekinumab owing to 
nausea and arthralgia, and another 
patient discontinued tofacitinib owing 
to elevated liver enzymes.

TNF inhibitor therapies.5 Further, a 
recent real-world comparative effec-
tiveness analysis conducted in patients 
with both anti-TNF and vedolizumab 
failure demonstrated no difference in 
steroid-free remission rates between 
tofacitinib and ustekinumab at 12 to 
16 weeks.6 

This retrospective cohort study 
was a comparative efficacy analysis that 
evaluated real-world outcomes reported 
with tofacitinib vs ustekinumab up to 
52 weeks after treatment initiation 
in patients with UC who had failed 
anti-TNF agents.7 At baseline, patients 
treated with tofacitinib had a higher 
median C-reactive protein level than 
ustekinumab-treated patients (5.1 
mg/L vs 2.8 mg/L, respectively). Also 
at baseline, tofacitinib-treated patients 
more commonly had a Mayo endo-
scopic subscore of 2 or 3 (54% and 
28%) vs ustekinumab-treated patients 
(33% and 36%). 

Both ustekinumab and tofacitinib 
were effective in achieving a steroid-free 
clinical remission at 12 weeks (32.3% 
and 52.9%, respectively) and 52 weeks 
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Figure 6. Outcomes among patients with ulcerative colitis and more than 1 prior anti–tumor necrosis factor failure who initiated 
tofacitinib or ustekinumab. SFCR, steroid-free clinical remission; UC, ulcerative colitis. Adapted from Dalal RS, et al. ACG abstract 42. Am 
J Gastroenterology. 2022;117(suppl 105).7


