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randomised placebo-controlled trials
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ABSTRACT
Objective Tofacitinib is an oral, small-molecule Janus
kinase inhibitor that is being investigated for IBD. We
evaluated the efficacy and safety of tofacitinib for
induction and maintenance treatment in patients with
moderate-to-severe Crohn’s disease (CD).
Design We conducted two randomised, double-blind,
placebo-controlled, multicentre phase IIb studies. Adult
patients with moderate-to-severe CD were randomised to
receive induction treatment with placebo, tofacitinib 5 or
10 mg twice daily for 8 weeks. Those achieving clinical
response-100 or remission were re-randomised to
maintenance treatment with placebo, tofacitinib 5 or
10 mg twice daily for 26 weeks. Primary endpoints were
clinical remission at the end of the induction study, and
clinical response-100 or remission at the end of the
maintenance study.
Results 180/280 patients randomised in the induction
study were enrolled in the maintenance study. At week
8 of induction, the proportion of patients with clinical
remission was 43.5% and 43.0% with 5 and 10 mg
twice daily, respectively, compared with 36.7% in the
placebo group (p=0.325 and 0.392 for 5 and 10 mg
twice daily vs placebo). At week 26 of maintenance,
the proportion of patients with clinical response-100 or
remission was 55.8% with tofacitinib 10 mg twice
daily compared with 39.5% with tofacitinib 5 mg
twice daily and 38.1% with placebo (p=0.130 for
10 mg twice daily vs placebo). Compared with
placebo, the change in C-reactive protein from baseline
was statistically significant (p<0.0001) with 10 mg
twice daily after both induction and maintenance
treatments.
Conclusions Primary efficacy endpoints were not
significantly different from placebo, although there was
evidence of a minor treatment effect. No new safety
signals were observed for tofacitinib.
Trial registration numbers NCT01393626 and
NCT01393899.

INTRODUCTION
Crohn’s disease (CD) is an IBD that is often pro-
gressive, with a remitting/relapsing course leading
to complications such as strictures or fistulae.1–3

The treatment goal is to induce and maintain remis-
sion, limit steroid exposure, induce mucosal

healing and prevent complications that may lead to
surgery or disability.4 5

Although biological therapies have been a major
advance in the treatment of CD, there is a high
incidence of non-response and/or loss of response

Significance of this study

What is already known on this subject?
▸ Crohn’s disease (CD) is a relapsing IBD, which

may lead to progressive bowel damage and
patient disability.

▸ The current treatment goal is to induce and
maintain remission. A substantial proportion of
patients with moderate-to-severe CD do not
respond or lose response to currently available
therapies over time, and novel therapeutic
alternatives are required.

What are the new findings?
▸ After 8 weeks of induction therapy, small

treatment effects versus placebo in proportions
of patients in remission were observed with
tofacitinib 5 and 10 mg twice daily.

▸ After 26 weeks of maintenance therapy, clinical
response-100 or remission was observed in a
higher proportion of patients receiving
tofacitinib 10 mg twice daily than placebo,
although the difference was not statistically
significant.

▸ A minor treatment effect with tofacitinib was
demonstrated by secondary clinical endpoints
and supported by changes in biomarkers.

▸ No new safety signals were observed for
tofacitinib compared with those seen previously
in studies of other indications.

How might it impact on clinical practice in
the foreseeable future?
▸ Despite the non-significant results, the

improvement in measures of disease activity
observed in the current study supports the
development of further studies investigating the
efficacy and safety of Janus kinase inhibition
for CD.
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over time.6 7 Currently available treatment options have not
shown a convincing reduction in surgical rates.8 9 Additionally,
safety issues are associated with both traditional and biologic
therapies,10–12 and novel treatment options are clearly needed.

Tofacitinib is an oral, small-molecule Janus kinase ( JAK)
inhibitor that is being investigated for IBD. JAKs are involved in
cytokine signal transduction via phosphorylation of transcrip-
tion factors of the signal transducer and activator of transcrip-
tion family.13 JAK inhibitors modulate signalling of several
cytokine receptors at the same time, leading to systemic
immunosuppression. Tofacitinib is a potent inhibitor of JAK1
and JAK3.14 A phase II study,15 and two identical phase III
studies,16 demonstrated that patients with moderately to
severely active UC receiving tofacitinib were more likely to
achieve remission at 8 weeks than those receiving placebo.
A previous 4-week phase II study, carried out in patients with
moderate-to-severe CD, did not show efficacy for tofacitinib
1, 5 or 15 mg twice daily in inducing clinical response;
however, a surprisingly high placebo response was observed.17

We now report phase IIb induction and maintenance rando-
mised placebo-controlled trials to investigate the efficacy and
safety of tofacitinib 5 and 10 mg twice daily for inducing and
maintaining clinical remission in patients with moderate-to-
severe CD.

METHODS
Study design
Patients were enrolled into two sequential and integrated
phase IIb, randomised, double-blind, placebo-controlled, paral-
lel-group, dose-ranging, multicentre trials to evaluate the
efficacy and safety of tofacitinib for induction (induction study)
and maintenance (maintenance study) treatment in adults with
moderately to severely active CD. The studies were conducted
at 80 sites in 18 countries (see online supplementary file). In the
induction study, eligible patients were initially randomised
(3:2:2:4) to receive placebo, tofacitinib 5, 10 or 15 mg twice
daily for 8 weeks. The unbalanced allocation ratios were deter-
mined based on trial simulations for the fitting of an Emax

model for dose–response curve. After 16 patients were enrolled
in the tofacitinib 15 mg twice daily group, the protocol was
amended and enrolment in the tofacitinib 15 mg twice daily

dose group was stopped to focus the tofacitinib CD develop-
ment programme on the 5 and 10 mg twice daily dose levels.
Subsequently, eligible patients were randomised (1:1:1) to
receive placebo, tofacitinib 5 or 10 mg twice daily for 8 weeks
(figure 1).

Patients receiving azathioprine, 6-mercaptopurine or metho-
trexate were required to stop these agents at least two weeks
before randomisation. Concomitant tumour necrosis factor
inhibitor (TNFi) were not allowed, and a wash-out period of at
least eight 8 weeks prior to randomisation was required.
Concomitant corticosteroids were allowed up to oral
prednisone-equivalent 30 mg/day or budesonide 9 mg/day, pro-
vided a stable dose had been taken for at least two weeks prior
to baseline. Patients were required to have completed the induc-
tion study and achieved a clinical response-100 (Crohn’s disease
activity index (CDAI) decrease from baseline ≥100 points) or
clinical remission (CDAI <150 points) at week 8, regardless of
whether they received active treatment or placebo, to be eligible
to enter the maintenance study (subject to meeting other selec-
tion criteria; see online supplementary file).

In the maintenance study, patients were re-randomised (1:1:1)
to receive treatment with placebo, tofacitinib 5 or 10 mg twice
daily for 26 weeks. A mandatory steroid taper algorithm was
applied for patients receiving oral corticosteroids, starting at
baseline of the maintenance period with the dose decreased by
5 mg prednisolone-equivalent per week until the dose reached
20 mg/day and then by 2.5 mg/week to 10 mg/day. Further taper
was at the discretion of the investigator. Patients who completed
the double-blind treatment period or fulfilled criteria for treat-
ment failure were potentially eligible to transfer to an open-label
extension study. Patients who withdrew from the maintenance
study early and did not fulfil treatment failure criteria, or who
declined to participate in the extension study, were followed-up
for 4 weeks after the end of their treatment and assessed for
safety.

Study patients
In the induction study, eligible patients were adult patients with
moderate-to-severe CD (CDAI ≥220 to ≤450, and intestinal
ulceration documented by colonoscopy within six weeks prior
to screening by the local practitioner). Patients had to have

Figure 1 Study design. Patients who completed the 8-week induction study and achieved clinical response-100 (decrease in Crohn’s disease
activity index (CDAI) score at week 8 of at least 100 points from baseline) and/or clinical remission (CDAI <150) and met eligibility criteria, were
potentially eligible to enter the 26-week maintenance study. Patients were followed up for 4 weeks after completion or early withdrawal of the
induction or maintenance study. *Patients were initially randomised (3:2:2:4) to receive placebo, tofacitinib 5, 10 or 15 mg twice daily. A protocol
amendment was implemented to stop enrolment in the tofacitinib 15 mg twice daily dose group after 16 patients were enrolled. BID, twice daily.
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history of inadequate response or intolerance to at least one of
the following: corticosteroids, azathioprine/6-mercaptopurine,
methotrexate or TNFi. Patients with active (draining) fistulae or
intra-abdominal or pelvic abscesses were excluded. Full lists of
inclusion/exclusion criteria and permitted/prohibited concomi-
tant therapies are provided in the online supplementary file.

Efficacy outcomes
Calculation of CDAI score was based on eDiary entries recorded
by the subject over seven consecutive days prior to a particular
visit. Efficacy endpoints were measured at baseline, weeks 2, 4
and 8 of the induction study, and baseline, weeks 4, 8, 12, 20
and 26 of the maintenance study (figure 1).

Induction study
The primary efficacy endpoint was clinical remission (CDAI
<150) at week 8. Secondary endpoints included clinical remis-
sion at weeks 2 and 4; clinical response-70 (decrease in CDAI
≥70 from baseline), clinical response-100 (decrease in CDAI
≥100 from baseline) and clinical response-100 or clinical remis-
sion at weeks 2, 4 and 8. In addition, post hoc analyses were
carried out to investigate patient-reported outcomes (PRO)2-75
(clinical remission defined as the sum of stool frequency score
and abdominal pain score <75) and PRO3-80 (clinical remission
defined as the sum of stool frequency score, abdominal pain
score and general well-being score <80) outcomes at week 8.

Maintenance study
The primary endpoint was clinical response-100 (decrease in
CDAI ≥100 from induction study baseline) or clinical remission
at week 26. Secondary endpoints included clinical response-100
or clinical remission at weeks 4, 8, 12 and 20; clinical
response-100 or clinical remission both at weeks 4, 8, 12, 20
and 26; sustained clinical remission and sustained clinical
response at both weeks 20 and 26. Other secondary endpoints
common to both studies included CDAI scores over time, serum
C-reactive protein (CRP) and faecal calprotectin (FCP) levels
over time.

Safety outcomes
Safety endpoints included incidence and severity of adverse
events (AEs). Clinical laboratory parameters were monitored
and events, confirmed by adjudication related to cardiovascular
safety, opportunistic infections, malignancy, GI perforation and
hepatic injury, were recorded. Malignancies were confirmed by
central laboratory pathologist review of biopsies, when relevant
biopsy specimens were available.

Sample size
The induction study aimed to randomise approximately 275
patients. Following removal of the tofacitinib 15 mg twice daily
group from the study, it was estimated that at least 80 patients
would be assigned to each of the three remaining groups, with
the total planned number of patients remaining unchanged at
275. Under the assumption that the placebo remission rate was
19%, 80 patients per group would provide 80% power at a
level of 0.05 to detect a 20% difference.

Based on the expected response proportions to tofacitinib
and placebo at the end of the induction study, it was expected
that approximately 90 patients from the tofacitinib groups
would be re-randomised in the exploratory maintenance study.
With 30 patients per group, and the assumption of 55% patients
in the tofacitinib groups achieving remission or clinical
response-100 at week 26, the half-width of the two-sided 80%

CI of the primary endpoint in each tofacitinib group was
<12%. With an additional assumption that the primary end-
point was 35% in the placebo group at week 26, the half-width
of the two-sided 80% CI for the difference between each of the
tofacitinib groups and the placebo group was <16.5%.

Randomisation and blinding
Assignment of subject identification number and study drug
were managed by a tele-randomisation system, by which the
subject was enrolled online or via a telephone call. At the base-
line visit, provided all inclusion and exclusion criteria were met,
the subject was randomised to trial medication. In the induction
study, patients were stratified by whether or not they had previ-
ous exposure to TNFi. In the maintenance study, patients were
stratified and randomised according to their treatment assign-
ments in the induction study, and their clinical remission status
at week 8 of the induction study. Study treatment was blinded
to patients, investigators and the sponsor. Treatment randomisa-
tion information remained confidential and was not released to
the investigator or study staff until the conclusion of the studies.

Statistical methods
In the induction study, the stratified Cochran-Mantel-Haenszel
χ2 test was used for efficacy data to test the superiority of each
dose of tofacitinib to placebo. Stratification was based on prior
use of TNFi treatments at baseline. Two-sided 95% CIs for the
difference between each dose of tofacitinib and placebo were
calculated at weeks 2, 4 and 8, based on normal approximation
to the binomial distribution. A total of 16 patients had been ran-
domised to the tofacitinib 15 mg twice daily group, in the
induction study, when this group was removed. Due to the small
number of patients treated with tofacitinib 15 mg twice daily,
the data for this group were not included for comparison with
placebo in the efficacy analyses but were included in the safety
analyses.

In the maintenance study, binary efficacy endpoints were
descriptively summarised by dose group and study visit. Normal
approximations were used to form the two-sided 80% CIs for
the treatment difference and p values from two-sided Fisher’s
exact test for the comparison of each dose of tofacitinib versus
placebo.

The continuous endpoints such as CDAI scores and biomar-
kers that were measured overtime were analysed using linear
mixed-effects models that require no imputation of missing
data. For binary efficacy endpoints derived from the CDAI
score, patients with missing values were treated as non-
responders or non-remitters in both studies. The changes from
baseline for CDAI scores measured repeatedly over time were
analysed using a linear mixed-effects model assuming an
unstructured covariance matrix. Biomarker data were log-
transformed (natural logarithm) and changes analysed using a
linear mixed-effects model. The adjusted estimate for the differ-
ence between each tofacitinib dose and placebo, as well as the
corresponding two-sided 95% CIs and p values, were reported.
Descriptive summaries of CRP and FCP in the original scale
were also presented by dose group for observed values and for
change from baseline at each time point.

Analyses were performed for the full analysis set (FAS, all ran-
domised patients who received at least one dose of study medi-
cation) of the induction study, and for the modified FAS (mFAS,
excluding placebo responders from the induction study) popula-
tion of the maintenance study. Safety endpoints were sum-
marised for the safety analysis set, which included all patients
who received at least one dose of study medication.
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RESULTS
Study patients
Induction study
Between October 2011 and March 2015, 567 patients were
screened and 280 randomised in the induction study (figure 2).
Most common reasons for exclusion included CDAI out of
range, presence of fistulae/abscesses and laboratory parameters
out of range.

Of the 92 patients allocated to the placebo group, 1 did
not meet the entry criteria and did not receive the placebo
study treatment. A total of 188 patients were allocated to the
tofacitinib groups (5 mg twice daily, n=86; 10 mg twice daily,
n=86; 15 mg twice daily, n=16), and all received their allocated
treatment. A total of 236 patients completed the study; main
reasons for discontinuation included insufficient clinical
response (n=17) and AEs (n=8) (see online supplementary file
for full details on discontinuations).

Maintenance study
Among patients who completed the induction study, 180 were
re-randomised in the maintenance study conducted between
March 2012 and July 2015, including 128 patients who had
received tofacitinib in the induction study. All patients rando-
mised in the maintenance study received their assigned treat-
ments (placebo, n=59; tofacitinib 5 mg twice daily, n=60;
tofacitinib 10 mg twice daily, n=61); 97 patients completed the
study (placebo, n=27; tofacitinib 5 mg twice daily, n=32 and
10 mg twice daily, n=38). Main reasons for discontinuation
from the maintenance study included insufficient clinical
response (n=63), AEs (n=9) and patients’ request to withdraw
from the study (n=5) (see online supplementary file for full
details on discontinuations).

Patients’ baseline demographics and disease characteristics
were comparable between groups in both studies, with high pro-
portions of previously TNFi-exposed patients across all treat-
ment groups (table 1; see online supplementary table S1). The
placebo group of the induction study had a numerically higher
number of females (65.9%) compared with the tofacitinib
groups (5 mg twice daily, 37.2%; 10 mg twice daily, 54.7%;
15 mg twice daily, 43.8%). In addition, although patients enter-
ing the maintenance study had a clinical response-100 or clinical
remission, relatively high levels of CRP and FCP were observed
in all treatment groups at maintenance study baseline (table 1;
see online supplementary table S1).

Efficacy outcomes
Clinical outcomes
Induction study
The observed proportions of patients with clinical remission
at week 8 were 36.7% (95% CI 26.8% to 47.5%), 43.5%
(95% CI 32.8% to 54.7%) and 43.0% (95% CI 32.4%
to 54.2%) in the placebo, tofacitinib 5 and 10 mg twice daily
groups, respectively) (table 2; see online supplementary table S3).
Among TNFi-experienced patients, the observed proportions of
those with clinical remission were 42.4% and 38.2% with tofaci-
tinib 10 mg twice daily and 5 mg twice daily, respectively, and
were not significantly different from placebo (36.2%). At the end
of the induction phase (week 8) and compared with placebo, the
observed proportions of clinical response-100 and -70 were
12–16% higher with tofacitinib 5 mg twice daily (p<0.05 for
both endpoints) and 10 mg twice daily (not significant for either
endpoint). Also at week 8, the proportions of patients receiving
placebo, tofacitinib 5 mg twice daily and tofacitinib 10 mg twice

daily achieving clinical remission or clinical response-100 were
55.6%, 71.8% and 69.8%, respectively; the difference between
placebo and tofacitinib 5 mg twice daily was significant
(p<0.05). Mean decreases from baseline in CDAI score at
week 8 were significantly larger with both tofacitinib doses (both
p<0.05) compared with placebo. Data from the small number of
patients who received tofacitinib 15 mg twice daily are described
in the online supplementary table S4.

Post hoc analyses using alternative endpoints to measure
remission showed significant differences in PRO2-75 with both
tofacitinib 5 and 10 mg twice daily versus placebo, and in
PRO3-80 for tofacitinib 5 mg twice daily versus placebo (table 2).

Maintenance study
The proportions of patients with clinical response-100 or remis-
sion at week 26 was 55.8% (80% CI 44.9% to 66.3%) with
10 mg twice daily vs 38.1% (80% CI 27.9% to 49.2% with
placebo (p=0.130)) (table 2). The corresponding value for tofa-
citinib 5 mg twice daily was 39.5% (80% CI 29.4% to 50.5%;
not significant vs placebo). In the TNFi-experienced subgroup,
the observed proportion of patients with clinical response-100
or remission at week 26 was 48.6% with tofacitinib 10 mg
twice daily versus 40.7% with placebo (not significant); 37.1%
of patients receiving tofacitinib 5 mg twice daily achieved clin-
ical response-100 or remission. Compared with placebo, the
observed proportion of patients with clinical response-100 was
20.1% higher with tofacitinib 10 mg twice daily at week 26
(not significant). Adjusted estimates of change from baseline at
week 26 in CDAI score were 69.5, 63.5 and 19.1 for placebo,
tofacitinib 5 mg twice daily and tofacitinib 10 mg twice daily,
respectively (not significant).

Biomarkers
Induction study
By week 8, mean decreases from baseline CRP concentration
were significantly larger with tofacitinib 5 and 10 mg twice
daily (p<0.001 and <0.0001, respectively) compared with
placebo. Mean FCP decreases from baseline were not signifi-
cantly higher with either dose of tofacitinib compared with
placebo (table 2).

Maintenance study
At week 26 of the maintenance study, there was a significant dif-
ference in the change from baseline in CRP levels in patients
treated with tofacitinib 10 mg twice daily (p<0.0001) com-
pared with the placebo group; this resulted from an increase in
level in the placebo group while levels in the tofacitinib 10 mg
twice daily group remained relatively stable. In addition, mean
changes in FCP from baseline with tofacitinib 5 and 10 mg
twice daily were significantly different from placebo (p<0.05
and <0.0001, respectively) (table 2).

Safety outcomes
No deaths were reported in either study. The proportions of
patients with treatment-emergent AEs were 60.4%, 58.1% and
60.5% in the induction placebo, tofacitinib 5 and 10 mg twice
daily groups, respectively; and 74.6%, 83.3% and 78.7% in the
maintenance placebo, tofacitinib 5 and 10 mg twice daily
groups, respectively (table 3). Data from the small number of
patients who received tofacitinib 15 mg twice daily are described
in the online supplementary table S5. In both studies, the most
common AEs were GI AEs and infections. Of the GI AEs, the
most frequent events were nausea and flare of CD. The most
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Figure 2 Flow diagram.
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Table 1 Baseline demographics and disease characteristics

Induction study Maintenance study

Placebo
N=91

Tofacitinib
5 mg twice daily
N=86

Tofacitinib
10 mg twice daily
N=86

Tofacitinib
15 mg twice daily
N=16

Placebo
N=59

Tofacitinib
5 mg twice daily
N=60

Tofacitinib
10 mg twice daily
N=61

Treatment group in the induction study
n (%)

Placebo 17 (28.8) 17 (28.3) 18 (29.5)
Tofacitinib
5 mg twice
daily

– – – – 20 (33.9) 21 (35.0) 21 (34.4)

Tofacitinib
10 mg twice
daily

18 (30.5) 18 (30.0) 19 (31.1)

Tofacitinib
15 mg twice
daily

4 (6.8) 4 (6.7) 3 (4.9)

Female
n (%) 60 (65.9) 32 (37.2) 47 (54.7) 7 (43.8) 32 (54.2) 30 (50.0) 24 (39.3)

Age, years
Mean (SD) 37.2 (11.7) 40.2 (11.5) 39.3 (13.7) 41.3 (14.3) 41.5 (12.8) 38.1 (11.9) 39.0 (13.1)

Weight, kg
Mean (SD) 69.5 (19.2) 72.2 (20.4) 71.6 (18.8) 71.7 (19.7) 75.1 (20.5) 68.2 (16.1) 75.0 (19.6)

Race
n (%)

White 78 (85.7) 71 (82.6) 72 (83.7) 8 (50.0) 44 (74.6) 50 (83.3) 50 (82.0)
Black 6 (6.6) 1 (1.2) 2 (2.3) 2 (12.5) 3 (5.1) 0 (0) 3 (4.9)
Asian 5 (5.5) 12 (14.0) 11 (12.8) 6 (37.5) 10 (16.9) 9 (15.0) 8 (13.1)
Others 2 (2.2) 2 (2.3) 1 (1.2) 0 (0) 2 (3.4) 1 (1.7) 0 (0)

Duration since CD diagnosis, years
Mean (SD) 10.9 (8.6) 11.2 (8.2) 11.3 (9.7) 11.1 (8.6) 12.5 (9.3) 11.2 (8.3) 12.6 (10.0)

Prior surgery for CD*
n (%) 38 (41.8) 46 (53.5) 41 (47.7)† 6 (37.5) 26 (44.1) 34 (56.7) 25 (41.0)†

Extent of disease
n (%)

L1 (I/TI) 10 (11.0) 14 (16.3) 7 (8.1) 1 (6.3) 6 (10.2) 6 (10.0) 5 (8.2)
L14 (I/TI+UGI) 4 (4.4) 3 (3.5) 2 (2.3) 0 (0.0) 2 (3.4) 3 (5.0) 1 (1.6)
L2 (C) 5 (5.5) 4 (4.7) 5 (5.8) 2 (12.5) 4 (6.8) 3 (5.0) 3 (4.9)
L24 (C+UGI) 18 (19.8) 12 (14.0) 16 (18.6) 1 (6.3) 9 (15.3) 11 (18.3) 10 (16.4)
L3 (IC) 25 (27.5) 12 (14.0) 15 (17.4) 3 (18.8) 15 (25.4) 13 (21.7) 13 (21.3)

L34 (IC+UGI) 29 (31.9) 41 (47.7) 39 (45.3) 9 (56.3) 23 (39.0) 24 (40.0) 28 (45.9)
L4 (UGI) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Missing 0 (0.0) 0 (0.0) 2 (2.3) 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.6)

Prior use of TNFi
n (%) 70 (76.9) 68 (79.1) 66 (76.7) 11 (68.8) 39 (66.1) 48 (80.0) 48 (78.7)

Use of corticosteroids at study entry
n (%) 35 (38.5) 32 (37.2) 28 (32.6) 4 (25.0) 18 (30.5)‡ 18 (30.0)‡ 23 (37.7)‡

Baseline CDAI score
Mean (SD) 313 (67.14)§ 314 (53.06)§ 320 (61.66)§ 328 (76.66)§ 140 (74.16)¶ 131 (60.51)¶ 129 (61.34)¶

Baseline CRP, mg/L
Median
(min–max)

5.5 (0.3–246)** 5.9 (0.3–95.2)** 5.5 (0.2–126)** 20.0 (0.4–47.2)** 3.7 (0.1–65.3) 2.7 (0.1–95.2) 3.2 (0.1–102)

Baseline FCP, mg/kg
Median
(min–max)

246 (25.2–1135)†† 398 (25.2–4746)†† 430 (25.2–2735)†† 363 (25.2–1114)†† 212 (25.2–1133) 277 (25.2–1043) 322 (25.2–1154)

Safety analysis set of the induction and maintenance studies; unless stated otherwise, baseline information at induction study entry is provided.
*Including bowel resection.
†One subject with missing data.
‡Baseline information at maintenance study entry.
§Based on N=91, 85, 86 and 16 for placebo, tofacitinib 5, 10 and 15 mg twice daily, respectively.
¶At week 8 of induction study.
**Based on N=91, 84, 84 and 15 for placebo, tofacitinib 5, 10 and 15 mg twice daily, respectively.
††Based on N=81, 68, 68 and 13 for placebo, tofacitinib 5, 10 and 15 mg twice daily, respectively.
C, colon; CD, Crohn’s disease; CDAI, Crohn’s disease activity index; CRP, C-reactive protein; FCP, faecal calprotectin; IC, ileocolon; I/TI, ileum and/or terminal ileum; TNFi, tumour
necrosis factor inhibitor; UGI, upper gastrointestinal tract.
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Table 2 Efficacy outcomes and biomarkers analyses

(A) Induction study, week 8 (FAS)

Placebo
N=90

Tofacitinib
5 mg twice daily
N=85

Tofacitinib
10 mg twice daily
N=86

Clinical remission (NRI)
n (%)† 33 (36.7) 37 (43.5) 37 (43.0)

Remission in TNFi-experienced patients (NRI)
n/N (%)† 25/69 (36.2) 26/68 (38.2) 28/66 (42.4)

Clinical response-100 or remission (NRI)
n (%)† 50 (55.6) 61 (71.8)* 60 (69.8)

Clinical response-100 or remission in TNFi-experienced patients (NRI)
n/N (%)† 38/69 (55.1) 46/68 (67.7) 48/66 (72.7)

Clinical response-100 (NRI)
n (%)† 49 (54.4) 60 (70.6)* 59 (68.6)

Clinical response-70 (NRI)
n (%)† 56 (62.2) 65 (76.5)* 64 (74.4)

PRO2-75 (NRI)
n (%)‡ 36 (40.0) 50 (58.8)* 48 (55.8)*

PRO3-80 (NRI)
n (%)§ 22 (24.4) 33 (38.8)* 31 (36.1)

CDAI score
Adjusted estimate, change from baseline (SE)¶ −117.4 (10.3) −149.7 (10.7)* −157.3 (10.7)*

CRP levels (mg/L)
Observed median (min–max) 5.9 (0.4–132.5) 3.2 (0.1–69.0) 2.4 (0.1–65.3)
Adjusted estimate, change from baseline in log-transformed value (SE)¶ 0.12 (0.12) −0.42 (0.12)** −0.73 (0.12)***

FCP levels (mg/kg)
Observed median (min–max) 266.0 (25.2–3578.0) 310.0 (25.2–1104.0) 302.5 (25.2–1251.0)
Adjusted estimate, change from baseline in log-transformed value (SE)¶ −0.02 (0.12) −0.31 (0.14) −0.30 (0.13)

(B) Maintenance study, week 26 (mFAS)

Placebo
N=42

Tofacitinib
5 mg twice daily
N=43

Tofacitinib
10 mg twice daily
N=43

Clinical response-100 or remission (NRI)
n (%)† 16 (38.1) 17 (39.5) 24 (55.8)

Clinical remission (NRI)
n (%)† 12 (28.6) 16 (37.2) 18 (41.9)

Clinical response-100 or remission in TNFi-experienced patients (NRI)
n/N (%)† 11/27 (40.7) 13/35 (37.1) 17/35 (48.6)

Clinical remission in TNFi-experienced patients (NRI)
n/N (%)† 8/27 (29.6) 12/35 (34.3) 12/35 (34.3)

Sustained remission at both week 20 and 26 (NRI)
n (%)† 9 (21.4) 10 (23.3) 17 (39.5)

Clinical response-100 (NRI)
n (%)† 15 (35.7) 16 (37.2) 24 (55.8)

CDAI score
Adjusted estimate, change from baseline (SE)¶ 69.5 (22.1) 63.5 (21.6) 19.1 (21.1)

CRP levels at week 26 (mg/L)
Observed median (min–max) 9.8 (1.5–148.7) 9.4 (0.3–46.1) 2.5 (0.1–14.7)
Adjusted estimate, change from baseline in log-transformed value (SE)¶ 1.73 (0.26) 1.12 (0.25) 0.11 (0.23)***

FCP levels at week 26 (mg/kg)
Observed median (min–max) 689.5 (60.0–4100.0) 445.5 (59.0–999.0) 177.5 (25.2–707.0)
Adjusted estimate, change from baseline in log-transformed value (SE)¶ 1.13 (0.21) 0.57 (0.19)* −0.07 (0.18)***

†Statistical significance (p<0.05) based on the Cochran-Mantel-Haenszel test statistic stratified on prior use of TNFi treatments.
‡Clinical remission based on the sum of the first two components with multipliers (stool frequency score+abdominal pain score) <75.
§Clinical remission based on the sum of the first three components with multipliers (stool frequency score+abdominal pain score+general well-being score) <80.
¶Statistical significance based on a linear mixed-effects model for change in CDAI score, change in log-transformed CRP and FCP.
*p<0.05; **p<0.001; ***p<0.0001, vs placebo.
CDAI, Crohn’s disease activity index; CRP, C-reactive protein; FAS, full analysis set; FCP, faecal calprotectin; mFAS, modified FAS (excluding placebo responders of the induction study);
NRI, non-responder imputation; PRO, patient-reported outcomes; TNFi, tumour necrosis factor inhibitors.

1055Panés J, et al. Gut 2017;66:1049–1059. doi:10.1136/gutjnl-2016-312735

Inflammatory bowel disease

arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth

arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth



common infections were nasopharyngitis and urinary tract
infections.

The proportions of patients with serious AEs (SAEs) were
numerically higher in the maintenance study (10.0–13.1%)
compared with the induction study (3.3–11.6%). In both
studies, these proportions were similar between the tofa-
citinib 5 mg twice daily and placebo groups (3.5% and 3.3%,
respectively in the induction study; 10.0% and 11.9%,
respectively, in the maintenance study), and numerically
higher with tofacitinib 10 mg twice daily (11.6% and 13.1%
in the induction and maintenance study, respectively)
(table 3). The most common SAEs in the tofacitinib 10 mg
twice daily groups were GI AEs and infections.

Two patients in each of the induction study treatment groups
had serious infections (placebo: one cytomegalovirus infection
and one perianal abscess; tofacitinib 5 mg twice daily: one
abdominal abscess and one gastroenteritis; tofacitinib 10 mg
twice daily: one perianal abscess and one pneumonia influenza)
(table 3). Of these, one case (cytomegalovirus infection in the
placebo group) was confirmed by adjudication as an opportunis-
tic infection. One case of malignancy confirmed by adjudication

(breast cancer, in the tofacitinib 10 mg twice daily treatment
group) was reported in the induction study.

In the maintenance study, there were no reports of serious
infections or special events of interest in the placebo group.
Three and two patients in the tofacitinib 5 and 10 mg twice daily
groups, respectively, had serious infections (tofacitinib 5 mg twice
daily: one Clostridium difficile colitis, one C. difficile infection
and one septic shock all in the same patient, and two perianal
abscesses; tofacitinib 10 mg twice daily: one perianal abscess
and one pneumonia influenza infection). No cases of opportun-
istic infections were confirmed by adjudication in the mainten-
ance study. There was one case of large intestinal perforation
confirmed by adjudication in the tofacitinib 5 mg twice daily
group of the maintenance study and two cases of non-serious
herpes zoster (tofacitinib 10 mg twice daily) were reported in
the maintenance study. Finally, no cases of cardiovascular events
were confirmed by adjudication in either study.

At week 8 of the induction study, larger increases in total
cholesterol, high-density lipoprotein cholesterol and low-density
lipoprotein cholesterol levels were observed with tofacitinib
5 and 10 mg twice daily (8.4% and 11.5% increase from

Table 3 Summary of treatment-emergent adverse events (all causalities)

Induction study Maintenance study

Placebo
Tofacitinib 5 mg
twice daily

Tofacitinib 10 mg
twice daily Placebo

Tofacitinib 5 mg
twice daily

Tofacitinib 10 mg
twice daily

Patient-year exposure 13.08 12.95 12.43 20.17 22.87 23.55
Patients evaluable for AEs 91 86 86 59 60 61
Patients with AEs, n (%) 55 (60.4) 50 (58.1) 52 (60.5) 44 (74.6) 50 (83.3) 48 (78.7)
Patients with SAEs, n (%) 3 (3.3) 3 (3.5) 10 (11.6) 7 (11.9) 6 (10.0) 8 (13.1)

Patients with severe AEs, n (%) 8 (8.8) 5 (5.8) 7 (8.1) 6 (10.2) 5 (8.3) 6 (9.8)
Patients discontinued due to AEs, n (%) 5 (5.5) 3 (3.5) 8 (9.3) 3 (5.1) 7 (11.7) 6 (9.8)
Most frequently occurring AEs by preferred term,* n (%)
Headache 7 (7.7) 8 (9.3) 5 (5.8) 2 (3.4) 4 (6.7) 2 (3.3)
Nausea 8 (8.8) 5 (5.8) 7 (8.1) 1 (1.7) 1 (1.7) 2 (3.3)
Crohn’s disease worsening 6 (6.6) 5 (5.8) 6 (7.0) 13 (22.0) 11 (18.3) 9 (14.8)
Abdominal pain 5 (5.5) 3 (3.5) 7 (8.1) 2 (3.4) 5 (8.3) 4 (6.6)
Nasopharyngitis 3 (3.3) 3 (3.5) 6 (7.0) 4 (6.8) 11 (18.3) 5 (8.2)
Urinary tract infection 5 (5.5) 1 (1.2) 2 (2.3) 4 (6.8) 6 (10.0) 8 (13.1)
Arthralgia 2 (2.2) 2 (2.3) 2 (2.3) 2 (3.4) 6 (10.0) 4 (6.6)

Laboratory parameters, n (%)
Blood creatine phosphokinase increased 0 (0.0) 1 (1.2) 2 (2.3) 0 (0.0) 2 (3.3) 0 (0.0)
Blood cholesterol increased 0 (0.0) 1 (1.2) 1 (1.2) 0 (0.0) 0 (0.0) 1 (1.6)

Serious infections, n (%)
Abdominal abscess 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Cytomegalovirus infection 1 (1.1)† 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Clostridium difficile colitis/infection 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 (3.3)† 0 (0.0)
Perianal‡ abscess 1 (1.1) 0 (0.0) 1 (1.2) 0 (0.0) 2 (3.3) 1 (1.6)
Gastroenteritis 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Influenza/pneumonia influenza 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (1.6)
Septic shock 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.7)§ 0 (0.0)

Special events of interest, n (%)
Malignancy confirmed by adjudication 0 (0.0) 0 (0.0) 1 (1.2)¶ 0 (0.0) 0 (0.0) 0 (0.0)
Intestinal perforation confirmed by adjudication 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.7)** 0 (0.0)
Herpes zoster (non-serious) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 (3.3)

Safety analysis set.
*In >5.0% of patients in any treatment group.
†Opportunistic infection confirmed by adjudication.
‡Perirectal, anal and/or rectal.
§These serious infections occurred in the same subject and may have consisted of one episode of C. difficile that required re-hospitalisation.
¶Breast cancer.
**Large intestine perforation.
AE, adverse event; SAE, serious adverse event.
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baseline in total cholesterol, respectively) compared with
placebo (3.4%). A 10.5% increase from baseline in triglyceride
levels was reported in the placebo group at the end of the induc-
tion study compared with 1.1% and 0.1% in the tofacitinib 5
and 10 mg twice daily groups, respectively. At week 26 of the
maintenance study, mean per cent changes from baseline in the
placebo, tofacitinib 5 and 10 mg twice daily groups were
−12.3%, 3.3% and 0.2%, respectively, for total cholesterol
levels and −1.5%, 4.2% and 8.0%, respectively, for triglyceride
levels.

DISCUSSION
The proportion of patients in clinical remission (CDAI <150)
after 8 weeks of induction therapy, with tofacitinib 5 and 10 mg
twice daily, was not statistically significant compared with
placebo. The proportion of patients achieving clinical remission
or clinical response-100 at week 8 was only significant for tofa-
citinib 5 mg twice daily versus placebo. A modest but consistent
treatment effect of tofacitinib was demonstrated for the second-
ary clinical endpoints of clinical response-70 and clinical
response-100 at week 8. This treatment effect was supported by
significantly greater reductions from baseline in CRP concentra-
tion with both doses of tofacitinib versus placebo although no
significant reductions from baseline in FCP concentration were
observed. In the subsequent 26-week maintenance study, the
primary endpoint of clinical response-100 or clinical remission
at week 26 was observed in a higher proportion of patients
receiving tofacitinib 10 mg twice daily than placebo, although
again the difference was not statistically significant. It should be
noted, however, that this study was not powered for compari-
sons between treatment groups. Together with the results
observed in patients with moderately to severely active UC in
which the proportion of patients achieving remission with tofa-
citinib 10 mg twice daily was significantly higher compared with
placebo,16 changes from baseline in the biomarkers CRP and
FCP concentrations (secondary endpoints) supported a treat-
ment effect with tofacitinib 10 mg twice daily in CD.

The proportion of patients in the placebo group achieving or
maintaining clinical remission or clinical response-100 was sub-
stantially higher than that reported in other recent phase II
or III studies assessing other agents in CD and using CDAI as
the efficacy endpoint.18–25 This unexpectedly high placebo
response prevented a thorough evaluation of the dose-response
relationship of tofacitinib in inducing and maintaining response
in clinical endpoints and biomarkers.

A number of factors could have contributed to the high
placebo response observed in these studies. First, although there
was a requirement for visible ulceration for inclusion, there was
no requirement for a centrally read endoscopy at study entry,
and no protocol-defined minimal requirement for the extent or
severity of ulceration at baseline. There was also no protocol-
defined threshold for FCP or CRP levels at baseline, as an
objective marker of disease activity. A previous study has shown
a greater treatment effect in patients with endoscopically con-
firmed ulcers and elevated CRP levels at baseline.11 A high pro-
portion of patients (>30%) in the tofacitinib 5 and 10 mg twice
daily and placebo groups were receiving corticosteroids at base-
line. Although there was a requirement for a stable dose to have
been received for at least two weeks prior to baseline and to be
maintained during the induction trial, it is possible that the
response seen in some patients receiving placebo was due to
steroids, which are known to be effective in inducing remis-
sion.4 26 27 A slow tapering with prolonged corticosteroid
therapy may have led to a higher proportion of responders in

the placebo group. Lastly, the lack of correlation between CDAI
and disease activity may have contributed to an elevated
number of remitters in the placebo group. This possibility is
supported by the demonstration of a statistically significant
treatment effect for both 5 and 10 mg twice daily using
PRO2-75 remission endpoint and for 5 mg twice daily using the
PRO3-80 remission endpoint.

No new safety signals were detected for tofacitinib in either
study compared with those previously reported in other indica-
tions,16 28 29 although three AEs of special interest (one case of
large intestinal perforation confirmed by adjudication and two
cases of non-serious herpes zoster) were seen in patients receiv-
ing tofacitinib as maintenance therapy. Most AEs were either GI
AEs or infections. There were no cases of opportunistic infec-
tion confirmed by adjudication in patients treated with tofa-
citinib in either study, although one such infection
(cytomegalovirus infection) was reported in the placebo group
of the induction study. The proportions of patients with SAEs
were numerically higher with tofacitinib 10 mg twice daily
(11.6% and 13.1% in the induction and maintenance study,
respectively) compared with the tofacitinib 5 mg twice daily
(3.5% and 10.0%) and placebo (3.3% and 11.9%) groups.

In summary, some evidence of minor clinical efficacy for tofa-
citinib in inducing and maintaining remission in moderate-to-
severe CD was observed in these two phase IIb clinical studies.
There were no unexpected safety findings. The minor improve-
ment in measures of disease activity observed in these studies
supports further investigation of the efficacy and safety of JAK
inhibition for CD.

Author affiliations
1Hospital Clinic de Barcelona, IDIBAPS, CIBERehd, Barcelona, Spain
2Division of Gastroenterology, Department of Medicine, University of California,
San Diego, La Jolla, California, USA
3Klinik für Innere Medizin I, Universitätsklinikum Schleswig-Holstein, Campus Kiel,
Kiel, Germany
4Dr. Henry D. Janowitz Division of Gastroenterology, Icahn School of Medicine at
Mount Sinai, New York, New York, USA
5Department of Gastroenterology, University Hospitals Leuven, Leuven, Belgium
6Academic Medical Centre, University of Amsterdam, Amsterdam, The Netherlands
7Department of Medicine, University of Calgary, Calgary, Alberta, Canada
8Department of Internal Medicine, University of Michigan, Ann Arbor, Michigan,
USA
9Robarts Research Institute, London, Ontario, Canada
10Pfizer Inc, Collegeville, Pennsylvania, USA
11Pfizer Inc, Groton, Connecticut, USA

Acknowledgements The authors would like to thank the patients, investigators
and study teams who were involved in both clinical trials.

Contributors PH, BES, WJS, EM, GC, WW and AM substantially contributed to the
conception or design of the work. All authors substantially contributed in the
acquisition, analysis or interpretation of data. All authors drafted the work and/or
revised it critically for important intellectual content; approved the final published
version of the manuscript; and are accountable for all aspects of this work.

Funding Medical writing support, under the direction of the authors, was provided
by Sandrine M Dupré, PhD, of Complete Medical Communications and funded by
Pfizer.

Competing interests JP: received consulting fees from AbbVie, Boehringer
Ingelheim, Galapagos, GlaxoSmithKline, Janssen, MSD, Pfizer, Second Genome,
Takeda, TiGenics and Topivert Pharma; received lectures and/or speaker bureau fees
from AbbVie, Janssen, MSD, Pfizer and Takeda. WJS: received grant support from
Receptos, Exact Sciences, Amgen, the American College of Gastroenterology and the
Broad Foundation; received grant support and personal fees from Prometheus
Laboratories, AbbVie, Boehringer Ingelheim, Takeda, Atlantic Pharmaceuticals,
Janssen, Bristol-Myers Squibb, Genentech, Pfizer and Nutrition Science Partners; and
personal fees from Kyowa Hakko Kirin, Millennium Pharmaceuticals, Celgene Cellular
Therapeutics, Santarus, Salix Pharmaceuticals, Catabasis Pharmaceuticals, Vertex
Pharmaceuticals, Warner Chilcott, Gilead Sciences, Cosmo Pharmaceuticals, Ferring
Pharmaceuticals, Sigmoid Biotechnologies, Tillotts Pharma, Am Pharma BV,
Dr. August Wolff, Avaxia Biologics, Zyngenia, Ironwood Pharmaceuticals, Index

1057Panés J, et al. Gut 2017;66:1049–1059. doi:10.1136/gutjnl-2016-312735

Inflammatory bowel disease

arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth

arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth



Pharmaceuticals, Nestle, Lexicon Pharmaceuticals, UCB Pharma, Orexigen, Luitpold
Pharmaceuticals, Baxter Healthcare, Ferring Research Institute, Amgen, Novo
Nordisk, Mesoblast, Shire, Ardelyx, Actavis, Seattle Genetics, MedImmune
(AstraZeneca), Actogenix NV, Lipid Therapeutics GmbH, Eisai, Qu Biologics, Toray
Industries, Teva Pharmaceuticals, Eli Lilly, Chiasma, TiGenix, Adherion Therapeutics,
Immune Pharmaceuticals, Celgene, Arena Pharmaceuticals, Ambrx, Akros Pharma,
Vascular Biogenics, Theradiag, Forward Pharma, Regeneron, Galapagos, Seres
Health, Ritter Pharmaceuticals, Theravance, Palatin, Biogen and the University of
Western Ontario (owner of Robarts Clinical Trials). SS: received consulting fees from
Ferring, AbbVie, Biogen, Boehringer Ingelheim, Celgene, Celltrion, Janssen,
Galapagos, MedImmune, MSD, Pfizer/Hospira, Shire, Takeda and UCB; received
lectures and/or speaker bureau fees from Ferring, AbbVie, MSD, Takeda, UCB and
Falk. BES: received consulting fees from AbbVie, Akros Pharma, Amgen,
AstraZeneca, Boehringer Ingelheim, Celgene, Forest Research Institute, Lilly,
MedImmune, Puretech Ventures, LLC, Receptos, Salix, Shire, Takeda, Topivert
Pharma, Vedanta Biosciences, Bristol-Myers Squibb, Janssen R&D, Luitpold
Pharmaceuticals, Pfizer, Prometheus Laboratories, Synergy Pharmaceuticals, Takeda,
Theravance Biopharma and Tigenix; received research grants from AbbVie, Celgene,
GlaxoSmithKline, Janssen R&D, Pfizer, Prometheus Laboratories and Takeda. SV:
received consulting fees from Takeda, Roche/Genentech, Merck, Centocor, AbbVie,
UCB, Pfizer, Ferring, Second Genome and Galapagos; received research grants from
Centocor, AbbVie, Takeda and Merck; received lectures and/or speaker bureau fees
from Merck, AbbVie, Takeda, Pfizer, Ferring, Falk and Centocor. GD: received
consulting fees from AbbVie, Ablynx, Amakem, AM Pharma, Avaxia, Biogen,
Bristol-Myers Squibb, Boehringer Ingelheim, Celgene, Celltrion, Cosmo, Covidien/
Medtronics, Ferring, DrFALK Pharma, Engene, Galapagos, Gilead, GlaxoSmithKline,
Hospira, Immunic, Johnson and Johnson, Lycera, Medimetrics, Millennium/Takeda,
Mitsubishi Pharma, MSD, Mundipharma, Novo Nordisk, Pfizer, Prometheus
laboratories/Nestle, Receptos, Robarts Clinical Trials, Salix, Sandoz, Setpoint, Shire,
Teva, Tigenix, Tillotts, Topivert, Versant and Vifor; received research grants from
MSD, AbbVie, Takeda, Mundipharma, Ferring and Falk; received lectures and/or
speaker bureau fees from AbbVie, Ferring, Johnson and Johnson, MSD,
Mundipharma, Norgine, Pfizer, Shire, Millennium/Takeda, Tillotts and Vifor. RP:
received consulting fees from AbbVie, Amgen, Aptalis, AstraZeneca, Baxter, Biogen,
Bristol-Myers Squibb, Celgene, Cubist, Eisai, Ferring, Gilead, Janssen, Merck, Robarts
Clinical Trials, Salix, Samsung Bioepis, Shire, Centocor, Elan, GlaxoSmithKline, UCB,
Pfizer and Takeda; received research grants from AbbVie, Ferring, Janssen and
Takeda; received lectures and/or speaker bureau fees from AbbVie, Aptalis,
AstraZeneca, Ferring, Janssen, Merck, Prometheus, Shire and Takeda; received
advisory board fees from AbbVie, Abbott, Amgen, Aptalis, AstraZeneca, Baxter,
Eisai, Ferring, Genentech, Jansen, Merck, Schering-Plough, Shire, Centocor, Elan,
GlaxoSmithKline, UCB, Pfizer, Bristol-Myers Squibb, Takeda, Cubist, Celgene and
Salix. PDRH: received consulting fees from AbbVie, Amgen, Genentech, JBR Pharma
and Lycera. J-FC: received consulting fees from Abbott Laboratories, ActoGeniX,
Albireo Pharma, Amgen, AstraZeneca, Bayer AG, Biogen Idec, Boehringer Ingelheim,
Bristol-Myers Squibb, Cellerix, Centocor, Chemocentryx, Cosmo Technologies,
Danone Research, Elan Pharmaceuticals, Genentech, Giuliani SpA, Given Imaging,
GlaxoSmithKline, Hutchison MediPharma, MSD, Millennium Pharmaceuticals (now
Takeda), Neovacs, Ocera Therapeutics, Pfizer, Shire Pharmaceuticals,
Schering-Plough, Prometheus Laboratories, Sanofi-Aventis, Synta Pharmaceuticals
Corp, Teva, Therakos, UCB Pharma and Wyeth; received research grants from
AstraZeneca, Ferring, Schering-Plough and UCB Pharma; received lectures and/or
speaker bureau fees from Abbott Laboratories, Centocor, Elan Pharmaceuticals,
Given Imaging, Otsuka America Pharmaceutical, MSD, Schering-Plough, Shire
Pharmaceuticals, Tillotts Pharma and UCB Pharma; received advisory board fees
from Abbott Laboratories, Centocor, Danone, Elan, MSD, Millennium
Pharmaceuticals (now Takeda), Schering-Plough and UCB Pharma. BGF: received
consulting fees from Abbott/AbbVie, Actogenix, Akros, Albireo Pharma, Amgen,
AstraZeneca, Avaxia Biologics, Avir Pharma, Axcan, Baxter Healthcare Corp., Biogen
Idec, Boehringer Ingelheim, Bristol-Myers Squibb, Calypso Biotech, Celgene, Elan/
Biogen, EnGene, Ferring Pharma, Roche/Genentech, GiCare Pharma, Gilead, Given
Imaging, GSK, Ironwood Pharma, Janssen Biotech (Centocor), JnJ/Janssen, Kyowa
Kakko Kirin Co Ltd., Lexicon, Lilly, Lycera BioTech, Merck, Mesoblast Pharma,
Millennium, Nektar, Nestle, Novo Nordisk, Pfizer, Prometheus Therapeutics and
Diagnostics, Protagonist, Receptos, Salix Pharma, Serono, Shire, Sigmoid Pharma,
Synergy Pharma, Takeda, Teva Pharma, TiGenix, Tillotts, UCB Pharma, Vertex
Pharma, VHsquared Ltd., Warner-Chilcott, Wyeth, Zealand, Zyngenia; received
research grants from Abbott/AbbVie, Amgen, AstraZeneca, Bristol-Myers Squibb,
Janssen Biotech (Centocor), JnJ/Janssen, Roche/Genentech, Millennium, Pfizer,
Receptos, Santarus, Sanofi, Tillotts and UCB Pharma; received lectures and/or
speaker bureau fees from Abbott/AbbVie, JnJ/Janssen, Takeda, Warner-Chilcott and
UCB Pharma; received advisory board fees from Abbott/AbbVie, Amgen,
AstraZeneca, Avaxia Biologics, Bristol-Myers Squibb, Celgene, Centocor, Elan/Biogen,
Ferring, JnJ/Janssen, Merck, Nestle, Novartis, Novo Nordisk, Pfizer, Prometheus
Laboratories, Protagonist, Salix Pharma, Takeda, Teva, TiGenix, Tillotts Pharma AG,
UCB Pharma; is a board of directors member of Robarts Clinical Trials. GC, MM,
WW, WN, AM, PH and EM are all employees and stockholders of Pfizer Inc.

Ethics approval These studies were approved by the institutional review board or
independent ethics committee for each centre and carried out according to the
Declaration of Helsinki and in compliance with all International Conference on
Harmonization (ICH) Good Clinical Practice (GCP) Guidelines.

Provenance and peer review Not commissioned; externally peer reviewed.

Data sharing statement All prespecified analyses of studies NCT01393626 and
NCT01393899 are included in the main manuscript or online supplementary
material.

Open Access This is an Open Access article distributed in accordance with the
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which
permits others to distribute, remix, adapt, build upon this work non-commercially,
and license their derivative works on different terms, provided the original work is
properly cited and the use is non-commercial. See: http://creativecommons.org/
licenses/by-nc/4.0/

REFERENCES
1 Peyrin-Biroulet L, Loftus EV Jr, Colombel JF, et al. The natural history of adult

Crohn’s disease in population-based cohorts. Am J Gastroenterol 2010;105:289–97.
2 Baumgart DC, Sandborn WJ. Crohn’s disease. Lancet 2012;380:1590–605.
3 Pariente B, Cosnes J, Danese S, et al. Development of the Crohn’s disease digestive

damage score, the Lémann score. Inflamm Bowel Dis 2011;17:1415–22.
4 National Clinical Guideline Centre (UK). Crohn’s disease: management in adults,

children and young people. National Clinical Guideline Centre (UK), 2012.
5 Peyrin-Biroulet L, Sandborn W, Sands BE, et al. Selecting Therapeutic Targets in

Inflammatory Bowel Disease (STRIDE): determining therapeutic goals for
treat-to-target. Am J Gastroenterol 2015;110:1324–38.

6 Gisbert JP, Marín AC, McNicholl AG, et al. Systematic review with meta-analysis: the
efficacy of a second anti-TNF in patients with inflammatory bowel disease whose
previous anti-TNF treatment has failed. Aliment Pharmacol Ther 2015;41:613–23.

7 Ordás I, Mould DR, Feagan BG, et al. Anti-TNF monoclonal antibodies in
inflammatory bowel disease: pharmacokinetics-based dosing paradigms. Clin
Pharmacol Ther 2012;91:635–46.

8 Rungoe C, Langholz E, Andersson M, et al. Changes in medical treatment and
surgery rates in inflammatory bowel disease: a nationwide cohort study 1979–
2011. Gut 2014;63:1607–16.

9 Annese V, Duricova D, Gower-Rousseau C, et al. Impact of new treatments on
hospitalisation, surgery, infection, and mortality in IBD: a focus paper by the
epidemiology committee of ECCO. J Crohns Colitis 2016;10:216–25.

10 Allorge D, Hamdan R, Broly F, et al. ITPA genotyping test does not improve
detection of Crohn’s disease patients at risk of azathioprine/6-mercaptopurine
induced myelosuppression. Gut 2005;54:565.

11 Colombel JF, Sandborn WJ, Reinisch W, et al. Infliximab, azathioprine, or
combination therapy for Crohn’s disease. N Engl J Med 2010;362:1383–95.

12 Panaccione R, Colombel JF, Sandborn WJ, et al. Adalimumab maintains remission of
Crohn’s disease after up to 4 years of treatment: data from CHARM and ADHERE.
Aliment Pharmacol Ther 2013;38:1236–47.

13 O’Shea JJ. Targeting the Jak/STAT pathway for immunosuppression. Ann Rheum Dis
2004;63(Suppl 2):ii67–71.

14 Danese S, Grisham MB, Hodge J, et al. JAK inhibition using tofacitinib for
inflammatory bowel disease treatment: a hub for multiple inflammatory cytokines.
Am J Physiol Gastrointest Liver Physiol 2016;310:G155–62.

15 Sandborn WJ, Ghosh S, Panes J, et al. Tofacitinib, an oral Janus kinase inhibitor, in
active ulcerative colitis. N Engl J Med 2012;367:616–24.

16 Sandborn WJ, Sands BE, D’Haens G, et al. Efficacy and safety of oral tofacitinib as
induction therapy in patients with moderate-to-severe ulcerative colitis: results from
2 phase 3 randomised controlled trials [abstract]. J Crohns Colitis 2016;10:PS1.

17 Sandborn WJ, Ghosh S, Panes J, et al. A phase 2 study of tofacitinib, an oral Janus
kinase inhibitor, in patients with Crohn’s disease. Clin Gastroenterol Hepatol
2014;12:1485–93.

18 Hanauer SB, Feagan BG, Lichtenstein GR, et al. Maintenance infliximab for Crohn’s
disease: the ACCENT I randomised trial. Lancet 2002;359:1541–9.

19 Hanauer SB, Sandborn WJ, Rutgeerts P, et al. Human anti-tumor necrosis factor
monoclonal antibody (adalimumab) in Crohn’s disease: the CLASSIC-I trial.
Gastroenterology 2006;130:323–33.

20 Poggioli G, Laureti S, Campieri M, et al. Infliximab in the treatment of Crohn’s
disease. Ther Clin Risk Manag 2007;3:301–8.

21 Sandborn WJ, Feagan BG, Stoinov S, et al. Certolizumab pegol for the treatment of
Crohn’s disease. N Engl J Med 2007;357:228–38.

22 Colombel JF, Sandborn WJ, Rutgeerts P, et al. Adalimumab for maintenance of
clinical response and remission in patients with Crohn’s disease: the CHARM trial.
Gastroenterology 2007;132:52–65.

23 Monteleone G, Di Sabatino A, Ardizzone S, et al. Impact of patient characteristics
on the clinical efficacy of mongersen (GED-0301), an oral Smad7 antisense
oligonucleotide, in active Crohn’s disease. Aliment Pharmacol Ther
2016;43:717–24.

1058 Panés J, et al. Gut 2017;66:1049–1059. doi:10.1136/gutjnl-2016-312735

Inflammatory bowel disease

http://dx.doi.org/10.1136/gutjnl-2016-312735
http://dx.doi.org/10.1136/gutjnl-2016-312735
http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
http://dx.doi.org/10.1038/ajg.2009.579
http://dx.doi.org/10.1016/S0140-6736(12)60026-9
http://dx.doi.org/10.1002/ibd.21506
http://dx.doi.org/10.1038/ajg.2015.233
http://dx.doi.org/10.1111/apt.13083
http://dx.doi.org/10.1038/clpt.2011.328
http://dx.doi.org/10.1038/clpt.2011.328
http://dx.doi.org/10.1136/gutjnl-2013-305607
http://dx.doi.org/10.1093/ecco-jcc/jjv190
http://dx.doi.org/10.1136/gut.2004.055947
http://dx.doi.org/10.1056/NEJMoa0904492
http://dx.doi.org/10.1111/apt.12499
http://dx.doi.org/10.1136/ard.2004.028290
http://dx.doi.org/10.1152/ajpgi.00311.2015
http://dx.doi.org/10.1056/NEJMoa1112168
http://dx.doi.org/10.1016/j.cgh.2014.01.029
http://dx.doi.org/10.1016/S0140-6736(02)08512-4
http://dx.doi.org/10.1053/j.gastro.2005.11.030
http://dx.doi.org/10.2147/tcrm.2007.3.2.301
http://dx.doi.org/10.1056/NEJMoa067594
http://dx.doi.org/10.1053/j.gastro.2006.11.041
http://dx.doi.org/10.1111/apt.13526
arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth

arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth



24 Sandborn WJ, Feagan BG, Rutgeerts P, et al. Vedolizumab as induction
and maintenance therapy for Crohn’s disease. N Engl J Med 2013;369:
711–21.

25 Su C, Lichtenstein GR, Krok K, et al. A meta-analysis of the placebo rates of
remission and response in clinical trials of active Crohn’s disease. Gastroenterology
2004;126:1257–69.

26 Dignass A, van Assche G, Lindsay JO, et al. The second European evidence-based
Consensus on the diagnosis and management of Crohn’s disease: Current
management. J Crohns Colitis 2010;4:28–62.

27 Mowat C, Cole A, Windsor A, et al. Guidelines for the management of
inflammatory bowel disease in adults. Gut 2011;60:571–607.

28 Papp KA, Krueger JG, Feldman SR, et al. Tofacitinib, an oral Janus kinase inhibitor,
for the treatment of chronic plaque psoriasis: long-term efficacy and safety results
from 2 randomized phase-III studies and 1 open-label long-term extension study.
J Am Acad Dermatol 2016;74:841–50.

29 Wollenhaupt J, Silverfield J, Lee EB, et al. Safety and efficacy of tofacitinib, an oral
Janus kinase inhibitor, for the treatment of rheumatoid arthritis in open-label,
longterm extension studies. J Rheumatol 2014;41:837–52.

1059Panés J, et al. Gut 2017;66:1049–1059. doi:10.1136/gutjnl-2016-312735

Inflammatory bowel disease

http://dx.doi.org/10.1056/NEJMoa1215739
http://dx.doi.org/10.1053/j.gastro.2004.01.024
http://dx.doi.org/10.1016/j.crohns.2009.12.002
http://dx.doi.org/10.1136/gut.2010.224154
http://dx.doi.org/10.1016/j.jaad.2016.01.013
http://dx.doi.org/10.3899/jrheum.130683
arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth

arvinth
Sticky Note
None set by arvinth

arvinth
Sticky Note
MigrationNone set by arvinth

arvinth
Sticky Note
Unmarked set by arvinth


	Tofacitinib for induction and maintenance therapy of Crohn's disease: results of two phase IIb randomised placebo-controlled trials
	Abstract
	Introduction
	Methods
	Study design
	Study patients
	Efficacy outcomes
	Induction study
	Maintenance study

	Safety outcomes
	Sample size
	Randomisation and blinding
	Statistical methods

	Results
	Study patients
	Induction study
	Maintenance study

	Efficacy outcomes
	Clinical outcomes
	Induction study
	Maintenance study

	Biomarkers
	Induction study
	Maintenance study


	Safety outcomes

	Discussion
	References




