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Abstract

Aim: To evaluate the effectiveness and safety of tofacitinib in ulcerative colitis [UC] in real life.
Methods: Patients from the prospectively maintained ENEIDA registry and treated with tofacitinib
due to active UC were included. Clinical activity and effectiveness were defined based on Partial
Mayo Score [PMS]. Short-term response/remission was assessed at Weeks 4, 8, and 16.

Results: A total of 113 patients were included. They were exposed to tofacitinib for a median time
of 44 weeks. Response and remission at Week 8 were 60% and 31%, respectively. In multivariate
analysis, higher PMS at Week 4 (odds ratio [OR] =0].2; 95% confidence interval [CI] = 0].1-0.4)
was the only variable associated with lower likelihood of achieving remission at Week 8. Higher
PMS at Week 4 [OR = 0.5; 95% Cl = 0.3-0.7] and higher PMS at Week 8 [OR =0.2; 95% Cl = 0.1-0.5]
were associated with lower probability of achieving remission at Week 16. A total of 45 patients
[40%] discontinued tofacitinib over time. Higher PMS at Week 8 was the only factor associated
with higher tofacitinib discontinuation [hazard ratio = 1.5; 95% CI = 1.3-1.6]. A total of 34 patients
had remission at Week 8; of these, 65% had relapsed 52 weeks after achieving remission; the dose
was increased to 10 mg/12 h in nine patients, and five of them reached remission again. Seventeen
patients had adverse events.

Conclusions: Tofacitinib is effective and safe in UC patients in real practice, even in a highly
refractory cohort. A relevant proportion of patients discontinue the drug over time, mainly due to

primary failure.

Key Words: Ttofacitinib; ulcerative colitis.

1. Introduction

Ulcerative colitis [UC] is a chronic inflammatory bowel disease [IBD]
with a relapsing-remitting pattern that causes an increased frequency
of bowel movements and bloody diarrhoea, leading to organ damage
and impaired quality of life.!? The primary goals of therapy in UC
are reducing the mucosal inflammation and maintaining symptom
remission, though these aims are not achieved in all patients.'

In the past two decades, the introduction of biologic therapies
changed the natural history of UC. Remission and response rates
achieved with current biologic treatment (anti-tumour necrosis
factor alpha [anti-TNF] and vedolizumab) are around 20-35% and
60-70%, respectively.** Nevertheless, up to 30% of patients do not
respond to anti-TNF drugs [primary non-responders], and about
10-20% per year lose response after an initial improvement [sec-
ondary non-responders], thereby requiring a dose escalation or a
switch to another drug class.*!! In addition to TNE, there are several
other cytokine pathways involved in the development of UC, which
have led to the development of target-specific drugs.

Tofacitinib is an oral synthetic small-molecule Janus kinase
[JAK] inhibitor. The JAKs are downstream signalling molecules of
a large number of cytokine pathways involved in IBD.!>!3 The ef-
ficacy and safety of tofacitinib have been demonstrated in clinical
trials in patients with moderate to severe UC, and this drug has re-
cently been approved by the European Medicines Agency for the

treatment of this condition. The results of phase III clinical trials
have confirmed the superiority of tofacitinib over placebo in induc-
tion treatment and maintenance of clinical remission in patients with
moderate to severe UC'". However, the experience with tofacitinib
in clinical practice, in terms of both effectiveness and safety, is still
limited. The use of drugs in clinical trials differs from that in routine
clinical practice in several aspects, such as patient characteristics [pa-
tients are frequently more refractory to treatments and have more
comorbidities in real-life practice], thus limiting the generalisation of
clinical trial results. Non-interventional studies, on the other hand,
provide information complementary to clinical trials on the effect-
iveness of treatments in real clinical practice settings.

The ENEIDA project [Spanish Team for Intercultural Studies on
Academic Discourse] is a prospectively maintained registry that in-
cludes UC patients treated with several therapeutic options in daily
practice. This registry offers the opportunity to evaluate the real-
life effectiveness and safety of tofacitinib in UC patients. Our aim
was to assess the short-term effectiveness of tofacitinib in UC, to
evaluate the durability of tofacitinib treatment and the cumulative
incidence of relapse over time, to identify predictive factors of short-
and long-term response, and to assess the safety profile of tofacitinib
in a clinical practice setting. Our results provide data that will be
useful for the management of UC patients in real life and will help to
position tofacitinib in the therapeutic algorithm of UC.
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2. Methods
2.1. Study design

This was an observational, prospective and multicentre study carried
out with data from the ENEIDA registry, a large prospectively main-
tained Spanish database promoted by the Spanish Working Group
on Crohn’s and Ulcerative Colitis [GETECU], initiated in 2007,
which in December 2019 included approximately 60 000 patients
from 82 centres. Patients aged 18 years or older, diagnosed with UC,
who received at least one dose of tofacitinib due to active disease
(Partial Mayo Score [PMS] >2) were included.!s Patients who had
received tofacitinib for an indication different from UC, those with
colonic resection, and those who started the treatment less than 8
weeks before data analysis, were excluded. The ENEIDA registry
was approved by research ethics committees in all participating
centres. Written informed consent to participating in the ENEIDA
project was obtained from all patients.

2.2. Data collection

Patient demographic and clinical characteristics were collected and
included: sex, age, colitis extent, extraintestinal manifestations,
previous surgery for UC, concurrent use of immunomodulators
and steroids, previous treatments for UC, and biological markers
(C-reactive protein [CRP] or faecal calprotectin). Start of treatment
and change of tofacitinib dose were also registered. Endoscopic as-
sessment information was recorded when available and graded as
quiescent, mild, moderate, or severe according to the endoscopic
subscore of the Mayo index. In addition, all adverse events during
the follow-up period were recorded. Patients were followed up until
latest administration of tofacitinib or lastest visit, whichever came
first. Data were remotely monitored to assess data quality.

2.3. Evaluation of effectiveness

Short-term effectiveness was assessed at Weeks 4, 8, and 16. Long-
term effectiveness was evaluated every time the patients came to the
clinic for disease monitoring until latest administration of tofacitinib
or latest visit, whichever came first. Clinical activity and effective-
ness were assessed based on PMS [including stool frequency, rectal
bleeding, and physician’s global assessment], ranging from 0 to 9.

2.4. Definitions

2.4.1. Active disease

Active disease was defined as a score >2 points in PMS. When endos-
copy was available, the severity was graded by local investigators as
quiescent, mild, moderate, or severe.

2.4.2. Severity of clinical activity
The severity of clinical activity was rated based on the PMS: <2 re-
mission, 2—4 mild, 5-7 moderate, and >7 severe.

2.4.3. Evaluation of response

Clinical remission or response was determined by PMS calculated at
baseline and at Weeks 4, 8, and 16. Clinical remission was defined as
a PMS <2. Clinical response was defined as a reduction in PMS >3
points and at least 30% from baseline, with a decrease >1 point in
the rectal bleeding subscale.

2.4.4. Relapse
Relapse was defined as worsening of patient’s symptoms coupled
with endoscopic, radiographic, or serological [CRP or faecal

calprotectin] evidence of inflammation that led the physician to
escalate the dose of treatment, add another medication, change to
other drug, or change treatment to surgery.

2.5. Statistical analysis
For categorical variables, percentages were calculated [with their
95% confidence intervals]. The descriptive analysis of quantitative
variables calculated the mean and standard deviation [SD], or the
median and interquartile range [IQR], depending on whether they
were normally distributed or not. In the univariate analysis, cat-
egorical variables were compared using the chi square [y?] test and
quantitative variables using the appropriate test. Shor-term effective-
ness was evaluated at Week 8; clinical remission at Week 8 was the
main variable. Nevertheless, the proportions of patients with clinical
remission or clinical response at Weeks 4 and 16 were also evalu-
ated. Variables associated with the likelihood of treatment response
after the induction were identified using a logistic regression model.
The latest observation carried forward method was used to impute
missing data for the short-term evaluation [Weeks 4, 8, and 16].
The Kaplan-Meier method, where patients who discontinued
tofacitinib for any reason were right censored at the time of discon-
tinuation, was used to evaluate the long-term durability of tofacitinib
treatment. In addition, we analysed the cumulative incidence of re-
lapse among patients who reached remission at Week 8. Any differ-
ences between survival curves were evaluated with the log-rank test.
Stepwise multivariate analysis using the Cox model was performed
to identify factors associated with tofacitinib discontinuation or re-
lapse over time. In the log-rank test and in the multivariate analysis,
statistical significance was considered when p <0.05.

3. Results

3.1. Patient characteristics

A total of 113 patients were included. The main characteristics of
the study population are summarised in Table 1. The majority of
patients [70%] had extensive colitis. All patients had been previ-
ously exposed to anti-TNF agents, 89% to vedolizumab, and 4%
to ustekinumab; 95 [84%] patients had received only anti-TNF
agents, 13 [11.5%] anti-TNF agents and vedolizumab, and five
[4.5%] patients anti-TNF agents, vedolizumab and ustekinumab,
before tofacitinib treatment. At baseline, 11% of patients were under
immunomodulators [nine patients under thiopurines and four under
methotrexate] and 48% under steroids. A total of 18 patients were
under steroids at Week 4, 14 at Week 8, and nine patients at Week 16
[of them, only three were in clinical remission at Week 16].

The median Partial Mayo Score at the start of tofacitinib treat-
ment was 6 [IQR = 6-8]; 67% of patients had endoscopic assess-
ment of disease activity before starting tofacitinib treatment: 65%
had severe, and 29% moderate activity. In addition, one-third of pa-
tients had anaemia, two-thirds had CRP levels over the normal limit,
and median faecal calprotectin at baseline was 1 499 pg/g.

A patient flow chart, including tofacitinib dose adjustments, dis-
continuations and reasons for discontinuations; is shown in Figure 1.
In all, 94 of patients started tofacitinib treatment with 10 mg/12 h;
two of these had to interrupt the treatment before Week 4 due to
primary non-response. A total of 101 patients reached Week 8 under
tofacitinib treatment; 92% of these with the 10 mg/12 h dose and
27 patients changed to the maintenance dose [5 mg/12 h]. A total
of 77 patients reached Week 16 under tofacitinib treatment, 28 of
these receiving under 10 mg/12 h. Four patients were changed to the
maintenance dose at Week 16.
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Table 1. Characteristics of the study population [A] among patients
with or without remission at Week 8 [B].

[A] Characteristics

Median age [SD] [years] 46 [1.3]
Median time of follow-up [IQR] [weeks] 44 [30-66]
Male gender [%] 53
UC extent
Proctitis [ %] 4
Left-sided colitis [ %] 26
Extensive colitis [%] 70
Median Partial Mayo Score at baseline [IQR] 6 [6-8]
Endoscopic assessment at baseline [%] 67
Moderate activity [%] 29
Severe activity [%] 65
CRP above the normal limit at baseline [%] 68
Anaemia at baseline [%] 32
Median faecal calprotectin at baseline [pg/g] 1499
Previous biologic treatment [ %] 100
Anti-TNF [%] 100
Vedolizumab [%] 89
Ustekinumab [%] 4
Number of previous biologic agents
1-=-2 previous biologics [%] 31
>3 previous biologics [%] 69
Concomitant immunosuppresants [ %] 11
Steroids during induction, [%] 48
[B] Remission No remission  Remission at 14
at Week 8 Week 8
Severe endoscopic activity at 74 46 0.02
baseline [%]
Median CRP at baseline 1.3 0.6 0.03
[mg/dL]

SD, standard deviation; UC, ulcerative colitis,; IQR, interquartile range;
CRP, C-reactive protein; TNF, tumour necrosis factor.

3.2. Short-term effectiveness

In the short term, 18 [16%] patients reached clinical remission at
Week 4, 34 [31%] at Week 8, and 33 [32%] at Week 16. With re-
spect to clinical response [including both patients with response and
those with remission], 45 [40%] had response at Week 4, 66 [60%]|
at Week 8, and 59 [57%] at Week 16 [Figure 2].

Patients who achieved remission at Week 8 had, at baseline,
a lower proportion of severe endoscopic activity [46% vs 74%,
p <0.05] and lower CRP [0.6 mg/dL vs 1.3 mg/dL, p <0.05] than
patients who did not achieve remission. Other characteristics, such
as disease extension, treatment with steroids at baseline, or number
of previous biologics, were similarly distributed in both groups. In
addition, patients who achieved remission at Week 8 had lower
CRP at Week 4 [0.13 mg/dL vs 1.2 mg/dL, p <0.05] and lower PMS
[1 vs 5, p <0.05] than patients who did not achieve remission. In
the multivariate analysis, higher PMS at Week 4 [OR =0.2; 95%
CI = 0.1-0.4] was the only variable associated with the likelihood of
achieving remission at Week 8 [the higher the PMS, the lower prob-
ability of achieving remission].

At Week 16, 27% of patients without remission at Week 4, and
12% of those without remission at Week 8, had achieved remis-
sion. Clinical characteristics at baseline, including PMS, CRP con-
centration, haemaglobin, faecal calprotectin, number of previous
biologic treatments, endoscopic activity, or concomitant treatment
with immunomodulators or steroids were similar in patients with
or without remission at Week 16. Patients who achieved remission

at Week 16 had lower proportion of elevated CRP both at Week
4 [37% vs 67%, p <0.05] and at Week 8 [24% vs 51%, p <0.02]
than those who did not achieve remission at Week 16. In addition,
patients in clinical remission at Week 16 had lower PMS both at
Week 4 [2 vs 4, p <0.01] and at Week 8 [1 vs 4, p <0.01] than those
without remission at Week 16. In the multivariate analysis, higher
PMS at Week 4 [OR =0.5; 95% CI = 0.3-0.7] and higher PMS at
Week 8 [OR =0.2; 95% CI = 0.1-0.5] were associated with lower
probability of achieving remission at Week 16.

3.3 Tofacitinib survival

A total of 45 patients [40%] discontinued tofacitinib over time [me-
dian of exposure to tofacitinib was 44 weeks; IQR = 30-66 weeks].
Cumulative discontinuation rate was 34% and 46% at 24 and 52
weeks, respectively [Figure 3]. The reasons for tofacitinib discon-
tinuation were: primary non-response in 29 patients [26 %], adverse
events in seven patients [6%], relapse in six patients [5S%], partial
response in two patients [2%], and pregnancy wish in one patient
[1%]. PMS at Week 8 was the only factor associated with tofacitinib
discontinuation [hazard ratio = 1.5; 95% CI = 1.3-1.6].

3.4 Long-term effectiveness

A total of 34 patients were in remission at Week 8; 13 [38 %] relapsed
during follow-up [Figure 4]; the dose was increased to 10 mg/12 h in
nine patients, and five of these reached remission again. No factors
associated with relapse over time were identified.

3.56. Adverse events

Seventeen patients [15%] had adverse events during follow-up,
some of them more than one adverse event: four patients had hyper-
cholesterolaemia, one herpes zoster [single dermatome involvement
and resolved without postherpetic neuralgia], one herpes simplex,
three infections, two dyspnoea, one neoplasia, one lymphopenia,
one headache, one hypertriglyceridaemia, and four others. With
respect to infections, two patients had salmonella gastrointestinal
infections [leading to tofacitinib discontinuation] and the third pa-
tient a cryptoglandular anorectal abscess [treated with drainage and
antibiotics; tofacitinib was maintained]. No thromboembolic events
were reported. Seven patients [6%] presented adverse events that
led to treatment discontinuation. The first patient developed high
fever and headache with doubtful meningeal signs and was empir-
ically treated with antiviral drugs, although microbiological tests
were always negative. The suspicion was a serious viral infection
but the agent was not identified. After withdrawing treatment and
completing valganciclovir treatment, all symptoms disappeared.
Two patients presented with severe salmonella gastrointestinal in-
fections and recovered without sequelae. Another patient had severe
abdominal pain without identifying the cause. The fifth patient pre-
sented dyspnoea clearly associated with the drug intake. The sixth
patient presented herpes zoster infection, dyspnoea and dizziness.
Finally, a patient developed a metastatic breast cancer probably re-
lated to a high immunosuppressive load before being treated with
tofacitinib.

4. Discussion

To our knowledge, this is the largest cohort among the few published
real-life studies of UC patients treated with tofacitinib. Our results
provide new information about the effectiveness of tofacitinib in
real life, which is of great value to position this treatment in clinical
practice.
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BASELINE
N =113 patients
106 (94%) 10 mg/12 h
6(5%) 5 mg/12 h
1(1%) 15 mg/12 h

DISCONTINUATIONS
N = 2 patients <]
primary non-response
BASELINE

DISCONTINUATIONS
N = 6 patients

§ primary non-response
1 adverse event

N =111 patients
104 (94%) 10 mg/12 h
6(5%) 5 mg/12 h
1(1%) 15 mg/12 h

DISCONTINUATIONS
N =17 patients
14 primary non-response
2 adverse event
1 relapse

DISCONTINUATIONS
N = 20 patients
8 primary non-response
S relapse
4 adverse event
2 partial response
1 thromboembolism prior
tofacitinib treatment

WEEK 8
N =101 patients
93 (92%) 10 mg/12 h
6(6%) 5 mg/12 h
2 (2%) 15 mg/12 h

DOSE ADJUSTMENTS
N = 6 patients
4 change to maintenance dose (W)
1 primary non-response (4
1 partial response ()

WEEK 16
N = 77 patients
28 (36%) 10 mg/12 h
49 (64%) 5 mg/12 h

>

DOSE ADJUSTMENTS
N = 29 patients
2 adverse event (W)
27 change to maintenance dose (W)

DOSE ADJUSTMENTS AT WEEK 16
N = 11 patients
S relapse (M)
4 change to maintenance dose (W)
2 adverse event (W)

FIRST DOSE ADJUSTMENTS DURING
MAINTENANCE
N = 20 patients
8 relapse (AN
7 change to maintenance dose (W)
4 partial response (N
1 adverse event (W)

End of follow-up

SECOND DOSE ADJUSTMENTS
DURING MAINTENANCE
N = 3 patients
2 change to maintenance dose (W)
1 adverse event (W)

A, dose increase; W, dose decrease.

Figure 1. Flow chart of patients, including tofacitinib dose adjustment, discontinuations and reasons for discontinuation. Not all patients reached all the
evaluation moments because, even if they maintained the treatment, they may not have had time since the beginning of the treatment.

First, our results support that tofacitinib is effective in clinical
practice in a refractory UC population [all patients had previously
failed treatment with biologic therapies such as anti-TNF drugs or

vedolizumab]. Thus, at Week 8, approximately one-third of patients
achieved remission and two-thirds had response. In addition, after
the first 4 weeks, almost 20% of patients achieved clinical remission
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and 40% of patients responded to treatment, confirming the early re-
sponse to tofacitinib which was previously observed in the OCTAVE
trials.'e However, despite the fast mechanism of action of tofacitinib,
some patients need longer to reach remission. In this respect, in our
study, patients without remission at Week 4 did benefit from con-
tinuing the treatment: 20% of patients without remission at Week 4,
and 12% of those without remission at Week 8, achieved remission
at Week 16. Similarly to our results, previous studies showed that a
substantial proportion of non-responders to an initial 8-week course
of tofacitinib with a twice-daily dose of 10 mg respond to an add-
itional extended induction course of 8 weeks.!”!®

Our results are consistent with those from pivotal studies. In this
respect, in a phase II trial with patients who received 10 mg twice-
daily, at Week 8 clinical response and remission occurred in 61%
and 48% of the patients, respectively.? In the OCTAVE induction 1
and 2 trials, remission at Week 8 was achieved by 18% and 17% of
the patients, respectively.'*"”

With respect to real-life studies, short-term effectiveness of
tofacitinib in refractory UC was evaluated in a retrospective study
conducted by Lair-Mehiri et al. in 38 refractory UC patients, previ-
ously treated with anti-TNF [100%] and vedolizumab [97%].2° At
Week 14, steroid-free remission was achieved in 32% and clinical

100

60% 57%

40%
31% 32%

[\
“©

16%

Proportion of
patients (%)
w
S

Week 4 Week 8 Week 16

O Response (including remission) M Remission

Figure 2. Short-term effectiveness of tofacitinib in ulcerative colitis [last-
observation-carried-forward method].

response in 45% of patients. Similarly, the other published cohort
on the effectiveness of tofacitinib in real life included 58 UC patients
who previously failed anti-TNF [93%] and anti-integrin [81%]; this
study showed that remission at Week 8 [defined as complete reso-
lution of clinical symptoms] was achieved in 33% of the patients,
and clinical response [defined as symptomatic improvement from
baseline] in 36%.%!

Furthermore, we detected predictive factors of remission that
would allow us to identify the subset of patients who will benefit
the most from the treatment. In this regard, we observed that early
response at Weeks 4 and 8 indicated higher probability of remis-
sion at Week 16; thus, patients with more severe disease as meas-
ured by PMS at Week 4 and Week 8 were less likely to achieve
remission at Week 16. The other two published cohorts of patients
with UC treated with tofacitinib did not identify predictive fac-
tors of response to the treatment, probably due to their limited
sample size.?*?' In our cohort, patient characteristics at baseline,
such as PMS, CRP concentration, faecal calprotectin concentra-
tion, or number of previous biologics, were not associated with
the likelihood of remission at Week 8. In line with our results, in
the OCTAVE 1 and 2 trials, tofacitinib efficacy was consistent re-
gardless of CRP levels at baseline, baseline steroid use, or previous
exposure to anti-TNE!* Based on these results, tofacitinib might
be a good therapeutic option also in patients with previous failure
to anti-TNE

On the other hand, a significant proportion of patients [40%]|
discontinued the drug over time [cumulative discontinuation rate
was 34% and 46% at 24 and 52 weeks, respectively], mainly due
to primary failure [26%] followed by adverse events [6%], relapse
[5%], and partial response [2%]. In line with our results, Weisshof
et al. reported discontinuation of tofacitinib in 26/58 [45%] patients
during a median follow-up period of 10 months, due to poor re-
sponse or adverse events.?! Lair-Mehiri et al. reported a discontinu-
ation rate of 42% [16/38] in a follow-up period of 41 weeks, mostly
occurring within 24 weeks and due to lack of effectiveness [seven
disease worsenings and four non-responses].?

100 +
75
50 1
25 4
0 -
Time of follow-up (weeks) 0
Patients at risk (number) 113

Patients mantaining tofacitinib (%)

T T T
16 32 48 64

77 46 31 20
77 62 58 55

*The reasons for tofacitinib discontinua on were: 26% primary non-response,
6% adverse events, 5% relapse, 2% partial response, 1% patient’s choice

Figure 3. Survival curve of patients maintaining tofacitinib treatment over time.
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*Relapse was defined as worsening of clinical symptoms plus endoscopic inflammation,
elevated faecal calprotectin or elevated C-reactive protein.

Figure 4. Survival curve of patients relapsing over time [from Week 8 and including only patients in remission at that time].

Tofacitinib is a small molecule with lack of immunogenicity as
opposed to biologic agents, which are large protein-based molecules.
It is known that the formation of antibodies against biologic drugs
could affect their long-term efficacy.? It is still unclear whether the
response to tofacitinib is lasting or long-term response could be lost
in patients treated with this drug. We observed that 38% of patients
who achieved remission at Week 8 relapsed over time [median of
exposure to tofacitinib, 44 weeks]. The durability of remission under
tofacitinib treatment was also evaluated in the OCTAVE Sustain
trial, where patients were included to assess whether tofacitinib
could be used to maintain remission.'* For patients already in remis-
sion at maintenance trial entry, sustained remission at Week 52 oc-
curred in 35% of patients in the 5-mg group and 47% in the 10-mg
group. In our study, after relapsing, tofacitinib dose was escalated
from 5 mg/12 h to 10 mg/12 h in nine patients; five of these reached
remission again after increased tofacitinib dose. Sands et al. ana-
lysed the efficacy of dose escalation of tofacitinib [to 10 mg/12 h]
in patients who lost response while being treated with tofacitinib
5 mg/12 h as maintenance therapy in the OCTAVE open trial; at
Month 12, 75% of patients maintained remission.”® After dose es-
calation, 35% and 49% recaptured remission at Months 2 and 12,
respectively. Thus, dose escalation might be an option in patients
relapsing under the maintenance dose.

Of note, the European Medicines Agency advised that mainten-
ance doses of 10 mg twice daily should not be used in patients with
UC who are at high risk of blood clots unless there is no suitable
alternative treatment, due to the dose-dependent increased risk of
blood clots in the lungs and deep veins of patients who are already
at high risk.>* This recommendation should be taken into consid-
eration when deciding the treatment schedule with tofacitinib.
Nevertheless, data about the dose-dependent increased risk of
thromboembolic events come from studies in rheumatoid arthritis
patients, and particularly in patients over 50 years of age, whereas
the abovementioned risk has not been confirmed in UC patients yet.?

In this respect, in a post-hoc analysis of the OCTAVE trials, only five
patients developed thromboembolic events [one deep venous throm-
bosis and four pulmonary embolisms]; all of them had risk factors
for venous thromboembolism and were predominantly under the
10-mg/12 h dose.?® In our study, the safety profile of tofacitinib was
in line with previous data,” and no thromboembolic events were
reported. However, it should be acknowledged that the analysis is
limited by small sample size and limited drug exposure, and there-
fore more data are needed.

Our study has some limitations. First of all, although the ENEIDA
registry is prospectively completed, efficacy outcomes are rated on
the basis of clinical subjective assessment. To overcome the potential
heterogeneity in clinical assessment, clinicians were asked to provide
PMS score values at every visit. In addition, we could not evaluate
mucosal healing. However, this reflects what happens in clinical
practice, where endoscopy studies are generally not carried out if
patients have good response after induction. Information about
concomitant steroids is not easy to understand in real-world evi-
dence studies where the follow-up is not pre-established per protocol
[follow-up time was different in each patient]. Unfortunately, there
is no available information on the precise dose of steroids during
tofacitinib treatment. Finally, all of our patients had previously failed
treatment with biologic agents, and therefore we could not assess the
impact of biologic exposure on tofacitinib effectiveness.

On the other hand, our study has several strengths. First of all,
this is the largest study published up to now on the effectiveness of
tofacitinib on UC in real-life. Clinical activity was categorised based
on PMS, which has acceptable correlation with the presence of in-
flammation,?® and we also included other objective parameters such
as CRP levels or faecal calprotectin concentrations. Finally, we could
assess durability of tofacitinib treatment, relapse rate, and response
to dose escalation.

In conclusion, tofacitinib is relatively effective, providing a rapid
therapeutic effect in UC patients in real practice, even in a highly
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refractory cohort. A relevant proportion of patients discontinue the
drug over time, mainly due to primary failure. A relevant proportion
of the patients who achieve remission after induction relapse over
time, although dose escalation is able to recapture remission in over
50% of them. Finally, safety was consistent with the known profile
of tofacitinib.
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