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Abstract

Background

Selecting a first-line therapy remains challenging in IBD. Adalimumab (ADM) and vedolizumab (VDZ)
effectively lead to endoscopic remission in moderate-to-severe IBD. The VARSITY trial showed
superiority of VDZ over ADM in ulcerative colitis (UC) regarding clinical remission and endoscopic
improvement at week 52. We explored these results in a real-world setting of UC and Crohn’s disease

(CD).

Methods

Retrospective cohort study of biological-naive patients starting ADM or VDZ between 2015-2019.
Patients had moderate-to-severe disease (endoscopic Mayo score 2 2 for UC, presence of ulcerations
for CD) prior to therapy initiation. For UC, endoscopic remission (endoscopic Mayo score 0) and
improvement (endoscopic Mayo score < 1) at week 52 were assessed. For CD, endoscopic remission
(absence of ulcerations) and improvement (markedly better endoscopy despite ulcerations) at weeks

26-52 were studied. Treatment persistence was also evaluated.

Results

In total 195 biologic-naive patients (109 UC; 86 CD) were included. In UC, VDZ was superior to ADM
regarding endoscopic remission (29% vs 11%, p=0.03) and improvement (51% vs 26%, p=0.01) at week
52 as well as treatment persistence (p=0.04). In CD, no differences in endoscopic remission (VDZ: 48%
vs ADM: 60%, p=0.37) and improvement (VDZ: 76% vs ADM: 77%, p=1.00) at weeks 26-52 as well as

treatment persistence (p=0.43) was seen. Safety profiles were similar in UC and CD.



Conclusion
This real-world cohort study of biological-naive IBD patients found VDZ to be superior to ADM as first-
line treatment for patients with UC, but not CD, regarding endoscopic remission at week 52 and

treatment persistence.
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Introduction

Inflammatory bowel diseases (IBD), Crohn’s disease (CD) and ulcerative colitis (UC), are characterized
by chronic intestinal inflammation with a typical relapsing and remitting course necessitating long-
term medical treatment in the majority of patients.. Nowadays, biological therapies including anti-
TNFs such as adalimumab (ADM) and anti-integrins such as vedolizumab (VDZ) represent the
cornerstone for the management of moderate-to-severe IBD. Both ADM and VDZ are IgG1 monoclonal
antibodies that target different pathways contributing to the chronic intestinal inflammation seen in
IBD. Whilst ADM blocks tumour necrosis factor, VDZ blocks the interaction between integrin a47 on
gut-homing T-lymphocytes and mucosal vascular addressin cell adhesion molecule 1 (MAdCAM-1) on
gut endothelial cells. Both agents were found to be effective at inducing and maintaining clinical as
well as endoscopic remission in patients with moderate-to-severe IBD.*® Thus far, only one head-to-
head trial directly comparing both therapies in UC patients has been published. The VARSITY trial
concluded that VDZ was superior to ADM in regards to achieving clinical remission and endoscopic
improvement after one year.®®) While these results are of clinical importance, some methodological
flaws were raised. For instance, patients could not be dose-intensified, and a difference in steroid-free
clinical remission could not be demonstrated. Furthermore, not all included patients were biological
naive. Last, the trial was conducted in UC and it is unknown if the same conclusion would apply to CD
patients.*® The aim of our study was to explore if the results obtained by VARSITY withstand in a real

world setting of UC patients, and if they are also valid for CD patients.

Materials and methods

Study population

This was a retrospective cohort study that included all IBD patients initiating ADM and VDZ treatment
at our tertiary referral centre between January 2015 and December 2019. Patients were eligible if the
subsequent inclusion criteria were met: at least 18-years old at start of treatment, biological naive,

treatment initiation outside clinical trials or medical need programs, indication for treatment being



active moderate-to-severe luminal disease (endoscopic Mayo sub score2 2 in UC and presence of
ulcerations in CD) as objectified by endoscopic assessment prior to start of therapy, follow-up until at
least first endoscopic assessment of treatment independent of treatment continuation [thus at least 8
(ADM) or 14 (VDZ) weeks for UC patients and 26 weeks for CD patients]. Optimization of therapy was

allowed if deemed necessary by the treating gastroenterologist and according to the label.

Variables of interest

The following baseline characteristics were extracted from the electronic medical records: gender, IBD
diagnosis, age at IBD diagnosis and start of ADM or VDZ, disease duration, smoking status, maximal
disease extent according to the Montreal classification,*? start- and if applicable- stop date of
treatment and reason for discontinuation, induction and maintenance regimen as well as need, timing
and reason for treatment optimization. The following additional variables were collected at baseline,
week 8-14 (UC), week 26 (CD) and week 52: corticosteroids (CS) and immunomodulator (IM) use, C-
reactive protein (CRP), faecal calprotectin, partial Mayo score and Harvey Bradshaw Index (HBI).
Endoscopic evaluation in UC took place at week 8 (ADM group) and 14 (VDZ group) and week 52 with
determination of endoscopic Mayo score. Based on recent literature,*? first endoscopic evaluation in
CD patients after start of biological therapy in our centre shifted from week 26 to 52. Therefore, the
first endoscopic evaluation in the CD cohort was assessed at weeks 26-52. At the time of endoscopy,

Simple Endoscopic Score for CD patients (SES-CD) was calculated as well as median time to endoscopy.

Definitions

Endoscopic remission in UC and CD were defined as an endoscopic Mayo score of 0 and absence of
ulcerations, respectively. Endoscopic improvement was defined as an endoscopic Mayo score <1 and
markedly better endoscopy, based on physician’s assessment, despite still presence of ulcerations in

UC and CD patients, respectively.



Clinical remission was defined as a modified Mayo score <2 with rectal bleeding <1 for UC patients and
HBI < 5 for CD patients. If clinical scores were not available, physician global assessment (PGA) was
used and corresponded to either “remission” or “no remission” based on the clinical judgement of the
treating gastroenterologist. For steroid-free endoscopic and clinical remission, the same definitions as
endoscopic and clinical remission were used, but with the extra condition that at that moment patients
also needed to be off steroids.

Dose intensification or interval shortening compared to standard regimens were regarded as
treatment optimization. During the first year of treatment with ADM and VDZ, only reactive
optimization in patients with secondary loss of response, with accompanying low drug levels, was
performed. Treatment persistence at end of follow-up was defined by patients still being on ADM or
VDZ by the end of follow-up, which was December 2020 or last day of follow-up in case of loss to
follow-up or discontinuation of treatment.

An adverse event (AE) was defined as any complication occurring during therapy that does not
necessarily have a causal relationship with the treatment. A serious adverse event (SAE) was defined
as a complication that resulted in death, hospitalization or prolongation of hospitalization, change in
IBD treatment or which was life-threatening. Serious infections were those requiring hospitalization or
change in IBD treatment.

Standard treatment regimen of ADM consisted of induction with 160mg at week 0 and 80mg at week
2 followed by a maintenance dose of 40mg every other week administered subcutaneously from week
4 onwards. For VDZ, standard therapy consisted of the intravenous administration of 300mg at weeks
0, 2, 6 (and week 10 in case of CD) followed by a maintenance scheme of 300mg every 8 weeks given

intravenously from week 14 onwards.

Endpoints
The primary endpoint of this study was endoscopic remission at week 52 (UC) and weeks 26-52 (CD).

Secondary endpoints included endoscopic remission and improvement at week 8-14 (UC) and



endoscopic improvement at week 52 (UC) and weeks 26-52 (CD), clinical remission for UC at week 8-
14 and 52 and for CD at weeks 26 and 52, corticosteroid-free clinical and endoscopic remission were
assessed at the same time points as clinical and endoscopic remission. Treatment persistence was
evaluated at the end of follow-up. We also assessed adverse events reported throughout the first year

of follow-up.

Ethical consideration

This study was approved by the Institutional Review Board of the University Hospitals Leuven
(B322201213950/553684) in the framework of our VLECC registry. Informed consents were provided
by all included patients. Data sharing is not applicable in this research article due to privacy matters

and therefore it was not approved by the Institutional Review Board.

Statistical analyses

Efficacy and safety data were analysed according to treatment group for the UC and CD cohort
separately. Missing values for binary outcomes were imputed as nonresponses. Categorical variables
are presented as frequencies and percentages, whilst continuous variables are shown as medians with
interquartile ranges (IQR). For the univariate analyses of categorical variables and unpaired continuous
variables, Fisher’s exact test or Chi square test and an independent two-group Mann-Whitney U test
was used, respectively. To assess the associations between predefined outcomes and different
covariates, binary logistic regression analyses was performed using a backward Wald method.
Covariates reaching statistical significance (p<0.05) in the univariate analyses were eligible for
multivariable analyses. Poisson regression model with the natural logarithm of the length of the time
periods as offset was used to compare the number of adverse events during and after the first year of
treatment. Time-to-event outcomes, such as treatment persistence, were evaluated using Kaplan-

Meier survival plots. The results were compared by treatment (ADM or VDZ) using log-rank test. IBM



SPSS Statistics 27.0 software package (Armonk, NY, USA) was used. A two-sided p-value < 0.05 was

regarded as statistically significant.

Results

Study population

In total, 109 UC (46 ADM, 63 VDZ) and 86 CD (53 ADM, 33 VDZ) were included. CD patients were
significantly younger at diagnosis [26 (21.8-32) years vs. 30 (21-43.5) years, p=0.04], more likely to be
active smokers (22% vs. 6%, p=0.002) and treated with ADM (62% vs. 42%, p=0.01) as compared to UC

patients. Baseline characteristics are displayed in table 1.

Efficacy

Endoscopic remission

At both week 8-14 and week 52, VDZ was superior to ADM in patients with UC (W8-14: 37% vs. 15%,
p=0.02; W52: 29% vs. 11%, p=0.03, figure 1A). In univariate analysis, achieving endoscopic remission
at week 52 was only associated with biological type (p=0.03) thus no multivariate analysis was

performed. Univariate analysis are shown in supplementary table 1.

Endoscopic outcomes for CD patients were assessed at weeks 26-52 with the median time to
endoscopy being similar (p=0.113) in the ADM [27 (24-33) weeks] and VDZ group [29 (27-36) weeks],
though seven patients in the ADM group did not undergo further endoscopic evaluation. At weeks 26-
52, the remission rates were similar between the VDZ and ADM groups (48% vs. 60%, p=0.37).

In CD patients, univariate analysis revealed that pure ileal disease was associated with achieving
endoscopic remission at weeks 26-52 as compared to colonic disease (71% vs. 31%, p=0.007) and
ileocolonic disease (71% vs. 46%, p=0.046). Endoscopic remission rates can be found in figure 2A.

Univariate analysis are shown in supplementary table 2.



Endoscopic improvement

Similar to endoscopic remission, endoscopic improvement rates at week 8-14 (VDZ: 67% vs. ADM: 39%,
p=0.006) as well as at week 52 (VDZ: 51% vs. ADM: 26%, p=0.01) were superior for VDZ compared to
ADM in UC patients.

Endoscopic improvement rates for CD patients at weeks 26-52 were similar between the VDZ (76%)
and ADM (77%) groups (p=1.00). Endoscopic improvement rates are displayed in figure 1B and 2B for

UC and CD patients, respectively.

Clinical remission

Based on partial Mayo score, all ADM-treated UC patients had clinically active disease, but three VDZ-
treated UC patients had clinical remission at baseline. The latter patients did have endoscopic disease
activity and colonoscopy in these patients was performed because of elevated faecal calprotectin
(n=1), abdominal pain (n=1) or unknown reasons (n=1).

Looking at UC patients with active disease prior to start of biological treatment, by week 8-14, more
VDZ-treated patients as compared to ADM-treated patients reached clinical remission (VDZ: 53% vs.
ADM: 28%; p=0.02), yet at week 52, this differences disappeared (VDZ: 47% vs. ADM: 35%, p=0.24).

In the CD cohort, seven and eight patients in the VDZ and ADM group, respectively, did not have
clinically active symptoms of diarrhoea or abdominal pain at baseline. These patients were started on
biological treatment due to active endoscopic disease (reason for performing colonoscopy in absence
of symptoms were: postoperative evaluation (n=6), symptoms other than pain and diarrhoea such as
anaemia, weight loss, elevated faecal calprotectin or CRP, active perianal disease and primary
sclerosing cholangitis (n=7).

At both week 26 and 52, similar clinical remission rates were seen between both treatments (week 26:
VDZ: 77% vs. ADM: 67%, p=0.43; week 52: VDZ: 65% vs. ADM: 64%, p=1.00). Results are shown in figure

2C.
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Steroid use and steroid-free remission

At baseline, 23 UC patients in the ADM group (50%) and 39 in the VDZ group (62%) were on steroids.
At week 8-14, 58 and 43 patients in the VDZ and ADM group, respectively, remained on biological with
79% in the VDZ group and 91% of patients in the ADM group being off steroids (p=0.17). At week 52,
43 and 20 patients in the VDZ and ADM group, respectively, remained on biological with 95% in the
VDZ group and 100% of patients in the ADM group being off steroids (p=1.00).

In UC, the rates of steroid-free clinical remission were numerically though not significantly better for
VDZ at week 8-14 (VDZ: 43% vs. ADM: 26%, p=0.10) and week 52 (VDZ: 45% vs. ADM: 35%, p=0.32). At
week 52, more VDZ-treated patients as compared to ADM-treated patients were able to achieve

steroid-free endoscopic remission (VDZ: 25% vs. ADM: 11%; p=0.08), yet not statistically significant.

For CD patients, 16 in the VDZ group (48%) and 25 patients in the ADM (47%) were on steroids at
baseline. At week 26, 32 in the VDZ and 47 patients in the ADM group were still on biological therapy,
of which 81% and 96% were able to discontinue steroids in the ADM and VDZ group (p=0.06),
respectively. At week 52, 27 and 43 patients in the VDZ and ADM group, respectively, remained on
biological with 96% and 98% in the VDZ and ADM group, respectively, being off steroids (p=1.00).

For CD patients with clinically active disease at start of biological therapy, no differences in the rates
of steroid-free clinical remission were seen between both groups at week 26 (VDZ: 65% vs. ADM: 67%,
p=1.00) and week 52 (VDZ: 65% vs. ADM: 64%, p=1.00) nor for steroid-free endoscopic remission at

weeks 26-52, (VDZ: 45% vs. ADM: 67%, p=0.07). Results are shown in figure 1D and 2C.

Rate of surgery
Three ADM-treated (7%) and four VDZ-treated (6%) UC patients needed to undergo a total colectomy
after treatment failure (p=1.00). All but one VDZ-treated UC patient first received rescue high dose

infliximab before proceeding to surgery.

11



In the CD cohort, only one ADM-treated patient needed an ileocaecal resection after treatment failure

(p=1.00).

Treatment optimization

In total, 37 UC patients underwent treatment optimization. Significantly more patients in the ADM
group (n=23, 50%) as compared to the VDZ group (n=14, 22%) underwent treatment optimization
within the first year of therapy (p=0.004). The endoscopic remission rates at week 52 in dose-escalated
patients did however not significantly differ between both groups (ADM: 4% vs VDZ: 0%, p=1.00).
Twenty-two patients in the CD cohort received treatment optimization. In contrast to UC patients,
treatment optimization rates were similar between the ADM (n=16, 30%) and VDZ group (n=6, 18%;
p=0.31). Although numerically more ADM-treated CD patients underwent treatment optimization
within the first year of therapy as compared to VDZ-treated CD patients, the rates of endoscopic
remission in these optimized patients was not significantly different (ADM: 13% vs VDZ: 0%, p=1.00).
When comparing VDZ-treated UC and CD patients, the number of patients undergoing treatment
optimization was similar in both cohorts (22% vs. 18%, P=0.79), though a trend towards higher need
for treatment optimization was seen in ADM-treated CD patients as compared to UC patients (50% vs.

30%, p=0.06).

Treatment persistence

UC patients were treated with VDZ for a median (IQR) of 66 (22-135) weeks as compared to 33 (10-
105) weeks for ADM, (p=0.06). Treatment persistence by the end of follow-up was significantly
different between ADM and VDZ in UC patients (p=0.04) and can be seen in figure 3A.

The time on ADM and VDZ for CD patients was 112 (62-206) weeks and 140 (62-191) weeks,
respectively (p=0.69). In contrast to UC patients, there was no difference in treatment persistence
between ADM and VDZ in CD (p=0.43) as displayed in figure 3B. Reasons for treatment discontinuation

can be found in supplementary table 3.
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Safety

A total of 24 adverse events were reported in 17 ADM-treated UC patients within the first year of
treatment. In the VDZ-treated UC group, 32 adverse events occurred in 20 patients within the first year
of therapy. This corresponds to an adverse events rate of 1.96 and 1.97 AE per patient year (PY) of
follow-up in the ADM and VDZ group, respectively. One 83-year-old VDZ-treated UC patients, with
underlying cardiovascular comorbidity, died before W52 due to acute pulmonary oedema.

For CD patients, 27 patients in the ADM group and 20 in the VDZ group experienced 39 and 32 adverse
events, respectively, within the first 52 weeks of treatment. The rate of adverse events for ADM-
treated and VDZ-treated patients was 1.76 and 1.73 per PY before week 52, respectively. No deaths
occurred in the CD cohort, yet one patient with concomitant primary sclerosing cholangitis received a
liver transplant. Detailed description of the various adverse events and serious adverse events can be
found in supplementary table 4-6. The number of serious and non-serious adverse did not differ

between both treatment groups in UC as well as CD patients. (Supplementary table 7-8, Figure 4).

Discussion

This is the first real-life cohort where efficacy and safety of vedolizumab and adalimumab as first-line
treatment for UC and CD were directly compared.

In the UC cohort, we confirmed the results of the VARSITY trial that VDZ was superior to ADM in
achieving endoscopic improvement and remission. The superiority of VDZ was also suggested in
recently published network meta-analyses, although no difference was seen between VDZ and IFX
regarding maintenance of clinical remission and endoscopic improvement.*>% |n addition, the Victory
consortium investigated the real-life effectiveness of VDZ, but in contrast to our study, the consortium
compared their results to results of historic cohorts of anti-TNF treated CD patients. This may explain
the differences in results between our CD cohort and results found in the CD cohort of the Victory

consortium. Other reasons that might explain these differences are that the patients in the Victory
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consortium were not all biological-naive and did not need to have moderate-to-severe active disease
based on endoscopic assessment, but clinical assessment was also accepted.

The rates of endoscopic remission for VDZ are similar to those reported in the GEMINI 1 trial, yet the
endoscopic remission rate for ADM was lower compared to results from the ULTRA-2 trial.®> *> %) The
latter might be due to the real-life nature of this cohort as well as the fact that endoscopic remission
rates in this study were assessed separate of clinical response rates. Patients in the Varsity trial could
not be dose adjusted, although this is a common real-life practice. In our cohort, we found that patients
in the ADM group more frequently underwent optimization as compared to patients in the VDZ group,
which is in line with was has been reported in other studies.!*”- ¥ However, dose optimization did not
lead to significantly better endoscopic remission rates in both UC and CD patients. This finding may
seem contradictory since dose intensification can lead to improved outcome by overcoming secondary
loss of response.**2% However, our results are in line with the more recent data from the SERENE trials
in IBD. These suggest that using very high induction doses of ADM do not lead to better clinical nor
endoscopic outcomes.!?2*) Another explanation for this contradictory result may be that only patients
not responding to therapy and thus who were prone to have a bad outcome, were optimized. It is
possible that these patients possess certain characteristics making them inherently refractory to either
VDZ or ADM despite the use of more drug. We showed that VDZ is superior to ADM regarding clinical
remission at week 8-14, however we were not able to show this at week 52. This may be due to several
reasons such as loss to follow-up, patients stopping treatment before week 52, missing and/or
incomplete clinical scores so that clinical remission could not be established.

Considering steroid use, similar proportions of patients in both the ADM and VDZ group were able to
discontinue steroids by week 8-14 as well as week 52. Furthermore, no differences in rates of steroid-
free clinical remission were shown between both treatment groups. However, numerically more VDZ-
treated patients were able to achieve steroid-free endoscopic remission at week 52 as compared to
ADM-treated UC patients, yet not statistically signifcant. No good explanation exists for these

discordant results, since in UC active endoscopic disease was found to be well correlated to clinically
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active disease. Steroid-free remission remains an important endpoint in modern era since long-term
use of steroids should be avoided given their long-term side effects. If patients cannot taper or stop
steroids, we therefore recommend to switch or escalate treatment. Not only did we not find a
difference in steroid-free remission, the surgery rate was low in all treatment groups and did not differ
between groups. Almost all UC patients that needed to undergo total proctocolectomy after failure of
ADM or VDZ still received high dose rescue infliximab without success. In addition, only one ADM-
treated CD patient needed an ileocaecal resection three months after start of ADM, suggesting that
ADM might have been started too late to reverse the stricturing phenotype of the patient.

Not only did we confirm that VDZ is superior to ADM as first-line therapy in UC patients regarding
endoscopic remission, this is also the first real-life study to report superiority of VDZ over ADM
regarding treatment persistence. Former trials did not investigate treatment persistence!®, or could
not find a significant difference between both treatments” or only compared VDZ and anti-TNF
therapy as second-line agents.*®)

In contrast to the UC cohort, no differences in outcomes were observed between VDZ and ADM in CD
patients. It should be noticed that more ADM-treated CD patients had a stricturing phenotype, whilst
more VDZ-treated CD patients had an inflammatory phenotype, although this did not affect endoscopic
outcomes. These results are consistent with results shown in prior studies*® 2% where in CD patients,
both anti-integrin and anti-TNF therapy appear to be valid options as first-line treatment. Furthermore,
with anti-TNF biosimilars entering the market, they also represents an economically justified option.
No head-to-head trials are available, but similar results were reported in a previously published
network meta-analysis'?!) though a superiority of infliximab may exist for induction of clinical
remission.(??

Recently, results from the first head-to-head trial in CD patients was made public in which the efficacy
of ADM and ustekinumab were compared as first-line agents (SEAVUE). The primary endpoint

(superiority of ustekinumab over adalimumab in achieving clinical remission) was not achieved, and in
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both treatment arms patients were as likely to achieve clinical as well as endoscopic remission at week
52.23)

Interestingly, CD patients continued significantly longer on biological therapy as compared to UC
patients. This may be explained by the often less pronounced and more vague symptoms found in CD
patients as compared to the more objectifiable symptoms (e.g. diarrhoea, blood loss) found in UC
patients. However, this might also be related to differences in reimbursement criteria in our country
between UC and CD patients. For instance, if no response is seen within 3 months after start of
biological therapy in UC patients, treatment needs to be stopped.

Since VDZ is considered to be gut-focused, one may presume that it might have a better overall safety
profile compared to ADM, but that there might be a higher risk for gastro-intestinal infections.*® The
latter is reflected in the three Clostridium difficile infections that were reported only in VDZ-treated UC
patients. In general, the number of reported adverse events per patient was low and comparable
between treatment groups. Long term follow up safety data from the registration trials also did not
show a difference in adverse events between ADM and VDZ in CD patients, though a more favourable
safety profile of VDZ in UC patients has been described.*7- 1% 24 25

Our study has some limitations. First, the retrospective nature of this study makes it prone to selection
bias, although we diminished this risk by including all patients that met the well-defined inclusion
criteria. Second, the relatively small number of patients included in this cohort might explain why some
differences in outcome established in the VARSITY trial could not be confirmed here. Third, there were
missing clinical scores as well as endoscopic evaluations at the pre-set time points. Finally, the study
mainly focusses on the short-term outcome, though treatment persistence was reported for the entire

follow-up time.
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Conclusion

In this real-world cohort study of biological-naive moderate-to-severe IBD patients, VDZ was superior
to ADM as first-line treatment of UC patients with regard to endoscopic remission at week 52 and
treatment persistence. In CD patients, no differences were seen between VDZ and ADM as first-line
treatment with regard to endoscopic outcomes and treatment persistence. No differences in safety

profile were seen between both biological agents in UC and CD patients.
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Table 1: Baseline characteristics (n=195)

UC (n=109) CD (n=86) P-value | P-value
ADM vDz ADM vDz ucC (8))
(n=46) (n=63) (n=53) (n=33) | (ADM | (ADM
vs. vs.
VD2) VD2)
Median (IQR) age at start 36 41 31 43 0.19 0.04
biological (yrs.) (27.5-47.5) (28-56) (24-46.5) (27-56.5)
Median (IQR) age at diagnosis 26.5 34 25 30 0.15 0.04
(yrs.) (19.8-44.3) | (23-43) | (21-30.5) | (22-40.5)
Male sex (%) 22 (48) 25 (40) 25 (47) 17 (52) 0.44 0.83
Current smoker (%) 3(7) 4 (6) 12 (23) 7 (21) 1.00 1.00
Median (IQR) disease duration 3.5(1-7.5) 5(1-11) 3 (0-17) 4(1-11) 0.76 0.29
(yrs.)
Concomitant therapy (%)
- Immunomodulator 7 (15) 4 (6) 6 (11) 2 (6) 0.20 0.71
- Systemic steroids 6 (13) 12 (19) 9(17) 7 (21) 0.45 0.78
- Topical steroids 17 (37) 27 (43) 16 (30) 9(27) 0.56 0.81
Maximum disease extent UC (%)
- Proctitis 5(11) 14 (22) 0.14
- Left-sided colitis 26 (57) 28 (44) NA NA 0.25 NA
- Extensive colitis 15 (33) 21 (33) 1.00
Maximum disease location CD (%)
- lleal disease 29 (55) 13 (39) 0.19
- Colonic disease NA NA 8 (15) 8 (24) NA 0.39
- lleocolonic disease 16 (30) 12 (36) 0.64
Maximum disease behaviour CD
(%)
- Inflammatory NA NA 26 (49) 21 (64) NA 0.27
- Stricturing 16 (30) 7 (21) 0.46
- Penetrating 11 (21) 5 (15) 0.58
Perianal disease CD (%) NA NA 11(21) 2 (6) NA 0.11
Upper Gl disease CD (%) NA NA 2 (4) 1(3) NA 1.00

CD: Crohn’s disease; Gl: gastro-intestinal; IQR: interquartile range; NA: not applicable; UC: ulcerative colitis; yrs: years.
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Figure legends

Figure 1: Clinical and endoscopic outcomes in patients with UC. Figure 1A shows endoscopic
remission; 1B shows endoscopic improvement; 1C displays clinical remission and 1D steroid-free
clinical remission at weeks 8 or 14 and 52.

Figure 2: Clinical and endoscopic outcomes in patients with CD. Figure 2A shows endoscopic
remission; 2B shows endoscopic improvement; 2C displays clinical remission and 2D steroid-free
clinical remission at weeks 26 and 52.

Figure 3: Treatment persistence during follow-up. Orange curve are VDZ and blue curve are ADM-
treated patients. Figure 3A shows Kaplan-Meier survival plot of treatment persistence in UC patients.
Figure 3B shows Kaplan-Meier survival plot of treatment persistence in CD patients.

Figure 4: Incidence rates of adverse events per patient year of follow-up. CD: Crohn’s disease; UC:

ulcerative colitis.
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