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Abstract

Background: No head-to-head trial directly compares the effectiveness of vedolizumab (VDZ)
and infliximab (IFX) in patients with ulcerative colitis (UC) who were naive to biologic therapy.
Objectives: We aimed to compare the clinical and endoscopic effectiveness of VDZ and IFX in
biologic-naive patients with UC in real-world settings.

Design: It was a multicenter, observational, real-world cohort study conducted at five centers.
Methods: Patients diagnosed with UC and treated with either IFX or VDZ as their first-line
biologic therapy were retrospectively enrolled. Steroid-free remission, clinical response,
clinical remission, and endoscopic healing at week 14 and week 52 were compared between
the two groups after propensity score weighting.

Results: A total of 199 patients (117 VDZ and 82 IFX) were included in the study. There were
no significant differences in steroid-free remission (64.6% vs 56.1%, p=0.224), clinical
response (83.4% vs 73.4%, p=0.086), or clinical remission (69.4% vs 60.1%, p=0.174) at week
14. However, VDZ showed better results in steroid-free remission (67.5% vs 44.4%, p=0.004),
clinical response (69.7% vs 47.1%, p=0.005), and clinical remission (67.5% vs 44.4%, p=0.004)
at week 52. In terms of endoscopic healing, VDZ was similar to IFX at week 14 (25.7% vs
17.4%, p=0.185), but VDZ had a significantly higher rate at week 52 (29.5% vs 11.8%, p=0.027).
VDZ was found to be superior to IFX in therapeutic continuation (hazard ratio=0.339, 95% ClI:
0.187-0.614, p<0.001). The rate of adverse events was similar between the two groups (6.8%
vs 8.5%, p=0.655).

Conclusion: VDZ demonstrated similar clinical and endoscopic effectiveness to IFX at week
14 in biologic-naive patients with UC, but appeared to be superior at week 52. The safety
outcomes were comparable between the groups.
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Introduction

Ulcerative colitis (UC) is a chronic inflammatory
intestinal disease characterized by symptoms such
as abdominal pain, hematochezia, and tenesmus.!
The persistent disease activity of UC poses chal-
lenges in treatment, leading to significant social

and economic burdens.? The therapeutic target of
UC includes reducing inflammation and symp-
toms, maintaining remission, and promoting
endoscopic healing. Therefore, a more aggressive
treatment is required.> Conventional therapies
such as 5-aminosalicylate (5-ASA), steroids, and
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azathioprine are commonly used in the treatment
of UC. However, there is still a considerable pro-
portion of patients who do not respond or are
intolerant to traditional therapies, requiring new
drugs acting on different therapeutic targets to
address an unmet clinical need.*

Guidelines for UC recommended the early use of
biologics rather than a gradual step-up strategy
after the failure of 5-ASA therapy in moderate-to-
severe UC, placing biological therapy in a more
important position.5:® Recently, TNF-o inhibi-
tors (TNFi) like infliximab (IFX) and adali-
mumab, along with anti-integrin a437 monoclonal
antibodies such as vedolizumab (VDZ), have
gained approval in China for the treatment of UC
patients.” 10 Among these, IFX and VDZ are the
most frequently utilized options in China, and
both of them have been proven to be effective in
inducing and maintaining remission of UC.11:12
However, there is a lack of head-to-head rand-
omized trials comparing the effectiveness of VDZ
and IFX, which has resulted in an ongoing debate
regarding the selection and positioning of IFX
and VDZ, particularly in biologic-naive (bio-
naive) patients. Only one head-to-head trial
(VARSITY study) has confirmed the superiority
of VDZ over adalimumab in clinical remission
and endoscopic improvement at week 52, but it is
unknown whether the findings from VARSITY
can be applied to IFX.!13 Several observational
studies and post hoc analyses have indirectly
compared the effectiveness of VDZ and IFX, but
they have yielded varying conclusions.!417
Moreover, there is limited data on endoscopic
efficacy comparison in existing studies, and the
majority of participants were from European and
American populations. In this study, we aimed to
comprehensively evaluate the clinical and endo-
scopic effectiveness of VDZ and IFX in both the
induction and maintenance stages in the Asian
population, providing real-world evidence for
clinical decision-making.

Methods

Study design and population

This was a retrospective, observational, real-
world cohort study conducted at five centers in
China (The Sixth Affiliated Hospital, Sun Yat-
sen University; The First Affiliated Hospital of
Nanchang  University; Peking  University
Shenzhen Hospital; Second Affiliated Hospital of

Guangzhou Medical University, and The First
Affiliated Hospital of Hainan Medical University).
Consecutive patients diagnosed with UC, who
had received at least one dose of VDZ or IFX
between January 2020 and September 2023, were
considered for inclusion in the study. The report-
ing of this study conforms to the Strengthening
the Reporting of Observational Studies in
Epidemiology (STROBE) statement.!8

Inclusion and exclusion criteria

The inclusion criteria were as follows: (1) patients
with a confirmed diagnosis of UC and were bio-
naivel?; (2) patients who received either VDZ or
IFX for treatment; (3) patients with moderate-to-
severe activity according to the Mayo score or
mild activity but refractory to traditional drugs;
and (4) patients were no less than 18years old.

The exclusion criteria were as follows: (1) patients
with a definitive or transitory stoma and (2)
patients with insufficient clinical data to evaluate
efficacy at baseline and week 14 or 52.

Data collection

Data were extracted from the electronic medical
records, and information collected included age,
sex, active smoking status at baseline, disease
duration, symptoms based on patient-reported
outcomes, disease location classified by the
Montreal Classification, disease activity based on
the Mayo score, medication history, endoscopic
manifestations, laboratory tests (such as
C-reaction protein (CRP) and albumin (ALB)),
therapeutic regimens, and adverse events (AEs).
Clinical and objective outcome measures at 0
week, 14 +4weeks, and 52 = 8weeks were col-
lected for analysis.

Investigated drugs

Both the two drugs were administered in a stand-
ard regimen. VDZ was administered at a dose of
300mg, while IFX was administered at a dose of
5mg/kg. Both drugs were given intravenously at
0, 2, and 6 weeks for induction and every 8 weeks
for maintenance. Treatment escalation during the
therapy period was allowed at the physician’s dis-
cretion. The selection of the therapeutic optimi-
zation regimen was made after shared
decision-making between the physician and the
patients, such as shortening the medication
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interval, dose escalation, concomitant steroids or
immunomodulators use, and so on.

Outcomes and definitions

The primary outcome was steroid-free remission
at week 14 and 52. Secondary outcomes were
clinical remission and endoscopic healing at week
14 and 52, therapeutic continuation, and the rate
of AEs during the follow-up period.

Selecting Therapeutic Targets in Inflammatory
Bowel Disease (STRIDE) proposed by the
International Organization for the Study of IBD
(IOIBD) was adopted in this study,? that is, clini-
cal remission was defined as pMayo < 2 with no
single subscore>1, and steroid-free remission
defined as patients in clinical remission without
concurrent use of steroids. Clinical response was
defined as pMayo score reduction of 3 or more
points and 30% or more from baseline, with a
rectal bleeding subscore reduction of 1point or
more, or achieving clinical remission after treat-
ment. Endoscopic healing was defined by Mayo
endoscopic score (MES)=0points. Disease
severity at baseline was evaluated using the Mayo
score, with mild being defined as a score of 3-5,
moderate as a score of 6-10, and severe as a score
of 11-12.2° In determining the proportion of
patients achieving clinical and objective response
or remission at week 14 and 52, patients who had
failed VDZ/IFX and discontinued therapy were
categorized as nonresponders, both in clinical
and endoscopic assessments. Patients who
responded to treatment but with inadequate fol-
low-up time were not included in calculating the
overall response rate at specific time points.2!

Statistical analysis

Patient characteristics were described using the
mean and standard deviation or median and
interquartile range for continuous variables. The
y? or Fisher’s test was used to compare the pro-
portions of the categorical variables. Student’s
-test or its non-parametric counterparts were
used to compare quantitative variables.

To minimize the effect of confounding variables,
a propensity score with inverse probability weight-
ing (IPW) was used in the main analysis. First,
the propensity score was estimated by logistic
regression models as the predicted probability of
initiating treatment with VDZ on age, sex, active

smokers, disease duration, disease location,
5-ASA and steroids exposed, concomitant 5-ASA
or steroids use at baseline, Mayo score at base-
line, disease severity, proportion of CRP > 10 mg/LL
and ALB <35g/L at baseline, which based on a
comprehensive literature review.?%23 Second, we
calculated stabilized weights based on the pro-
pensity score. These weights were further used in
the analysis models. The level of balance between
the VDZ and IFX groups in the unweighted sam-
ple (original cohort) and in the weighted sample
(pseudo-cohort obtained by weighting) for all
variables included in the IPW analysis was veri-
fied by computing the standardized mean differ-
ences (SMDs), and SMD =< 0.2 has been taken to
indicate a negligible difference between treatment
groups. Results from the outcomes using IPW
analysis were replicated using multivariate logistic
regression analysis for validation. We also com-
puted odds ratios (ORs) and their 95% confi-
dence intervals (CI).

The Kaplan—Meier curve was used to describe
therapeutic continuation. Cox proportional haz-
ards regression was used to investigate the asso-
ciation between drugs and therapeutic
continuation. Results were expressed as hazard
ratio (HR) and 95% CI.

Predictors of steroid-free remission at weeks 14
and 52 were identified through univariable and
multivariable (including only factors with p<0.1
at univariable analysis) logistic regression. ORs
and 95% CI were also calculated in this analysis.

All statistical tests were two-sided, and statistical
significance was defined as p<<0.05. Statistical
analyses were performed using R software (devel-
oped by the R Foundation for Statistical
Computing, version 4.4.2).

Results

Baseline characteristics of the patients

A total of 271 patients with UC were treated with
either VDZ or IFX between January 2020 and
September 2023. Among them, 199 patients met
the inclusion criteria, with 117 receiving VDZ
and 82 receiving IFX (Figure 1). The baseline
characteristics are presented in Table 1. Before
adjustment, patient characteristics were similar
between the two groups, except for age
(43.0+15.7 vs 38.3+13.2, p=0.028), previous
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N=271 (165 VDZ, 106 IFX)

Patients >18y and treated with VDZ/IFX in 2020.01-2023.09

Excluded: n=72 (48 VDZ, 24 IFX)

-Patients in clinical remission n=6 (5 VDZ, 1 IFX)
-Activity information missed n=40 (23 VDZ, 17 IFX)
-Biologics exposed n=26 (20 VDZ, 6 IFX)

\ J

N=199 (117 VDZ, 82 IFX)

Patients included for Week 14 analysis (1st IPW)

Excluded: 41 (27 VDZ, 14 IFX)
-Follow up less than 52+8 weeks n=33 (25 VDZ, 8 IFX)
-Loss to follow-up n=8 (2 VDZ, 6 [FX)

4

N=158 (90 VDZ, 68 IFX)

Patients included for Week 52 analysis (2nd IPW)

Figure 1. Flow chart illustrating the selection of patients.

5-ASA usage (95.7% vs 82.9%, p=0.005), previ-
ous steroids usage (35.9% vs 57.3%, p=0.004),
Mayo score at baseline (8.0*+2.6 vs 9.1 =2.4,
p»=0.002), the proportion of ALB <35g/L
(29.1% vs 45.1%, p=0.029), and ALB at base-
line (38.1+6.4 vs 35.9 5.3, p=0.012). After
IPW adjustment, no statistically significant differ-
ence between the two groups was observed, and
the SMDs for all included variables were less than
0.2 (Table 1; Figure 2).

Clinical effectiveness

At week 14, no significant difference was found
between the VDZ and IFX groups in steroid-free
remission  (64.6% vs 56.1%, p=0.224,
OR=1.429, 95% CI. 0.803-2.547), clinical
response (83.4% vs 73.4%, p=0.086, OR=1.829,
95% CI: 0.919-3.672), and clinical remission
(69.4% vs 60.1%, p=0.174, OR=1.505, 95%
CI: 0.834-2.721) after adjustment (Figure

3(a)—(c)).

At week 52, 41 patients were excluded from the
analysis due to insufficient data and 158 patients
were finally included for analysis. IPW was con-
ducted again to ensure comparability between
the two groups (Supplemental Table 1 and

Figure 1). However, VDZ was superior to IFX
in achieving steroid-free remission (67.5% vs
44.4%, p=0.004, OR=2.608, 95% CI: 1.368—
5.050), clinical response (69.7% vs 47.1%,
p»=0.005, OR=2.581, 95% CI: 1.348-5.020),
and clinical remission (67.5% vs 44.4%,
p»=0.004, OR=2.608, 95% CI: 1.368-5.050) at
week 52 in the adjusted population. The original
clinical effectiveness is displayed in Supplemental
Table 2. Similar results were obtained using
multivariate logistic regression analysis as a sen-
sitivity analysis (Figure 4(a); Supplemental
Tables 3 and 4).

We conducted sensitivity analyses for clinical
effectiveness comparison focused on patients with
moderate and severe disease activity, and the out-
comes were consistent with our main findings
(Figure 4(c)).

Endoscopic healing

A total of 176 patients (103 VDZ, 73 IFX)
underwent endoscopic evaluation from week 0 to
week 14, while 112 patients (57 VDZ, 55 IFX)
were evaluated from week 0 to week 52. At week
14, the rate of endoscopic healing between the
two drugs was comparable (25.7% vs 17.4%,
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Table 1. Baseline data of patients in 14-week follow-up group.

Characteristics at baseline Before IPW After IPW
vDz IFX p vVDZ IFX SMD

n 117 82
Male (n, %) 69 (59.0) 46 (56.1) 0.796 56.3 62.6 0.130
Age (years, mean (SD)) 43.0 (15.7) 38.3(13.2) 0.028* 40.7 (15.3) 41.1(14.6) 0.027
Disease duration (months, mean (SD)) 59.1(61.8) 52.9 (52.0) 0.456 53.7 (59.0) 59.9(52.9)  0.110
Active smokers (n, %) 7 (6.0) 6(7.3) 0.933 6.1 5.0 0.045
Location (n, %) 0.728 0.022

E1 9 (7.7) 6(7.3) 6.4 5.9

E2 27 (23.1) 23 (28.0) 25.3 26.0

E3 81(69.2) 53 (64.6) 68.3 68.1
5-ASA exposed (n, %) 112 (95.7) 68 (82.9) 0.005* 88.1 90.5 0.077
Steroids exposed (n, %) 42 (35.9) 47 (57.3) 0.004* 40.6 40.7 0.002
Mayo score at baseline (mean (SD)) 8.0 (2.6) 9.1 (2.4) 0.002* 8.6 (2.6) 8.6 (2.5) 0.010
Severity (n, %) 0.221 0.126

Mild 18 (15.4) 7(8.5) 11.7 8.8

Moderate 69 (59.0) 47 (57.3) 55.4 61.1

Severe 30 (25.6) 28 (34.1) 32.9 30.1
5-ASA at baseline (n, %) 67 (57.3) 52 (63.4) 0.469 61.7 66.7 0.104
Steroid at baseline (n, %) 30 (25.6) 21 (25.6) 1.000 27.0 24.0 0.068
CRP at baseline (mg/L, X +S) 19.2 (34.2) 22.8(37.7) 0.481 23.8(37.3) 17.1(33.2)  0.191
CRP>10mg/L (n, %) 41(35.0) 41 (50.0) 0.050 40.3 40.0 0.007
ALB at baseline (g/L, X +5) 38.1(6.4) 35.9 (5.3) 0.012* 36.9(7.2) 36.5(4.9) 0.060
ALB<35g/L (n, %) 34.(29.1) 37 (45.1) 0.029* 36.3 34.1 0.046

*p < 0.05 indicates statistical significance.

ALB, albumin; 5-ASA, 5-aminosalicylate; CRP, C-reaction protein; IFX, infliximab; IPW, inverse probability weighting; SMD, standardized mean

difference; VDZ, vedolizumab.

p»=0.185, OR=1.646, 95% CI: 0.799-3.529)
after IPW. However, VDZ showed significantly
better results in terms of endoscopic healing
(29.5% vs 11.8%, p=0.027, OR=3.131, 95%
CI: 1.184-9.260) at week 52 compared to IFX
(Figure 3(d)). The original endoscopic effective-
ness was displayed in Supplemental Table 2.

Similar results were obtained using multivariate
logistic regression analysis as a sensitivity analysis
(Figure 4(a); Supplemental Table 5). Endoscopic
effectiveness comparisons in patients with mod-
erate-to-severe disease activity were also con-
ducted in our studies, and the results were similar
(Figure 4(c)).

journals.sagepub.com/home/tag


https://journals.sagepub.com/home/tag

THERAPEUTIC ADVANCES in

Gastroenterology

Volume 17

Mayo A
Steroids exposed | 4
5-ASA exposed 1 A
ALB A A
ALB < 35 1 A
Age A A
CRP>104 A
Severity 4 A
Concomitant 5-ASA
Disease location o A )
Disease duration - 7 \

CRP - @

Sex 4 ® A

Active smokers Ao

Concomitant steroids { @ A

® Original

A Weighted

0.0 0.1

02 03 04

Standardized Mean Difference

Figure 2. Standardized differences in original and weighted cohort obtained by IPW at week 14.

IPW, inverse probability weighting.

Therapeutic continuation

The Cox regression adjusted for confounders
showed that VDZ was superior to IFX in terms
of therapeutic continuation (HR=0.339, 95%
CI: 0.187-0.614, p<<0.001). In addition, the
Kaplan—Meier curve showing therapeutic con-
tinuation in the two groups differed significantly
on the basis of the stratified log-rank test
(p=0.008; Figure 5).

Predictors of steroid-free remission at week 14
and week 52

At week 14, the multivariate logistic regression
analysis revealed that concomitant 5-ASA at
baseline in the IFX-treated group was associated
with a higher probability of achieving steroid-free
remission (p=0.042, OR=0.384, 95% CI:
0.152-0.966). However, no independent risk

factor was identified in the VDZ-treated group.
Regarding predictors of steroid-free remission at
week 52, it was found that achieving steroid-free
remission at week 14 (p=0.021, OR=0.267,
95% CI: 0.087-0.820) was identified as an inde-
pendent factor with a higher probability, while
previous exposure to steroids (p=0.012,
OR=4.247, 95% CI: 1.374-13.124) was identi-
fied as an independent factor with a lower proba-
bility in the VDZ-treated group. No independent
risk factor was found in the IFX-treated group
(Supplemental Tables 6-9).

Therapeutic optimization

In the VDZ-treated group, treatment optimiza-
tion was performed on 11 patients (9.4%). This
included eight patients who underwent interval
reduction every 4 or 6weeks, one patient who
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Figure 3. Comparison of clinical and endoscopic effectiveness between VDZ and IFX. (a) Comparison of
steroid-free remission at week 14 and week 52; (b] comparison of clinical response at week 14 and week 52 in
total patients; (c] comparison of clinical remission at week 14 and week 52; and (d) comparison of endoscopic

healing at week 14 and week 52.
IFX, infliximab; VDZ, vedolizumab.

received concomitant steroids due to loss of
response, and two patients who received induc-
tion therapy again in the maintenance stage. In
the IFX-treated group, five patients (6.1%)
underwent treatment optimization. Among them,
three patients received dose escalation, and two
patients received both dose escalation and inter-
val reduction every 6weeks. Sensitivity analyses
were conducted to compare the clinical and endo-
scopic effectiveness between IFX and VDZ in
UC patients regarding dose escalation as treat-
ment failure, and the outcomes were consistent
with our main conclusions (Figure 4(b)).

Safety
The incidence of AEs was similar between the
two groups (6.8% vs 8.5%, p=0.655). In the

VDZ-treated group, five patients (4.3%) devel-
oped symptomatic enteritis associated with
Clostridium difficile, two patients (1.7%) had
rashes, and one (0.9%) experienced joint pain.
No medication discontinuation occurred due to
AEs.

In the IFX-treated group, three patients (3.7%)
developed symptomatic enteritis associated with
C. difficile or cytomegalovirus; three patients
(3.7%) experienced anaphylaxis, with two
patients having a rash, one experiencing chest
tightness, difficulty breathing, and multiple
rashes. One patient (1.2%) experienced upper
respiratory symptoms. Three patients (3.7%) dis-
continued IFX treatment due to AEs, with two of
them having severe allergic reactions, and one
experiencing a severe intestinal infection.
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(a) Validated in multivariate logistics (c) Effectiveness in patients with
regression analysis moderate to severe disease activity
Steroid-free remission at W14 - —-— Steroid-free remission at W14 + —'—
Clinical response at W14 - —_— Clinical response at W14 Hﬁ
Clinical remission at W14 + % Clinical remission at W14 —-—
Endoscopic healing at W14 + -—-— Endoscopic healing at W14 - _._._
Steroid-free remission at W52 —_— Steroid-free remission at W52 - —
Clinical response at W52 A Clinical response at W52 ~ P——
Clinical remission at W52 —_— Clinical remission at W52 - —
Endoscopic healing at W52 - e Endoscopic healing at W52 - ———
0.1 j 1r0 1&0 0.1 ‘: 1|D 1lI)D
Favour Infliximab  Favour Vedolizumab Favour Infliximab  Favour Vedolizumab
(b) Effectiveness without dose escalation
Steroid-free remission at W14 —-—
Clinical response at W14 --—-~—-
Clinical remission at W14 —-—-—
Endoscopic healing at W14+ _._._
Steroid-free remission at W52+ —
Clinical response at W52+ —
Clinical remission at W52+ —
Endoscopic healing at W52+ —_—
1‘ o 180

Favour Infliximab  Favour Vedolizumab

Figure 4. Sensitivity analyses for the comparison of clinical and endoscopic effectiveness between VDZ and IFX. (a) Replicating
results from IPW analyses by multivariate logistics regression analyses; (b) comparison of effectiveness if dose escalation was
regarded as treatment failure; and (c) comparison of effectiveness in patients with moderate-to-severe disease activity.

IFX, infliximab; IPW, inverse probability weighting; VDZ, vedolizumab.

z 1.00 1
s
2 h =N N N SR A
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€ 075 1
£ : - ‘
Z _‘._-_*"\__,_‘_
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8 050 ] mmmmmm e e e e e
5
s
E 0.25 - <k [FX
8 == VDZ
=]
g Log-rank test P = 0.008
£ 0.00 - HR 0.34 (0.19-0.61)

0 7 14 21 28 35 42 49 56

Time on therapy(w)
Number at risk
IFX 84 80 74 59 52 50 50 42 30
VDZ 116 113 113 100 85 80 17 64 52
0 7 14 21 28 35 42 49 56

Time on therapy(w)

Figure 5. Therapeutic continuation of VDZ- and IFX-treated patients with UC after IPW.
IFX, infliximab; IPW, inverse probability weighting; UC, ulcerative colitis; VDZ, vedolizumab.
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Discussion

In this study, we compared both clinical and endo-
scopic outcomes of VDZ and IFX in bio-naive UC
patients. Our findings revealed that VDZ and IFX
exhibited similarities in terms of steroid-free remis-
sion and endoscopic healing during the induction
stage. However, VDZ demonstrated superiority in
the maintenance stage and therapeutic continua-
tion. Furthermore, the risks of AEs were compara-
ble between the two drugs.

Although the VARSITY trial indicated that VDZ
was more effective in clinical and endoscopic effi-
cacy compared to adalimumab, there is not
enough evidence to generalize to IFX. A prior
meta-analysis suggested that IFX ranked higher
than adalimumab,?* and current guidelines rec-
ommended IFX as first-line therapy in UC rather
than adalimumab.5:25> Moreover, another network
meta-analysis suggested that IFX may be the
most effective treatment for bio-naive patients
with UC (compared to VDZ, tofacitinib, and
ustekinumab), but no significant difference was
found between IFX and VDZ in terms of clinical
remission and endoscopic improvement in this
indirect comparison.2% Therefore, more data are
needed to compare the efficacy of VDZ and IFX
exclusively.

Several observational studies have been con-
ducted to compare the efficacy of VDZ and IFX,
but the results have been highly controversial.
Three studies have supported our findings.
Cohorts from North America (subgroup: 143
VDZ and 165 IFX in bio-naive patients) and Italy
(32 VDZ and 50 IFX) showed that VDZ was
superior to IFX in achieving clinical effective-
ness.!427 Another prospective real-world study
(VEDOygp) found that VDZ and IFX were simi-
lar in the induction stage, but VDZ had a signifi-
cantly higher rate of steroid-free remission and
therapeutic continuation after 2 years in subgroup
analysis.23 Conversely, a post hoc analysis of three
UC clinical trial programs and a systematic meta-
analysis demonstrated that IFX showed compara-
ble or even better clinical effectiveness in the
induction and maintenance stage.!%28 It is impor-
tant to note that the patients included in the
aforementioned studies were carefully selected
based on strict inclusion criteria and enrolled in
randomized clinical trials. Therefore, it should be
emphasized that the outcomes derived from these
highly regulated clinical trial settings may not be
directly applicable to routine clinical practice.

Furthermore, the controversial results among the
mentioned studies highlight the need for endo-
scopic evaluation to comprehensively compare
and validate the findings.

Few studies reported the endoscopic effective-
ness comparison between VDZ and IFX. Narula
et al.1% conducted a post hoc analysis of rand-
omized clinical trials and found that IFX was
more effective than VDZ (36.0% vs 21.7%,
$<<0.001) in achieving 1-year endoscopic remis-
sion (MES=0).16 The EVOLVE study, on the
other hand, did not find a significant difference
in mucosal healing (MES < 1) between the VDZ
and TNFi groups (86.6% vs 80.6%, p=0.66)
over 24months, but no subgroup analysis in
terms of IFX.2° By contrast, our real-world evi-
dence suggested that VDZ was more effective in
endoscopic healing (MES=0) at week 52, fur-
ther supporting the superiority of VDZ in the
long-term stage. These differing results may be
attributed to variations in real-world study prac-
tices or the focus of our study on a specific TNFi
(IFX).

Our study found that concomitant 5-ASA ther-
apy at baseline was associated with steroid-free
remission at week 14 in the IFX-treated group,
indicating that drug combination in the early
stage may help reduce the burden of inflamma-
tion more quickly. In addition, we observed that
achieving steroid-free remission in the early
stage (week 14) was closely related to steroid-
free remission at week 52 in the VDZ-treated
group, which was consistent with previous
reports.30 This highlights the importance of
early response and remission, indicating that
early aggressive therapy may be beneficial for
patients.

The rate of therapeutic optimization (9.4% for
VDZ and 6.1% for IFX) in our study appeared to
be lower than what has been reported in previous
studies,?!-33> which may attributed to the differ-
ence of baseline characteristics. Our study focused
on bio-naive patients who were followed up for
only lyear, and 15.4% of VDZ-treated patients
and 8.5% of IFX-treated patients were in mild
activity, which might explain the reduced need
for treatment optimization. In addition, to mini-
mize the impact of dose optimization on the
results, we also conducted sensitivity analyses to
compare the effectiveness regarding dose escala-
tion as treatment failure.
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No significant difference in the rate of AEs
between the two groups was observed. However,
since our study was retrospective, we may under-
estimated the incidence of minor AEs that did not
require medical intervention. We also observed
some cases of enteritis associated with C. difficile
in both groups, but further investigation is needed
to understand this association. In addition, our
study identified some cases of therapeutic discon-
tinuation due to the AEs of IFX, including ana-
phylaxis and intestinal opportunistic infection,
which should arouse attention.

Our study had several strengths that should be
highlighted. First, we provided comparative data
on the effectiveness of VDZ and IFX in Asian
populations, thus filling a gap in relevant data. In
addition, we presented both clinical and endo-
scopic data, allowing for a comprehensive com-
parison between the two drugs. To minimize the
potential bias, we utilized propensity score
weighting to handle baseline confounders and
reduce the impact of bias. The results were fur-
ther validated through multivariate logistic regres-
sion, enhancing the persuasiveness of our findings.
Furthermore, we also conducted sensitivity anal-
yses on different endpoints to confirm our results.

However, our study has several limitations. First,
the retrospective observational nature of this
study had inherent limitations, so caution is
required when interpreting the results of this
study. It should be acknowledged that patients
included in the IFX-treated group showed more
severe activity compared to the VDZ-treated
group according to baseline data before adjust-
ment and it may potentially impact the results,
even if we have balanced the baseline characteris-
tics by IPW adjustment and conducted sensitivity
analyses to further validate the outcomes. Second,
some studies suggested that a combination ther-
apy of IFX with azathioprine was superior to IFX
monotherapy, and it may impact the results such
as narrowing the potential gap between the two
drugs.3%35 However, the main objective of our
study was to compare the VDZ and IFX as mon-
otherapy, and we believe that it has provided val-
uable insights in its own right. Third, the fecal
calprotectin test was not a routine examination in
our clinical practice, and the data on fecal calpro-
tectin were not available. Finally, therapeutic
drug monitoring (TDM) may give us some clues
about the loss of response to biologics and guide
treatment optimization, but it was not routinely

conducted during this study. Patients with higher
concentrations of IFX may have a higher rate of
response, so it may impact the results potentially.
However, the primary focus of our study was to
compare the effectiveness of the two biological
therapies under a standard regimen, and TDM
was more often used as a tool to indicate whether
treatment optimization was needed.

Conclusion

In conclusion, this real-world study suggested
that VDZ was superior to IFX as the first-line
biologic therapy for patients with UC in terms of
clinical and endoscopic effectiveness in the long-
term stage. Prospective, multicenter, large-scale
cohort studies are needed to further confirm the
results.
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