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ABSTRACT

Introduction: This ongoing post-marketing
surveillance monitors the long-term safety and
effectiveness of vedolizumab in routine clinical
practice in patients with moderate-to-severe
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ulcerative colitis (UC) in Japan. This interim
analysis assessed induction-phase data, covering
the initial three doses of vedolizumab.

Methods: Patients were enrolled via a web-
based electronic data capture system from
approximately 250 institutions. Incidence of
adverse events and treatment responses were
assessed by the physicians after the patient had
received three doses of vedolizumab or when
the drug was discontinued, whichever occurred
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first. Therapeutic response was defined as any
treatment response, including remission or
improvement of complete or partial Mayo
score, and was assessed in the total and stratified
patient populations according to prior tumor
necrosis factor alpha (TNFa) inhibitor treat-
ments and/or baseline partial Mayo score.
Results: The total incidence of adverse drug
reactions (ADRs) was 4.10% (11/268). Common
ADRs were dizziness, nausea, and arthralgia,
each reported in 0.75% of patients (2/268).
Serious ADRs were herpes zoster oticus and UC,
each reported in 0.37% of patients (1/268).
Therapeutic response was reported in 84.5%
(218/258) of all patients, 85.8% (127/148) of
TNFa inhibitor-naive patients, and 82.7% (91/
110) of TNFa inhibitor-experienced patients.
Among patients with partial Mayo score of > 4
at baseline, partial Mayo score remission in
patients without or with prior TNFo inhibitor
treatment was 62.5% (60/96) and 45.6% (36/
79), respectively.

Conclusion: The results confirm a safety and
effectiveness profile of vedolizumab consistent
with that observed in previous trials.

Clinical Trial Registration: JapicCTI-194603,
NCT03824561.

Keywords: a4p7 integrin; Mayo score; Post-
marketing surveillance; Ulcerative colitis;
Vedolizumab

Key Summary Points

Why carry out this study?

Clinical trials have demonstrated the
efficacy and safety of intravenously
administered vedolizumab in patients
with moderate-to-severe ulcerative colitis
(UC) regardless of tumor necrosis factor
alpha (TNFa) inhibitor exposure, but there
is a lack of post-marketing surveillance
data.

This interim analysis of induction-phase
data examined the effectiveness and safety
of vedolizumab in Japanese patients with
UC.

What was learned from this study?

The safety of vedolizumab was consistent
with that reported in the clinical trials and
no new safety signals were detected.

The interim data showed that
vedolizumab was effective in patients with
moderate-to-severe active UC, regardless
of prior TNFa inhibitor exposure.

This is the largest post-marketing
surveillance study to date on vedolizumab
use in Asian patients with UC in routine
clinical practice.

INTRODUCTION

Ulcerative colitis (UC) is an inflammatory bowel
disease characterized by repeated cycles of
relapse and remission [1-4]. The primary goal of
pharmacological treatment for UC is the
induction and maintenance of remission [1, 2].
Biologic agents such as tumor necrosis factor
(TNF) inhibitors, ustekinumab, and vedolizu-
mab are recommended for the induction and
maintenance of remission in patients with
moderate-to-severe UC [1, 2, 4].

Vedolizumab is a recombinant humanized
immunoglobulin G1 monoclonal antibody that
binds specifically to a4p7 integrin on human
lymphocytes [5, 6]. Vedolizumab inhibits inva-
sion of inflammatory memory T cells by block-
ing binding of 04f7 integrin to its mucosal
vascular addressin cell adhesion molecule 1
(MAdCAM-1) ligand on vascular endothelial
cells in the intestine, thereby inhibiting
intestinal inflammation through a gastroin-
testinal-selective immunoregulatory action that
does not involve systemic immunosuppression
[5, 6]. Clinical trials have demonstrated the
efficacy and safety of intravenously adminis-
tered vedolizumab in patients with moderate-
to-severe UC [7-9] regardless of TNFa inhibitor
exposure [10].

Within 4 years of vedolizumab first gaining
marketing approval, more than
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200,000 patient-years of vedolizumab exposure
in the post-marketing setting had accumulated
worldwide [11]. However, response to treat-
ments for UC may vary across ethnic popula-
tions [8]. Although a study in Korea reported
real-world effectiveness and safety outcomes of
vedolizumab in patients with UC [12], post-
marketing surveillance data for vedolizumab in
Japanese patients is lacking.

The aim of this ongoing post-marketing
surveillance study is to evaluate the long-term
safety and effectiveness of intravenously
administered vedolizumab, over 54 weeks, in
patients with moderate-to-severe UC in routine
clinical practice in Japan. Herein, we report
results from an interim analysis, ahead of
completion of the 54-week observation period,
evaluating the safety and effectiveness of vedo-
lizumab treatment during the induction phase
after three doses of vedolizumab or when the
drug was discontinued, in patients stratified by
prior TNFa inhibitor treatment.

METHODS

Study Setting and Data Collection

In this post-marketing surveillance study,
patients with moderate-to-severe UC were
enrolled centrally via a web-based electronic
data capture system from approximately 250
institutions in Japan within 14 days after initi-
ating treatment with vedolizumab. Participat-
ing investigators were asked to refer to medical
records and other sources to complete case
report forms for each patient. The patient data
were entered in the electronic data capture
system within a month after the third dose of
vedolizumab at week 6 (in case report form 1)
and within a month after completion of the
54-week observation period or after treatment
discontinuation (in case report form 2). Col-
lected data included baseline characteristics,
treatment details (including use of vedolizu-
mab, concomitant drugs, concomitant thera-
pies, and surgical procedures), adverse events
(AEs), presence/absence of treatment response,
continuation of treatment, complete or partial
Mayo score, a quality-of-life assessment, and

laboratory tests. Severity of UC was defined
according to the Evidence-based Clinical Prac-
tice Guidelines for Inflammatory Bowel Disease
2020 by the Japan Society of Gastroenterology
[13]. Information on the patients’ race and
ethnicity was not collected.

The study period started in February 2019
and runs until 31 October 2023. At the time of
writing, data collection was ongoing. In this
manuscript, we report results from the induc-
tion phase, as recorded in case report form 1.
This interim analysis was planned to evaluate
the safety and effectiveness of vedolizumab
treatment during the induction phase, which
was up to and including the third dose of
vedolizumab.

This study was conducted in accordance
with the Japanese guidelines for Good Post-
Marketing Study Practice. In accordance with
the Japanese regulations for post-marketing
surveillance, it was not necessary to obtain
institutional review board/ethics committee
approval or written informed patient consent.

Prior to commencement, the study was reg-
istered with the Japan Pharmaceutical Infor-
mation Center — Clinical Trials Information
(JapicCTI-194603), as well as the National
Institutes of Health Clinical Trial Registration
System - ClinicalTrials.gov (NCT03824561),
both of which have publicly accessible websites.

Patients and Treatment

Eligible patients had moderate-to-severe active
UC (inclusion criterion), an inadequate
response to conventional therapy (inclusion
criterion), and no contraindications to vedoli-
zumab (exclusion criterion).

The recommended dosage of vedolizumab
for adults is 300 mg administered via intra-
venous infusion at 0, 2, and 6 weeks and every
8 weeks thereafter.

Outcome Measurements

Safety and effectiveness were assessed after
patients received three doses of vedolizumab or
when the drug was discontinued, whichever
occurred first.
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Measures of safety included frequency of AEs
observed during vedolizumab induction, types
of AEs observed, seriousness of the AEs, and
causal relationship between vedolizumab treat-
ment and the AEs. Serious AEs were defined as
events causing death, events that required hos-
pitalization or were life-threatening at onset,
and events that could result in permanent or
significant disability/dysfunction or congenital
anomaly/birth defect. Adverse drug reactions
(ADRs) were defined as AEs with plausible time
relationship to vedolizumab intake or those for
which a causal relationship to the drug was at
least a reasonable possibility (i.e., the relation-
ship could not be ruled out) as deemed by the
physician. Worsening of UC, deemed by the
physician as related to vedolizumab treatment,
was considered an ADR.

Measures of effectiveness included the pro-
portion of patients achieving therapeutic
response during the induction phase, as defined
by any therapeutic response assessed by the
physicians, or improvement or remission of
complete or partial Mayo score (Supplementary
Material Table 1) [14, 15]. Complete Mayo score
was calculated as the sum of all subscores (stool
frequency, rectal bleeding, mucosal appearance
at endoscopy, and physician rating of disease
activity); and partial Mayo score was calculated
as the sum of three subscores (stool frequency,
rectal bleeding, and physician rating of disease
activity). Remission of complete or partial Mayo
score was defined as complete or partial Mayo
score of 2 or less with no individual subscores
being greater than 1. Improvement of complete
or partial Mayo score was defined as decrease in
complete Mayo score of at least 3 points and at
least 30% from baseline or decrease in partial
Mayo score of at least 2 points and at least 25%
from baseline, with an accompanying decrease
in rectal bleeding subscore of at least 1 point
from baseline or an absolute rectal bleeding
subscore of 1 or less. If at least one subscore was
missing, the complete or partial Mayo score was
treated as non-response and non-remission.
Treatment responses were assessed in the total
and stratified patient populations according to
prior TNFa inhibitor treatments and/or baseline
partial Mayo score (> 3, > 4, or > J5).

Quality of life was assessed via the Short
Inflammatory Bowel Disease Questionnaire
(SIBDQ), a 10-item questionnaire giving a total
score of 10-70 points. Lower scores on the
SIBDQ indicate more severe impairment in
quality of life [16].

Sample Size

A sample size of 1000 was planned to achieve
95% or greater power in detecting at least one
AE with a frequency of at least 0.3%. Of the
1000 patients, at least 300 TNFa inhibitor-naive
and 300 TNFa inhibitor-experienced patients
were to be enrolled.

An interim analysis was performed when
Mayo score data had been collected from at
least 90 TNFo inhibitor-naive and 90 TNFa
inhibitor-experienced patients completing
induction treatment with vedolizumab (i.e.,
received three doses or discontinued after one
or two doses).

Statistical Analysis

All patients who received at least one dose of
vedolizumab during the induction phase, who
had no major protocol violations, and whose
data in the case report form was fixed by the
cutoff date (21 January 2021) were included in
the safety analysis set. Of those included in the
safety analysis set, patients who were evaluable
for effectiveness were included in the effective-
ness analysis set.

Descriptive analyses were performed for the
entire patient cohort. In patients assessed for
effectiveness, analyses were stratified according
to prior TNFa inhibitor exposure and baseline
partial Mayo score. Standard descriptive statis-
tics were calculated for continuous variables: N,
mean, standard deviation (SD), minimum, and
maximum. Frequency tables with numbers and
percentages were generated for categorical
variables.
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Enrolled patients
(n=685)

Patients without case report forms
at the cut-off date (n=260)

(n=425)

Patients with case report forms collected

Case report forms with unlocked data

(n=151)

(n=274)

Patients with locked data at the cut-off date

Excluded from Safety Analysis Set (n=6)

- Enrolled >15 days after vedolizumab
prescribed (n=1)

- Withdrew consent (n=5)

Safety Analysis Set
(n=268)

Excluded from Effectiveness Analysis Set (n=10)
- Inclusion criteria violation (n=10)

Effectiveness Analysis Set
(n=258)

Fig. 1 Patient flowchart of the analysis sets

RESULTS

Patients and Treatment

The cutoff date for this interim analysis was
21 January 2021, at which point 685 patients

had been enrolled and data had been collected
from 425 patients (Fig. 1). Of the 425 case report
forms collected, data from 274 report forms
were locked by the cutoff date. A total of 268
patients were eligible for assessment of safety.
Of these, 10 patients were excluded because of
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inclusion criteria violation; thus, 258 patients
were eligible for assessment of effectiveness
(Fig. 1). AEs included in the safety analysis were
those occurring during the induction phase of
treatment. The median (range) number of
patients enrolled by the same institution in
each analysis set were as follows: effectiveness
analysis set, 2 (1-31); and safety analysis set, 2
(1-32).

In the safety analysis set (n = 268), compris-
ing patients enrolled from 72 institutions, mean
(SD) patient age was 43.6 (17.6) years and 59.7%
(160/268) of patients were male (Table 1). Dis-
ease severity was moderate in almost all (96.6%;
259/268) patients, and the majority (70.1%;
188/268) had extensive colitis. In the effective-
ness analysis sets, 96.5% (249/258) of the
patients had moderately active UC and 69.4%
(179/258) of the patients had extensive colitis.
The proportions of patients who had prior TNFa
inhibitor exposure were 43.3% (116/268
patients) and 42.6% (110/258) in the safety
analysis set and effectiveness analysis set.

Safety Outcomes

Eighteen ADR events were reported in 11/268
(4.10%) patients during the study period
(Table 2). Dizziness, nausea, and arthralgia were
each reported in 0.75% of patients (2/268).
Herpes zoster oticus and worsening of UC were
each reported in 0.37% of patients (1/268);
these were considered to be serious ADRs. The
outcomes of ADRs were “recovered/resolved” in
2.24% of patients (6/268), “recovering/resolv-
ing” in 1.12% of patients (3/268), and “not
recovered/not resolved” in 0.75% of patients (2/
268) at the interim cutoff date. The ADRs that
were not recovered/not resolved were herpes
zoster oticus and pruritus.

Effectiveness Outcomes

Therapeutic response was reported in 84.5%
(218/258) of the overall patient population,
with 85.8% (127/148) in TNFa inhibitor-naive
patients and 82.7% (91/110) in TNFa inhibitor-
experienced patients during the induction
phase (Table 3). Among the TNFa inhibitor-

Table 1 Demographic and baseline characteristics for the
safety analysis set

Characteristic Value (2 = 268)
Male sex, 7 (%) 160 (59.7)
Age, years

Mean (SD) 43.6 (17.55)

Range 14-91
Duration of disease, years

Mean (SD) 9.1 (7.76)

Range 1-47
Disease severity, 7 (%)

Moderate 259 (96.6)

Severe 9 (34)
Extent of disease, 7 (%)

Extensive colitis 188 (70.1)

Left-sided colitis 75 (28.0)

Proctitis 4 (1.5)

Right-sided or segmental colitis 1 (0.4)
Family history of UC, 7 (%)

No 208 (77.6)

Yes 14 (52)

Unknown 46 (17.2)

Prior treatment with a TNFa inhibitor, 7 (%)

No 152 (56.7)
Yes 116 (43.3)
Type of TNFa inhibitors used, 7 (%)
Adalimumab 50 (43.1)
Infliximab 75 (64.7)
Golimumab 42 (36.2)

8D standard deviation, TNFo tumor necrosis factor alpha,
UC ulcerative colitis

experienced patients who showed a therapeutic
response, 83.1% (59/71) of patients used one
kind of TNFa inhibitor and 82.1% (32/39) of
patients used more than one kind of TNFa
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Table 2 Adverse drug reactions during vedolizumab
induction

Adverse drug reactions, 2 (%) Value (z = 268)

Patients with events 11 (4.10)

Type of event
Herpes zoster oticus (serious) 1 (0.37)
Dizziness 2 (0.75)
Headache 1 (0.37)
Dysphonia 1 (0.37)
Eosinophilic pneumonia 1 (0.37)
Ulcerative colitis (serious) 1 (0.37)
Nausea 2 (0.75)
Pruritus 1 (0.37)
Rash 1 (0.37)
Arthralgia 2 (0.75)
Back pain 1 (0.37)
Gait disturbance 1 (0.37)
Malaise 1 (0.37)

inhibitor (Table 3). Among the patients eligible
for assessment of partial Mayo score after
vedolizumab induction, the proportion with
remission of partial Mayo score was 60.1% (137/
228) and with improvement of partial Mayo
score was 64% (146/228) (Table 3). On analysis
by the institution with the largest number of
eligible patients, the proportion of patients with
remission or improvement of the partial Mayo
score did not notably differ at 60% and 63.3%,
respectively.

Mean (SD) partial Mayo score decreased from
5.0 (1.57) at baseline (n = 236) to 2.5 (2.16) after
vedolizumab induction (n =228), a mean
change (n=220) of — 2.5 (2.35). Changes in
partial Mayo subscores are shown in Table 4.
Mean (SD) stool frequency subscore decreased
from 1.9 (1.01) at baseline (n=236) to 1.1
(1.01) after vedolizumab induction (n = 228), a
mean change (n = 220) of — 0.8 (1.17).

Table 3 Treatment response after vedolizumab induction

Treatment response, #/N (%) Value

218/258 (84.5)
127/148 (85.8)
91/110 (82.7)
59/71 (83.1)
32/39 (82.1)
137/228" (60.1)
146/228* (64.0)

Therapeutic response
TNFa. inhibitor-naive
TNF inhibitor-experienced
1 TNFa inhibitor
> 2 TNFa inhibitors
Remission of partial Mayo score

Improvement of partial Mayo score

TNFo tumor necrosis factor alpha

228 patients were eligible for the assessment for partial
Mayo score after vedolizumab induction. However, pre-
and post-treatment scores were available in only 220
patients. If at least one subscore was missing, the complete
or partial Mayo score was treated as non-response and
non-remission

Among the patients with a partial Mayo
score > 4 at baseline (n = 190), mean (SD) par-
tial Mayo score decreased from 5.6 (1.13) to 2.7
(2.22) after vedolizumab induction (n = 175), a
mean change of — 3.0 (2.31). Partial Mayo score
remission was achieved in 62.5% (60/96) of
TNFa inhibitor-naive patients and in 45.6% (36/
79) of TNFa inhibitor-experienced patients.
Partial Mayo score improvement was achieved
in 77.1% (74/96) of TNFa inhibitor-naive
patients and in 69.6% (55/79) of TNFa inhi-
bitor-experienced patients (TableS5). Of the
TNFo inhibitor-experienced patients who
achieved partial Mayo score remission, 40.4%
(21/52) of patients used one kind of TNFa
inhibitor and 55.6% (15/27) of patients used
more than one kind of TNFa inhibitor. Of the
TNFo inhibitor-experienced patients who
achieved partial Mayo score improvement,
67.3% (35/52) of patients used one kind of TNFa
inhibitor and 74.1% (20/27) of patients used
more than one kind of TNFa inhibitor. Partial
Mayo score remission and response rates were
generally numerically higher in TNFa inhibitor-
naive patients, regardless of baseline patient
characteristics. Similar results were observed
when patients were analyzed according to a
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Table 4 Change in partial Mayo score and subscore items
after vedolizumab induction

Score, mean Baseline  After Change®
(SD) (n = 236) vedolizumab (» = 220)
induction
(n = 228)
Partial Mayo 5.0 (1.57) 25 (2.16) — 25
score (2.35)
Stool frequency 1.9 (1.01) 1.1 (1.01) - 0.8
subscore (1.17)
Rectal bleeding 1.1 (0.80) 0.4 (0.70) — 0.7
subscore (0.92)
Physician’s 2.0 (0.30) 1.0 (0.80) — 1.0
global (0.85)
assessment
subscore

The table displays data for those patients for whom a
partial Mayo score was available. Of 258 patients evaluated
for efficacy, pre-treatment scores were available for 236
patients and post-treatment scores were available for 228
patients

SD standard deviation

*Change data for the 220 patients for whom both pre- and
post-treatment scores were available

partial Mayo score > 3 and > 5 at baseline (data
not shown).

Quality of Life

Patient quality of life was improved after vedo-
lizumab induction, as demonstrated by an
increase in mean (£ SD) SIBDQ score from 44.2
(11.89) at baseline (n = 223) to 53.3 (11.05) after
vedolizumab induction (n=210), a mean
change (n = 204) of 8.9 (12.53).

DISCUSSION

This interim analysis of an ongoing surveillance
study evaluated the safety and effectiveness of
vedolizumab during the induction phase in
patients with moderate-to-severe UC with and
without prior TNFa inhibitor treatment.

In the safety analysis set, the incidence of
ADRs during vedolizumab induction was 4.10%
(11/268 patients). Although direct comparison
is difficult because of differences in patient
demographics and observation period, this rate
was lower than that seen in the induction phase
of a Japanese clinical trial of vedolizumab
(10.4%; 17/164 patients) [8]. In this study, AEs
reported in at least two patients were dizziness,
nausea, and arthralgia, all occurring at a rate of
0.75% (2/268 patients). These AEs have been
previously reported in clinical trials of vedoli-
zumab [7, 8]. The incidence of serious adverse
events in this study was 0.75% (2/268 patients),
consisting of herpes zoster oticus and UC in one
patient each.

In the effectiveness analysis set, the thera-
peutic response rate after vedolizumab induc-
tion was over 80%, with partial Mayo score
remission and improvement being over 60%
each. High rates of partial Mayo score remission
and partial Mayo score improvement were
achieved in both TNFo inhibitor-naive and
TNFo inhibitor-experienced patients; however,
rates were generally numerically higher in TNFa
inhibitor-naive patients.

The robust therapeutic response, partial
Mayo score remission, and improvement in
both TNFo inhibitor-naive and TNFa-experi-
enced patients after vedolizumab induction
were in line with the results of previously pub-
lished studies. A post hoc analysis of GEMINI 1
[10], the pivotal clinical trial of vedolizumab in
patients with UC, demonstrated significantly
higher clinical response rates after vedolizumab
induction at week 6 in both TNFa inhibitor-
naive (53.1%) and TNFa-experienced patients
(39.0%) as compared with placebo in TNFa
inhibitor-naive (26.3%) and TNFo-experienced
patients (20.6%). In a Korean real-world study
of patients with UC whose disease had to failed
to respond to TNFa inhibitor therapy, the week
6 clinical response rate was S51.1% in
GEMINI 1-matched subjects [12]. A phase 3
clinical trial of vedolizumab in Japanese
patients also showed a significantly higher
clinical response rate at week 10 in TNFo inhi-
bitor-naive patients (53.2%) in comparison with
placebo controls (36.6%). However, that trial
did not find a significant difference in clinical
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Table S Remission and improvement in partial Mayo score after vedolizumab induction in patients with partial Mayo score
of > 4, stratified by prior TNFa inhibitor exposure status

Partial Mayo score remission, 7z (%)" Partial Mayo score improvement, 7z (%)"
TNFa inhibitor-  TNFa inhibitor- TNFa inhibitor-  TNFa inhibitor-
naive experienced naive experienced
(n = 96) (n =79) (n = 96) (n=79)
Total 60 (62.5) 36 (45.6) 74 (77.1) 55 (69.6)
Sex
Male 34 (60.7) 22 (52.4) 40 (71.4) 30 (71.4)
Female 26 (65.0) 14 (37.8) 34 (85.0) 25 (67.6)
Age
< 34 years 18 (51.4) 11 (45.8) 24 (68.6) 19 (79.2)
> 35 years 42 (68.9) 25 (45.5) 50 (82.0) 36 (65.5)
< 64 years 51 (63.0) 30 (43.5) 63 (77.8) 48 (69.6)
> 65 years 9 (60.0) 6 (60.0) 11 (73.3) 7 (70.0)
Disease severity
Moderate 57 (62.0) 35 (46.7) 70 (76.1) 53 (70.7)
Severe 3 (75.0) 1 (25.0) 4 (100.0) 2 (50.0)
Extent of disease
Extensive colitis 39 (65.0) 25 (43.1) 46 (767) 38 (65.5)
Left-sided colitis 20 (57.1) 10 (50.0) 27 (77.1) 16 (80.0)
Proctitis 0 1 (100.0) 0 1 (100.0)
Right-sided or segmental 1 (100.0) 0 1 (100.0) 0
colitis
Family history
No 50 (64.9) 29 (48.3) 62 (80.5) 43 (717)
Yes 4 (80.0) 3 (60.0) 4 (80.0) 5 (100.0)
Unknown 6 (42.9) 4 (28.6) 8 (57.1) 7 (50.0)
Steroid resistance
No 45 (61.6) 27 (43.5) 55 (75.3) 43 (69.4)
Yes 14 (66.7) 7 (46.7) 18 (85.7) 10 (66.7)
Unknown 1 (50.0) 2 (100.0) 1 (50.0) 2 (100.0)
Steroid intolerance
No 57 (62.0) 33 (44.6) 71 (77.2) 51 (68.9)
Yes 2 (66.7) 1 (333) 2 (66.7) 2 (66.7)
Unknown 1 (100.0) 2 (100.0) 1 (100.0) 2 (100.0)
Steroid dependence
No 27 (65.9) 15 (46.9) 34 (82.9) 23 (71.9)
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Table 5 continued

Partial Mayo score remission, z (%)"

Partial Mayo score improvement, z (%)"

TNFa inhibitor-

TNFa inhibitor-

TNFa inhibitor- TNFa inhibitor-

naive experienced naive experienced
(n = 96) (n =79) (n = 96) (n=79)
Yes 32 (60.4) 20 (43.5) 39 (73.6) 31 (67.4)
Unknown 1 (50.0) 1 (100.0) 1 (50.0) 1 (100.0)
Previous therapy history for UC (other than TNFa inhibitor)
No 1 (100.0) 1 (100.0) 1 (100.0) 1 (100.0)
Yes 59 (62.1) 35 (44.9) 73 (76.8) 54 (69.2)
History of adalimumab treatment
No 0 17 (38.6) 0 28 (63.6)
Yes 0 19 (54.3) 0 27 (77.1)
History of infliximab treatment
No 0 14 (48.3) 0 23 (79.3)
Yes 0 22 (44.0) 0 32 (64.0)
History of golimumab treatment
No 0 21 (41.2) 0 33 (64.7)
Yes 0 15 (53.6) 0 22 (78.6)

If at least one subscore was missing, the complete or partial Mayo score was treated as non-response and non-remission. The table shows

data for those patients for whom partial Mayo score data were available and for whom the baseline partial Mayo score was 4 or higher

*The % values are calculated as the number of patients with partial mayo score remission (or improvement) divided by the sum of patients

with or without partial mayo score remission (or improvement) for each characteristic

response between vedolizumab and placebo in
TNFo inhibitor-experienced patients (27.1% vs
29.3%); this may have been due to the high
placebo response rate noted in this trial [8]. In
the current study, partial Mayo score remission
and improvement rates were high in compar-
ison with the clinical response rates reported in
the previous studies. This is likely because a
different definition of clinical response was used
in the previous studies (defined as a reduction
in the complete Mayo score of at least 3 points
and a decrease of at least 30% from the baseline
score, with a decrease of at least 1 point on the
rectal bleeding subscale or an absolute rectal
bleeding score of O or 1). In contrast the present
study defined therapeutic responses based on
complete or partial Mayo scores, the latter of
which does not incorporate endoscopic find-
ings. This difference along with others such as

baseline disease severity (the majority of
patients assessed had UC of moderate severity)
may have affected the results of this study.

Patient quality of life was improved after
vedolizumab induction, as assessed by the
SIBDQ scale, consistent with previous studies
reporting improved health-related quality of life
or fatigue [17, 18].

There are several limitations to this study. As
an interim analysis, inclusion was based on
order of data submission rather than order of
patient enrollment. Given that complicated
data take longer to submit, there is potential for
inclusion of patients to be biased toward those
with no or less severe AEs. The study only
included patients from pre-specified institu-
tions, rather than all patients treated with
vedolizumab in Japan, which limits generaliz-
ability of the data. By their nature, post-
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marketing surveillance studies do not include a
control group. The interim analysis only inclu-
ded data from vedolizumab induction, and the
observation period was short. Only six patients
were eligible for complete Mayo score assess-
ment, owing to a lack of endoscopy data; thus,
therapeutic response and partial Mayo score
were used for the primary effectiveness analysis
in the present study. Additionally, as the ran-
domization could not be performed between
subgroups, the difference in responses between
subgroups could not be differentiated because
of the biases of other background confounding
factors. Moreover, the sample size was not
enough to adjust the confounders and there
may be unmeasured confounding factors.
Finally, no objective biomarkers were used in
the assessment of vedolizumab effectiveness.
The protocol of this study specified the mea-
surement of biomarkers (e.g., C-reactive protein
and calprotectin); however, data collection was
incomplete in daily clinical practice as a result
of the limitations of the post-marketing study.

To our knowledge, this is the largest study
conducted to date of vedolizumab use in Asian
patients with UC in routine clinical practice.
The final analysis of this study will present long-
term safety and effectiveness data (after
54 weeks of treatment) for vedolizumab,
including stratification of data according to
prior TNFa inhibitor exposure.

CONCLUSION

We confirmed the safety of vedolizumab in the
induction phase of this post-marketing study of
patients with moderate-to-severe active UC in
Japan. Our safety findings are consistent with
those of published clinical trials [7, 8], and no
new safety signals were detected. In addition,
effectiveness of vedolizumab was observed in
patients with moderate-to-severe active UC,
regardless of prior TNFa inhibitor exposure,
although the results were more favorable in TNF
inhibitor-naive patients when using the partial
Mayo score assessment in a subpopulation with
higher baseline disease activity (partial Mayo
score of > 4).
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