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ABSTRACT

Introduction: The global Communicating
Needs and Features of Inflammatory Bowel Dis-
ease Experiences (CONFIDE) study aimed to
evaluate the impact of ulcerative colitis (UC)-
and Crohn'’s disease (CD)-related symptoms on
patients’ lives and elucidate communication
gaps between patients and health care profes-
sionals (HCPs). We report the findings from the
study in patients with UC or CD and HCPs in
Japan.

Prior Presentation: This manuscript is based on work
that was presented in part at the 31st Japan Digestive
Disease Week (JDDW 2023), November 2-5, 2023, Kobe,
Japan, and at the 32nd Japan Digestive Disease Week
(JDDW 2024), October 31 to November 3, 2024, Kobe,
Japan.
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Methods: Online, quantitative, cross-sectional
surveys were conducted in Japan for patients
with moderate-to-severe UC or CD and HCPs
responsible for the care of patients with UC
and/or CD. Subgroup analyses based on disease
activity were conducted using the Manitoba
Inflammatory Bowel Disease Index. Data were
described using descriptive statistics.

Results: Surveys were completed by 124
patients with UC, 99 patients with CD, and 100
HCPs in Japan. Differences were noted in the
most common patient-reported symptoms expe-
rienced in the month prior to survey comple-
tion between patients with UC and CD (diarrhea
[45.2% UC, 68.7% CD], flatulence [34.7% UC,
32.3% CD], increased stool frequency [32.3%
UC, 43.4% CD], bowel urgency [BU; 25.0%
UC, 32.3% CD], and fatigue [36.4% CD]). More
patients with active disease than inactive disease
reported these symptoms. BU and BU-related
accidents were among the symptoms ranked as
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most impactful by patients with UC and CD.
HCP-perceived symptoms with the greatest
impact on patients were diarrhea and blood in
stool. Findings in the Japanese cohort of CON-
FIDE were generally consistent with those in the
United States (US)/European cohorts. The per-
centage of patients reporting BU as the symptom
with the greatest impact was higher in the US/
European cohorts than in the Japanese cohort,
potentially as a result of differences in baseline
characteristics and social environments such as
toilet facilities.

Conclusion: BU is an impactful symptom
among Japanese patients with UC and CD and
should be considered by HCPs during treatment
of these conditions.

Keywords: Bowel urgency; Crohn’s disease;
Japan; Quality of life; Symptom burden;
Ulcerative colitis

Key Summary Points

Why carry out this study?

The prevalence of ulcerative colitis (UC) and
Crohn’s disease (CD) has steadily increased
in recent decades in Japan, with symptoms
and related complications having substantial
negative impact on health-related quality of
life.

We repotrt the findings from the global Com-
municating Needs and Features of Inflamma-
tory Bowel Disease Experiences (CONFIDE)
study in patients with UC or CD and health
care professionals (HCPs) in Japan.

What was learned from the study?

Bowel urgency (BU) and BU-related accidents
were two of the symptoms ranked as having
the greatest impact by Japanese patients with
UC and CD, and a substantial proportion
reported ever wearing a diaper/pad/protec-
tion because of fear/anticipation of BU-
related accidents.

BU and BU-related accidents were not a high
priority for HCPs during routine clinical
appointments, highlighting a potential gap
in communication between Japanese patients
and HCPs.

HCPs in Japan should consider BU when
making treatment decisions.

INTRODUCTION

Ulcerative colitis (UC) and Crohn’s disease (CD)
are two main types of inflammatory bowel dis-
ease (IBD) characterized by chronic remitting/
relapsing inflammation in the gastrointestinal
tract. UC affects the submucosal and mucosal
layers of the colon and rectum [1], whereas CD
can affect any region of the gastrointestinal tract
and may extend throughout the bowel wall [2,
3]. A nationwide survey revealed a steady rise in
the prevalence of both UC and CD in recent dec-
ades in Japan, with an almost tenfold increase
in patients with IBD over the span of 23 years
[4]. Studies examining the clinical and eco-
nomic burden of these conditions in Japan and
the potential requirement for modifications to
resource allocation are warranted.

Common symptoms of UC and CD are diar-
rhea, bloody stools, abdominal pain, fever, and
bowel urgency (BU) [1, 2]. BU, the sudden or
immediate need for a bowel movement, is one
of the most common and disruptive symptoms
[5]. The underlying mechanisms of BU are mul-
tifactorial and are likely to be variable between
UC and CD. Patient-reported outcome measures
have recently been developed to assess the sever-
ity of BU [5, 6]. However, although BU is con-
sidered important for patients, it is often not
assessed in clinical trials and clinical settings.

Japanese patients report that IBD symptoms
and related complications have substantial
negative impacts on health-related quality of
life (HRQOL) and disrupt daily activities, with
patients with CD reporting more severe distur-
bances than those with UC [7]. In a non-inter-
ventional analysis of Japanese patients with UC,
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BU, bowel incontinence, and rectal bleeding were
identified as symptoms significantly affecting
daily life [8, 9]. Notably, in Japan, BU has been
identified by patients as one of the most disrup-
tive IBD symptoms, with worse HRQOL and real-
world clinical outcomes reported for patients
with BU than for those without BU [9, 10]. The
American College of Gastroenterology guidelines
recommend that initial treatment of UC focus on
restoration of normal bowel frequency and con-
trol of the primary symptoms of bleeding and
urgency [1]. However, current Japanese guide-
lines on the management of IBD do not include
recommendations regarding the assessment and
management of BU [11], and limited studies on
IBD-related BU have been conducted in Japan.

Several studies have revealed discrepancies
regarding the burden of IBD symptoms between
patients and health care professionals (HCPs),
which point to potential issues in patient-HCP
communication [12-15]. Gaps in patient-HCP
communication may differ globally as a result of
cultural differences and country- and ethnic-spe-
cific variability in health care. The Communicat-
ing Needs and Features of IBD Experiences (CON-
FIDE) study was conducted in the USA, Europe,
and Japan to explore the experience and impact
of UC- and CD-related symptoms, including BU,
on patients’ lives and to elucidate the barriers
in communication between HCPs and patients.
The results from patients with UC and CD and
HCPs managing these conditions in the USA
and Europe have previously been published [16,
17]. We report the CONFIDE study results from
patients with moderate-to-severe UC or CD and
HCPs in Japan.

METHODS

Study Design

The CONFIDE study was a non-interventional
observational study conducted via online sur-
veys in Japan, the USA, France, Germany, Italy,
Spain, and the UK. This report includes results
from patients and HCPs in Japan. The study con-
sisted of two online quantitative, cross-sectional
surveys, one for patients with UC or CD and

the other for HCPs who manage these condi-
tions. Surveys were designed and conducted
by Adelphi Real World in collaboration with
Eli Lilly and Company and were developed
in consultation with patients with UC or CD
and gastroenterologists with clinical expertise
in IBD treatment, patient-reported outcomes,
and/or IBD surveys, as previously described [16,
17]. Translated surveys were locally reviewed by
native speakers to ensure culture relevance and
understanding in Japan.

This study was conducted in accordance with
the ethical principles of the Declaration of Hel-
sinki, Good Pharmacoepidemiology Practice
guidelines, and all local laws and regulations.
All participants provided informed consent prior
to participation in the study. The protocol and
data collection materials were approved by the
Western Institutional Review Board.

Study Population

Patients and HCPs were recruited via online
patient panels and screened online to ensure
eligibility. Patient and HCP cohorts were inde-
pendent from one another. For the patient
cohort, Japanese adults (>18 years old) with self-
reported, HCP-diagnosed, moderate-to-severe
UC or CD were enrolled in the study. Moder-
ate-to-severe disease was defined by meeting
one or more of the following criteria: (1) anti-
tumor necrosis factor, anti-integrin, Janus kinase
inhibitor, anti-interleukin-12/23, or immu-
nomodulator treatment in the last 12 months;
(2) steroid treatment for =1 month out of the
last 12 months; and (3) hospitalization for >4
consecutive weeks in the last 5 years. Patients
who had undergone a colectomy were excluded.
No more than 20% of the sample was allowed
to have a self-reported HCP diagnosis of con-
comitant irritable bowel syndrome. HCPs were
eligible for study inclusion if they were gastro-
enterologists or internal medicine practitioners
with a gastroenterology focus in Japan. Eligible
HCPs were responsible for making prescribing
decisions for 210 patients with CD or UC, with
>5 of these patients having moderate-to-severe
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UC and/or CD per month, and spending>50%
of working time actively seeing patients.

Survey Content and Data Collection
procedures

Survey content and data collection procedures
have previously been published in detail [16,
17]. In brief, participants accessed the sur-
vey via email links, and links remained open
until the sample target number was met. Sur-
veys were conducted on a secure website. Both
patients and HCPs were required to answer all
questions for which they were eligible, and only
completed surveys were included in the study.
All participants were provided a nominal hono-
rarium for completing the survey. No personally
identifiable information was directly collected,
and all data were anonymized. Additional steps
were taken to prevent identification of partici-
pants via data linking. For both patients and
HCPs, surveys included an initial section on
demographic data, followed by sections on the
experience, impact, and burden of UC- or CD-
related symptoms on patients’ lives, the percep-
tion of symptoms on patient quality of life, pro-
ductivity, and psychological and social health
and aimed to identify gaps in HCP-patient
communication.

Additionally, symptoms experienced by
patients in the past month (and ever) were
selected from a list of 30 possible symptoms and
ranked according to which were most impact-
ful, using a scale of 1 to 5 in which 1 was the
most impactful. Patients who reported experi-
encing BU in the past month rated the severity
of urgency over the last 3 days on the Urgency
Numeric Rating Scale (NRS) of 0-10, where
0 denotes “no urgency” and 10 denotes the
“worst possible urgency” [18]. HCPs ranked the
most common and most impactful symptoms
reported by patients on a scale of 1-5, where
1 was the most reported or had the greatest
impact. Patients rated levels of comfort report-
ing BU to HCPs on a scale of 1-7 (where 1 indi-
cated “not at all comfortable” and 7 indicated

“completely comfortable”), and scores<4 repre-
sent “not feeling comfortable.”

Statistical Analysis

As a result of the study’s descriptive design, no
formal sample size calculations were performed.
A sample size of approximately 100 patients with
UC, 100 patients with CD, and 100 HCPs from
Japan was planned. Data were summarized using
descriptive statistics, with categorical variables
presented as number, frequency, and percentage,
ordinal variables as frequency and percentage,
and continuous variables as number and means/
medians with standard deviations (SDs).

Subgroup analyses based on disease activity
were conducted using the Manitoba IBD Index
[19], where a numerical score of <3 indicates
active disease while a score of >4 represents
inactive disease. The Manitoba IBD Index is a
validated clinical index that assesses disease
activity based on patient self-reports of symp-
tom persistency for the previous 6 months; it is
scored on a scale of 1 to 6, where 1 corresponds
to “constantly active,” “giving me symptoms
every day” and 6 corresponds to “I was well in
the past 6 months, which I consider a remission
or absence of symptom” [19].

RESULTS

Demographics and Characteristics

Among the 486 patients who were contacted,
124 patients with UC and 99 patients with CD
in Japan completed surveys from July 1, 2021 to
September 9, 2021. Key patient demographics
and characteristics are reported in Table 1. The
mean age of patients with UC and CD in the
study cohort was 48.8 and 43.0 years, respec-
tively (Table 1). In total, 70.2% and 67.7% of
patients in the study cohort with UC and CD,
respectively, were male. The mean (SD) dura-
tion of disease was 12.5 (9.6) and 15.7 (10.2)
years for UC and CD, respectively. On the basis
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Table 1 Demographics and characteristics of Japanese patients with ulcerative colitis or Crohn’s disease

Patients with ulcerative colitis Patients with Crohn’s disease HCPs
All patients  Active disease® Inactive All patients  Active disease® Inactive N=100
N=124 N=33 disease® N=99 N=46 disease®
N=91 N=53
Age (years), 48.8 (10.5)  46.5(10.0) 49.6 (10.5) 43.0(10.8)  43.4(9.7) 42.6(11.7) -
mean (SD)
Sex, 7 (%)
Male 87(702)  20(60.6) 67 (73.6) 67(677)  31(67.4) 36 (67.9) 92
(92.0)
Fermale 37(29.8)  13(39.4) 24 (26.4) 31(313)  14(30.4) 17 (32.1) 8 (8.0)
Prefernotto 0 (0.0) 0(0.0) 0(0.0) 1(1.0) 12.2) 0(0.0) 0(0.0)
say
Timesince  12.5(9.6)  10.8 (6.6) 13.1(10.5)  157(102) 151(114) 163 (9.1) NA
diagnosis
(years), mean
(SD)
Current treatments, 7 (%)
5-ASA 92 (74.2) 27 (81.8) 65 (71.4) 32(32.3) 18 (39.1) 14 (26.4) NA
Corticoster- 33 (26.6) 15 (45.5) 18 (19.8) 18 (18.2) 15 (32.6) 3(5.7) NA
oids
Immunomod- 35 (28.2) 11 (33.3) 24 (26.4) 14 (14.1) 9(19.6) 5(94) NA
ulator
Advanced 52 (41.9) 16 (48.5) 36 (39.6) 86 (86.9) 41 (89.1) 45 (84.9) NA
therapy®
Year of qualification, 7 (%)
Before 1985 NA NA NA NA NA NA 6 (6.0)
1985-2018 NA NA NA NA NA NA 88
(88.0)
After 2018 NA NA NA NA NA NA 6(6.0)

5-ASA4 S-aminosalicylic acid, HCPs health care professionals, NA not applicable, SD standard deviation

*Active and inactive disease was based on the Manitoba Inflammatory Bowel Disease Index [19]

®Advanced therapy consisted of adalimumab (including biosimilars), infliximab (including biosimilars), golimumab, certoli-

zumab pegol, vedolizumab, natalizumab, ustekinumab, and tofacitinib
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a) Most common patient-reported symptoms experienced in the last month

Blood in stool

Bowel urgency

Increased stool frequency

Flatulence

72.7

Diarrhea

352

% of patients
B All patients (n=124) W Active disease (n=33)  mInactive disease (n=91)

b) HCP-perceived most common symptoms reported by patients

1.0 2.0
Bowel urgency related 94.0 |
accidents
2.0 2.0
Bowel urgency 93.0 |
Increased stool frequency 23.0 48.0 |

1.0
Diarrhea 11.0 31.0

% of HCPs
BRank | BRank2 BRank3 ONotranked
Fig.1 Patient and HCP perceptions of UC symptoms perceived most common symptoms reported by patients.
in Japan. a Most common patient-reported symptoms HCPs were asked to rank the top five symptoms most
experienced in the last month. Patients were asked which reported by patients. Active and inactive disease was based
symptoms they currently have (ie., in the last month). on the Manitoba Inflammatory Bowel Disease Index [19].
Symptoms were selected from a list of 30 options. b HCP- HCP health care professional, UC ulcerative colitis
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a) Most common patient-reported symptoms experienced in the last month

Needing bowel movement directly after eating

Flatulence

Bowel urgency

Fatigue/tiredness

Increased stool frequency

Diarrhea

. 73.9

% of patients

m All patients (n=99)  mActive disease (n=46)  mInactive disease (n=53)

b) HCP-perceived most common symptoms reported by patients
1.0 2.0
/

Bowel urgency related Zq 94.0

accidents

2.0

ya
Bowel urgency .D| 94.0

Increased stool frequency _ 18.0 | 64.0

Blood in stool ?’z 58.0 |
e | S 5] |
% of HCPs
BRank 1 BRank2 BRank3 @ONotranked

Fig.2 Patient and HCP perceptions of CD symptoms perceived most common symptoms reported by patients.
in Japan. a Most common patient-reported symptoms HCPs were asked to rank the top five symptoms most
experienced in the last month. Patients were asked which reported by patients. Active and inactive discase was based
symptoms they currently have (i.c, in the last month). on the Manitoba Inflammatory Bowel Disease Index [19].

Symptoms were selected from a list of 30 options. b HCP- CD Crohn’s disecase, HCP health care professional
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a) Patient’s deferral time over the last 3 days

2%

Sometimes unable to make it to the bathroom in time 6.1%

Needed to get to the bathroom in <2 min

Needed to get to the bathroom within 2-5 min 30.3%

11.0%

25.0%
21.2%
26.4%

Needed to get to the bathroom within 5-15 min

Able to wait >15 min 21.2%
51.6%

% of patients

u All patients (n=124) m Active disease (n=33) m Inactive disease (n=91)

b) Patient’s deferral time over the last 3 days by BU experience

Sometimes unable to make it to the bathroom in time

Needed to get to the bathroom in <2 min

Needed to get to the bathroom within 2-5 min 3 337.5%

Needed to get to the bathroom within 5-15 min
40.0%
57.0%

Able to wait >15 min
61.8%

% of patients

mAll patients No BU (n=93) & All patients BU (n=31) B Active disease No BU (n=17)
® Active disease BU (n=16) B Inactive disease No BU (n=76)  BInactive disease BU (n=15)
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« Fig.3 BU experience in patients with UC. a Patient-
reported deferral time over the last 3 days (how much
urgency patients had before bowel movements over the
last 3 days). b Patients’ deferral time over the last 3 days. ¢
Patient-reported BU (sudden or immediate need to have a
bowel movement) in the last 3 days, rated on the Urgency
NRS from 0 (“no urgency”) to 10 (“worst possible
urgency”). d Frequency of BU in the past 3 months. Active
and inactive disease was based on the Manitoba Inflamma-
tory Bowel Disease Index [19]. BU bowel urgency, NRS
Numeric Rating Scale, SD standard deviation, UC ulcera-
tive colitis

c) Urgency NRS over the last 3 days

of disease activity (as assessed by the Manitoba
IBD index), 33 patients (26.6%) with UC and
46 patients (46.5%) with CD had active disease.
The most common current treatment in UC was
5-aminosalicylic acid (74.2% for UC and 32.3%
for CD) and advanced therapy (biologic ther-
apy, biosimilars, or Janus kinase inhibitor) for
CD (41.9% for UC and 86.9% for CD). A total
of 840 HCPs in Japan were contacted, and 100
HCPs completed the survey from May 28, 2021
to October 2, 2021. Overall, 92.0% of HCPs in
Japan were male, with 88.0% becoming qualified
between 1985 and 2018 (Table 1).

All patients (n=31) E- 6.5 ‘| 6.5 ‘ 6.5 ‘ 25.8

Mean (SD) = 5.9 (2.2)

Active disease (n=16) 6.2 6.2

| 6.2 ‘6.2 ‘ 123

Inactive disease (n=15) - 6.7 | 6.7 | 6.7 |

% of patients

00 (nourgency) B]1 B2 B3 @4 OS5 06 @7 m8 mW9 W10 (worst possible urgency)

d) Frequency of BU in the past 3 months

Never

Less frequently than monthly

Monthly

Every 2-3 weeks

Once a week

More than once a week

Every day

42.3%

% of patients

m All patients (n=98)

Fig.3 continued

m Active disease (n=26)

m Inactive disease (n=72)
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a) Patient’s deferral time over the last 3 days

Sometimes unable to make it to the bathroom in time

12.1%

15.2%

Needed to get to the bathroom in <2 min

24.2%

Needed to get to the bathroom within 2-5 min 32.6%

Needed to get to the bathroom within 5-15 min

Able to wait >15 min 13.0%

% of patients
u All patients (n=99) W Active disease (n=46)  mInactive disease (n=53)

b) Patient’s deferral time over the last 3 days by BU experience

Sometimes unable to make it to the bathroom in time

Needed to get to the bathroom in <2 min

38.5%

Needed to get to the bathroom within 2-5 min 25.0%

25.0%
25.4%
3 40.6%

Needed to get to the bathroom within 5-15 min 3 40.0%

. . 19.2%
Able to wait >15 min °

58.5%

% of patients

m All patients No BU (n=67) S All patients BU (n=32)
M Active disease No BU (n=26) S Active disease BU (n=20)
M Inactive disease No BU (n=41) BInactive disease BU (n=12)
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« Fig.4 BU experience in patients with CD. a Patient-
reported deferral time over the last 3 days (how much
urgency patients had before bowel movements over the
last 3 days). b Patients’ deferral time over the last 3 days. ¢
Patient-reported BU (sudden or immediate need to have a
bowel movement) in the last 3 days, rated on the Urgency
NRS from 0 (“no urgency”) to 10 (“worst possible
urgency”). d Frequency of BU in the past 3 months. Active
and inactive disease was based on the Manitoba Inflam-
matory Bowel Disease Index [19]. BU bowel urgency, CD
Crohn’s disease, NRS Numeric Rating Scale, SD standard
deviation

c) Urgency NRS over the last 3 days

Patient and HCP Perceptions of UC and CD
Symptoms

Overall, the most common patient-reported
UC symptoms experienced in the month
prior to survey completion were diarrhea
(45.2%), flatulence (34.7%), increased stool
frequency (32.3%), BU (25.0%), and blood
in stool (24.2%), with a greater proportion of
patients with active disease reporting each of
these symptoms than those with inactive dis-
ease (Fig. 1a). The most common UC symp-
toms perceived by HCPs were blood in stool
(47.0%), diarrhea (34.0%), and increased stool

o, [

18.8 Mean (SD) = 5.6 (2.4)

Active disease (n=20) - 10.0 | 15.0 | 15.0 |

Mean (SD) = 5.8 (2.2)

16.7 Mean (SD) = 5.2 (2.7)

% of patients

00 (nourgency) 1 B2 B3 @4 ©5 06 @7 mS M9 W10 (worst possible urgency)

d) Frequency of BU in the past 3 months

Never

Less frequently than monthly

Monthly

Every 2-3 weeks

Once a week

More than once a week

Every day

m All patients (n=56) m Active disease (n=29)

Fig.4 continued

% of patients
m [nactive disease (n=27)
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a) Frequency of diaper/pad/other protection use due to fear/anticipation of BU related
accidents in the past 3 months

Never

Less frequently than monthly

Monthly

Every 2-3 weeks

Once a week

More than once a week

Every day

% of patients
u All patients (n=124)  ®W Active disease (n=33) M Inactive disease (n=91)

b) Consequences of BU on work/school in the past 3 months
Working overtime to keep up with work/study
Not consider or decline a new job offer/school

Stop/delay education

Change job or career

Take early retirement

Finish education course prematurely

Work fewer hours

Stop working for the day sooner than planned

None of the above

% of patients
H All patients (n=98) MW Active disease (n=26)  MInactive disease (n=72)
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Fig.5 Impacts of BU on the daily lives of patients with
UC and HCP-patient communication. a Frequency of
diaper/pad/other protection use due to fear/anticipation
of fecal urge incontinence over the past 3 months. b Impact
of BU on work or school over the past 3 months among
patients who ever experienced BU. ¢ Percentages of patients
not comfortable discussing BU with their HCP, based on
patients rating how comfortable they are at reporting BU
to their HCP on a scale of 1 (“not at all comfortable”) to
7 (“completely comfortable”); patients with scores <4
are shown. d Reasons for patients feeling uncomfortable
reporting BU to HCPs. e Among patients who do not dis-
cuss BU at every appointment, percentage who would like
to discuss BU more frequently with their HCP. f HCP-
reported symptoms proactively discussed at a routine
appointment. g Reasons for HCPs not proactively discuss-
ing BU in routine appointments. h HCP-perceived most
impactful symptoms on treatment decisions. HCPs were
asked to choose from a list of possible symptoms, the top
three most impactful on treatment decisions. Active and
inactive disecase was based on the Manitoba Inflammatory
Bowel Disease Index [19]. BU bowel urgency, HCP health
care professional, UC ulcerative colitis

frequency (12.0%; Fig. 1b). Overall, UC symp-
toms with the greatest impact among those
reported as ever experienced (i.e., ranked 1 or
2) were ranked by patients as blood in stool,
diarrhea, BU-related accidents, increased stool
frequency, and BU (Supplementary Material,
Fig. S1). Among these symptoms, BU-related
accidents and blood in stool were ranked as
having the most impact by patients with inac-
tive and active UC, respectively. The UC symp-
toms with the most impact as rated by HCPs
were blood in stool and diarrhea (Supplemen-
tary Material, Fig. S2).

The most common patient-reported CD
symptoms experienced in the month prior
to survey completion were diarrhea (68.7%),
increased stool frequency (43.4%), fatigue/
tiredness (36.4%), BU (32.3%), flatulence
(32.3%), and needing a bowel movement
directly after eating (31.3%). A greater propor-
tion of patients with active disease reported

each of these symptoms than those with inac-
tive disease (Fig. 2a). The most common CD
symptoms perceived by HCPs were diarrhea
(40.0%), blood in stool (22.0%), and increased
stool frequency (8.0%; Fig. 2b).

Overall, CD symptoms with the greatest
impact ever experienced (i.e., ranked 1 or 2)
were ranked by patients as diarrhea, blood in
stool, increased stool frequency, BU, and BU-
related accidents (Supplementary Material,
Fig. S2). Among these symptoms, diarrhea
was ranked as the most impactful by patients
with inactive CD, and diarrhea and BU were
ranked as having the most impact by patients
with active CD. The CD symptoms with the
most impact as rated by HCPs were diarrhea
and blood in stool (Supplementary Material,
Fig. S2).

BU Experience in Patients with UC and CD

When asked about deferral time (the period
during which it is possible to defer defeca-
tion after the desire to evacuate) in the last
3 days, approximately one-third of all patients
with UC and CD reported that they could not
defer defecation for more than 5 min (Figs. 3a
and 4b). Notably, 3.2% and 3.0% of patients
with UC and CD, respectively, reported some-
times not being able to make it to the bath-
room in time. For both UC and CD, almost
twice the number of patients with active dis-
ease than inactive disease experienced shorter
deferral time (needed to go to the bathroom
within 2-5 min; needed to go to the bathroom
in< 2 min; sometimes unable to make it to the
bathroom in time; Figs. 3a and 4a). As antici-
pated, patients with BU experienced shorter
deferral time than those without BU (Figs. 3b
and 4b).

Mean (SD) ranking on the Urgency NRS
was 5.9 (2.2) for all patients with UC (Fig. 3c).
Patients with active UC had a higher mean
(SD) Urgency NRS score (6.4 [2.4]) than those
with inactive UC (5.4 [1.8]; Fig. 3c¢). Patients
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c) Patients not comfortable discussing BU with their HCP

Active disease (n=26) 30.8%

% of patients

d) Reasons for not feeling comfortable reporting BU

HCP makes me nervous
HCP isn't interested
Hard to explain
Wasting HCP time

No time in appointment
Feel like HCP can't help
HCP doesn't understand
Embarrassed

71.4%

Other

% of patients
mAll patients (n=22) W Active disease (n=8) M Inactive disease (n=14)

Fig.5 continued
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e) Patients who would like to discuss BU more frequently with their HCP

All patients (n=17) 64.7%

Active disease (n=8) 87.5%

44.4%

Inactive disease (n=9)

% of patients

f) HCP-reported symptoms most commonly discussed at a routine appointment

BU 40.0%

|

Increased stool frequency 80.0%

95.0%

Blood in stool

87.0%

Diarrhoea

|

% of HCPs
Fig.5 continued
with CD had a mean (SD) Urgency NRS score of reporting shorter defecation deferral times
5.6 (2.4), which was slightly higher in patients (Supplementary Material, Fig. S3).
with active (5.8 [2.2]) than in those with inac- Among patients who ever experienced BU

tive CD (5.2 [2.7]; Fig. 4c). Mean Urgency (UC, n=98; CD, n=56), 46.9% of those with
NRS scores were generally higher in patients UC and 60.6% of those with CD reported
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g) Reasons HCPs do not proactively discuss BU

Not relevant because I don't have treatment available to treat
the symptom

Expect the patient to discuss with a different HCP

Expect the patient to bring this up if this is an issue

Not a priority symptom

Patients seem uncomfortable having this discussion

Not comfortable leading this discussion

Insufficient time

Other reason

38.3%

% of HCPs

h) HCP-perceived most impactful symptoms on treatment decisions

BU i 2.0%

Increased stool frequency - 10.0%

BU related accidents

Fig.5 continued

experiencing BU at least once a week over the
past 3 months. Percentages increased to 73.1%
and 82.7% for patients with active UC or CD,
respectively (Figs. 3d and 4d).

% of HCPs

Impact of BU on the Daily Lives of Patients
and HCP-Patient Communication

A total of 27.4% of patients with UC and 39.4%
with CD reported ever wearing a diaper/pad/
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protection because of fear/anticipation of BU-
related accidents, and 12.8% and 16.2% of all
patients with UC and CD, respectively, reported
wearing protection for this reason at least once
a week in the past 3 months. The proportions
reported wearing protection for this reason
at least once a week rose to 33.4% and 32.6%
among patients with active UC and active CD,
respectively (Figs. Sa and 6a).

Patients were asked whether they declined
participation in activities over the past
3 months, with a selection of multiple reasons
possible. The most common reasons for patients
with UC to decline participation in work or
school-related activities were BU (8.9%) and
fear of BU-related accidents (8.9%; Table 2). A
higher proportion of patients with active UC
declined participation in activities (all reasons,
9.1-30.3%) than those with inactive UC (all
reasons, 0-3.3%; Table 2). The most common
reasons for patients with CD to decline partici-
pation in work/school-related activities was BU
(14.1%), tiredness/fatigue (12.1%), fear of BU-
related accidents (10.1%), and abdominal pain
before defecation (10.1%). A higher proportion
of patients with active CD declined participa-
tion in activities (all reasons, 4.3-23.9%) than
those with inactive CD (all reasons, 0-9.4%;
Table 2). The most common consequence of BU
in patients with both UC and CD was “stopped
working for the day sooner than planned”
(20.4% and 28.6%, respectively; Figs. 5b and 6b).

The proportion of patients not completely
comfortable discussing BU with HCPs was 22.4%
for UC and 23.2% for CD. For UC, a higher pro-
portion of patients with active disease were not
completely comfortable discussing BU with
HCPs (30.8%) than those with inactive disease
(19.4%; Figs. 5c and 6¢). The most common
reason for not being completely comfortable
discussing BU with HCPs was embarrassment
(Figs. 5d and 6d).

The proportion of patients who discuss BU
with HCPs at every appointment was 45.2%

for UC and 18.8% for CD. Patients with active
disease were more likely than those with inac-
tive disease to discuss BU at every appointment
(Supplementary Material, Fig. S4). The propor-
tion of patients who would like to discuss BU
more frequently with HCPs was 64.7% for UC
and 50.0% for CD. Patients with active disease
reported wanting to discuss BU more often than
those with inactive disease (Figs. Se and 6e).

HCP-reported symptoms most commonly dis-
cussed at routine appointments were blood in
stool, diarrhea, increased stool frequency, and
BU (Figs. 5f and 6f). The reasons for HCPs not
proactively discussing BU with patients were
insufficient time, the expectation for patients to
initiate the discussion, and BU not being a pri-
ority issue (Figs. 5g and 6g). The HCP-perceived
symptoms with the most impact on treatment
decisions were blood in stool, diarrhea, and
increased stool frequency, with very few HCPs
(2.0% for UC and 0.0% for CD) reporting BU as
the most impactful symptom on treatment deci-
sions (Figs. 5h and 6h).

DISCUSSION

Despite the availability of multiple therapies for
IBD, many patients still experience symptoms
that significantly affect their quality of life. The
CONFIDE study provided “real-world” perspec-
tives on the burden of BU in patients with UC
or CD. Our findings in Japanese patients from
the CONFIDE study suggest that BU impacts
the daily lives of those with UC and CD and
is a symptom that HCPs should consider duz-
ing medical treatment of these conditions. This
study also highlights a potential communica-
tion gap between patients with IBD and HCPs
in Japan, with discrepancies between their per-
ceptions on the most impactful symptoms.

For Japanese patients with UC or CD, BU
was one of the most common and bothersome
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a) Frequency of diaper/pad/other protection use due to fear/anticipation of BU related
accidents in the past 3 months

Never

83.0%

Less frequently than monthly

Monthly

Every 2-3 weeks

Once a week

More than once a week

Every day

% of patients
m All patients (n1=99)  m Active disease (n=46)  mInactive disease (n=53)

b) Consequences of BU on work/school in the past 3 months

Working overtime to keep up with work/study

Not consider or decline a new job offer/school

Stop/delay education

Change job or career

Take early retirement

Finish education course prematurely

Work fewer hours

Stop working for the day sooner than planned

None of the above
59.3%

% of patients
m All patients (n=56) W Active disease (n=29)  MInactive disease (n=27)
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Fig. 6 Impacts of BU on the daily lives of patients with
CD and HCP-patient communication. a Frequency of
diaper/pad/other protection use in the past 3 months due
to fear/anticipation of fecal urge incontinence. b Impact
of BU on work or school in the past 3 months among
patients who ever experienced BU. ¢ Percentages of patients
not comfortable discussing BU with their HCP, based on
patients rating how comfortable they are at reporting BU
to their HCP on a scale of 1 (“not at all comfortable”) to
7 (“completely comfortable”); patients with scores <4
are shown. d Reasons for patients feeling uncomfortable
reporting BU to HCPs. e Among patients who do not dis-
cuss BU at every appointment, percentage who would like
to discuss BU more frequently with their HCP. f HCP-
reported symptoms proactively discussed at a routine
appointment. g Reasons for HCPs not proactively discuss-
ing BU in routine appointments. h HCP-perceived most
impactful symptoms on treatment decisions. HCPs were
asked to choose from a list of possible symptoms, the top
three most impactful on treatment decisions. Active and
inactive disecase was based on the Manitoba Inflammatory
Bowel Disease Index [19]. BU bowel urgency, CD Crohn’s
disease, HCP health care professional

patient-reported symptoms over the past month,
particularly in patients with active disease. Not
only was the frequency of BU reported as being
high for a substantial proportion of patients but
BU and BU-related accidents ranked high as hav-
ing the greatest impact of symptoms ever expe-
rienced. A substantial proportion of patients
reported using diapers/pads/other protection
every day or more than once a week because of
the fear/anticipation of BU-related accidents,
particularly for those with active disease. Con-
sequently, BU affected aspects of patients’ lives
such as work and school, and patients with
active disease in particular declined participa-
tion in these activities because of the fear of
BU-related accidents, BU, and increased stool
frequency. Collectively, these findings highlight

the burden of BU on the daily lives of Japanese
patients with UC and CD.

According to HCPs in Japan, the most com-
monly perceived UC and CD symptoms were
diarrhea, blood in stool, and increased stool fre-
quency. BU did not rank as highly as diarrhea,
blood in stool, or increased stool frequency in
most common HCP-perceived symptoms. HCPs
rated blood in stool and diarrhea as having the
most impact on patients with UC and CD. HCPs
reported BU as the fourth symptom discussed
most frequently at routine appointments, with
the top three being blood in stool, diarrhea, and
increased stool frequency. The reasons for HCPs
not proactively discussing BU with patients were
insufficient time, the expectation for patients
to initiate the discussion, and BU not being a
priority issue. Interestingly, HCPs in Japan are
less likely to proactively discuss BU than HCPs
in other countries [16, 17]. However, according
to patient-reported data, a considerable pro-
portion of Japanese patients with UC and CD
would like to discuss BU more frequently with
their HCP, particularly those with active dis-
ease. Taken together, these data suggest that the
impact of BU may be overlooked in clinical set-
tings in Japan and highlight a potential gap in
communication between Japanese patients and
HCPs about the frequency and impact of BU on
daily life. Additional studies may help to provide
strategies for patients and HCPs to manage the
impact of BU.

While abdominal pain is a common symp-
tom in patients with UC and CD, it was not
among the most common symptoms reported
by Japanese patients in the CONFIDE study.
Patient advisors, who assisted in designing
the CONFIDE survey questions and response
options, recommended distinguishing between
“persistent abdominal pain” and “abdominal
pain before bowel movement.” Consequently,
this may have resulted in the two specific terms
not appearing among the “top five” symptoms
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c) Patients not comfortable discussing BU with their HCP

All patients (n=56) 23.2%

Inactive disease (n=27) 22.2%

% of patients

d) Reasons for not feeling comfortable reporting BU

HCP makes me nervous

HCP isn't interested

Hard to explain

Wasting HCP time

No time in appointment

Feel like HCP can't help

HCP doesn't understand

Embarrassed

Other

83.3%

% of patients

W All patients (n=13) W Active disease (n=7)  mInactive disease (n=6)

Fig. 6 continued
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e) Patients who would like to discuss BU more frequently with their HCP

All patients (n=26)

Active disease (n=15)

Inactive disease (n=11)

I

50.0%

60.0%

36.4%

% of patients

f) HCP-reported symptoms most commonly discussed at a routine appointment

|

BU

Increased stool frequency

Blood in stool

Diarrhoea

31.0%

78.0%

68.0%

93.0%

Fig. 6 continued

for Japanese patients with UC and CD. Over-
all, persistent abdominal pain and abdominal
pain before defecation were reported by Japa-
nese patients with UC and CD as one of the
most common reasons for declining participa-
tion in work/school-related activities in the last
3 months. In general, the findings in the current

% of HCPs

analysis are generally consistent with those of
the US/European cohorts from the CONFIDE
study, where it was demonstrated that BU has a
substantial impact on patients with UC and CD
and is underappreciated by HCPs. For patients
in the USA and Europe, 47.0% and 29.7% with
UC and 42.3% and 38.0% with CD, respectively,
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g) Reasons HCPs do not proactively discuss BU

Not relevant because I don't have treatment available to
treat the symptom

Expect the patient to discuss with a different HCP

Expect the patient to bring this up if this is an issue

Not a priority symptom

Patients seem uncomfortable having this discussion
Not comfortable leading this discussion

Insufficient time

Other reason

30.4%

31.9%

% of HCPs

h) HCP-perceived most impactful symptoms on treatment decisions

BU | 0.0%

Increased stool frequency - 5.0%

BU related accidents F 1.0%

Fig. 6 continued

reported experiencing BU in the previous month
[16, 17] compared with 25.0% (UC) and 32.3%
(CD) of Japanese patients. In general, the per-
centage of patients reporting BU as the symptom
having the greatest impact was higher in the
US and European cohorts than in the Japanese
cohort: 24.4% (UC) and 12.7% (CD) for patients
in the US cohort, 24.0% (UC) and 24.1% (CD)

% of HCPs

for the European cohort [16, 17], and 9.2% (UC)
and 19.6% (CD) for the Japanese cohort.
Differences in patient-perceived severity of
BU between the Japanese and US and Euro-
pean cohorts may be due to differences in
baseline characteristics. Japanese patients who
participated in CONFIDE were generally older
than those in the US and European cohorts,
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Table 2 Most common reasons for declining participation in work/school-related activities in the last 3 months

Reason Patients who declined participation in work/school (%)
Ulcerative colitis Crohn’s disease
All Active Inactive All Active Inactive
patients disease® disease® patients  disease® disease®
(n=124) (n=33) (n=91) (n=99) (n=46) (n=53)
Bowel urgency 8.9 24.2 33 14.1 239 5.7
Fear of bowel urgency-related accidents 8.9 30.3 1.1 10.1 19.6 1.9
Fear of fecal seepage/unnoticed leakage of 3.2 12.1 0 5.1 10.9 0
stool resulting in stained undergarments/
sheets
Fear of bowel movement accidents” 2.4 9.1 0 3 6.5 0
Increased stool frequency 4 15.2 0 6.1 8.7 3.8
Blood in stool 3.2 12.1 0 3 6.5 0
Abdominal pain before defecation 4 12.1 1.1 10.1 19.6 1.9
Persistent abdominal pain 32 9.1 1.1 4 4.3 3.8
Tiredness/fatigue 48 15.2 1.1 12.1 15.2 9.4

*Active and inactive disease was based on the Manitoba Inflammatory Bowel Disease Index [19]

®Bowel movement accidents refer to accidents that occurred without control or any warning as opposed to bowel urgency-
related accidents (unable to make it to the bathroom in time)

particularly in the case of UC where Japanese
patients were approximately 10 years older
than those in the US cohort. In addition, the
mean duration of disease was longer in Japanese
patients (12.5 years for UC and 15.7 years for
CD) than in the US cohort (7.9 years for both
UC and CD) and the European cohort (8.7 years
for UC and 9.2 years for CD) [16, 17]. The rela-
tive older age and longer disease duration in
Japanese patients may impact the perception of
disease severity, with these patients developing
coping mechanisms over time.

BU and the fear of BU-related accidents had
substantial effects on daily life. For patients
from the US and European cohorts of CONFIDE,
37.0% and 27.2% with UC and 38.6% and 27.6%
with CD did not attend work or school because
of BU, respectively. This increased to 42.0% and
33.3% with UC and 40.5% and 30.9% with CD
in the US and European cohorts, respectively,
not attending school or work because of the fear
of BU-related accidents [16, 17]. In the Japanese

population, the percentage of patients declining
work or school was numerically lower than that
in the US and European cohorts; 8.9% (UC) and
14.1% (CD) declined because of BU, and 8.9%
(UC) and 10.1% (CD) declined because of the
fear of BU-related accidents [16, 17]. The dif-
ferences in work and school attendance rates
between the US/European and Japanese cohorts
may be attributed to the unique attitude of Japa-
nese people regarding working and completing
their required tasks despite having a medical
condition or illness (considered “virtue”) and
an associated feeling of guilt for being absent
because of illness, thus leading to low absentee-
ism. Low absenteeism has been demonstrated
in Japanese patients with other diseases such
as rheumatoid arthritis [20], and this may indi-
cate that Japanese patients with IBD are likely
to continue working even if they have severe
symptoms such as BU.

The numerical differences observed between
the Japanese and US/European cohorts may be
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due to the relative low severity of disease in the
Japanese population enrolled in CONFIDE. This
is supported by the fact that, in general, follow-
ing stratification using the Manitoba IBD Index,
findings in Japanese patients with active disease
showed similar trends to those in the US and
European cohorts. For example, when Japanese
patients were stratified using the Manitoba IBD
Index, the percentage of patients with active dis-
ease who declined work or school commitments
because of BU or fear of BU-related accidents
was comparable to that of the US and European
cohorts (19.6-30.3%). However, some numerical
differences were observed even after stratifica-
tion. Over a 3-month period, the frequency of
diaper/pad/other protection use due to fear of
BU-related accidents was reported as “more than
once a week” for 6.1% of Japanese patients with
CD compared with 24.7% in the US and 15.0%
in the European cohorts [17]. Environmental
differences such as the high accessibility of pub-
lic restrooms in Japan may impact this finding.

In a cross-sectional survey of physicians and
their patients with UC and CD in Japan, patients
with BU exhibited worse clinical outcomes and
HRQOL than those without BU [10]. Results of
surveys conducted in Japan indicate that UC
significantly affects daily life because the symp-
toms BU and bowel incontinence negatively
impact patients’ lives and social activities [8,
9]. These and the current findings highlight an
urgent need to address BU in Japanese patients
with UC and CD to improve patient outcomes.

The CONFIDE study had several limitations.
This study was limited to patients with mod-
erate-to-severe UC or CD, and therefore the
results may not be generalizable to the larger
UC and CD population. Furthermore, back-
ground characteristics such as employment
status may impact patient responses. The find-
ings in this study may not be representative of
young patients with UC/CD given the mean age
was >40 years. Responses were self-reported and
mostly retrospective, which may result in recall
bias. Participation was based on willingness to
complete the survey, so the included population
may not necessarily reflect the general popula-
tion. A further limitation is the lack of informa-
tion regarding the availability and accessibility
of public bathroom facilities, which may impact

patient perceptions of BU and BU-related acci-
dents. Our findings indicate that embarrassment
was the primary reason Japanese patients felt
uncomfortable discussing BU with HCPs. The
feeling of embarrassment may be influenced by a
patient’s age and sex; however, as a result of the
limited sample size, we did not perform these
subgroup analyses. Additional studies or surveys
are warranted to better understand how factors
of age and sex impact this issue. Furthermore,
there were differences in patient characteristics
by country, even though the same recruitment
criteria were employed for each region. This may
be due to the different therapeutic options or
treatment prioritizations based on the insuz-
ance system or government support for patients’
expenses (i.e., Japanese patients may receive bio-
logics earlier than other patients, as there is no
financial burden owing to government support).

CONCLUSIONS

Despite the availability of multiple advanced
therapies, BU remains a symptom with signifi-
cant impact on the daily life of Japanese patients
with UC and CD and is one of the symptoms
that HCPs should consider when making deci-
sions regarding treatment. BU and BU-related
accidents were not a high priority for HCPs dur-
ing routine appointments, highlighting a gap in
communication between Japanese patients and
HCPs. Taken together, HCPs should consider
proactively discussing BU with their patients.
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