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ABSTRACT

Introduction: Bowel urgency (BU) is among the
most disruptive of inflammatory bowel disease
(IBD) symptoms. However, data on its preva-
lence and association with disease activity are
limited. This real-world study of Japanese
patients with IBD evaluated BU prevalence and
compared clinical outcomes and health-related
quality of life (HRQoL) between patients with
and without BU.

Methods: Data were drawn from the Adelphi
IBD Disease Specific Programme'™, a cross-sec-
tional survey of physicians and their patients
with ulcerative colitis (UC) and Crohn’s disease
(CD). Physicians reported demographic and
clinical data, including disease activity mea-
sures (Mayo score and CD Activity Index
[CDAI)), for consulting patients, who voluntar-
ily completed a patient-reported questionnaire,
including HRQoL measures (Short IBD Ques-
tionnaire [SIBDQ] and EQ-5D-5L). Outcomes
were compared between patients with and
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without BU using t-, Fisher exact and Mann-
Whitney U tests as appropriate.

Results: Of 120 UC patients, 27.5% (n = 33)
self-reported BU; physicians were unaware of
BU in 54.5% (n = 18) of these patients. Patients
with BU had higher mean Mayo scores
(p < 0.01) and lower mean SIBDQ scores (47.9
vs 56.6, p <0.01) than patients without BU,
with mean EQ-5D-5L scores 0.83 and 0.87,
respectively (p = 0.06). Physicians were satisfied
with treatment but believed better control
could be achieved for 39.4% of patients with BU
and 35.6% without. Of 114 CD patients, 17.5%
(n = 20) self-reported BU; physicians were una-
ware of BU in 75.0% (n = 15) of these patients.
Patients with BU had higher mean CDAI scores
(p < 0.01) and lower mean SIBDQ (48.7 vs 56.2,
p <0.01) and EQ-5D-5L scores (0.81 vs 0.88,
p < 0.01) than patients without BU. Physicians
were satisfied but believed better control could
be achieved for 40.0% of patients with BU vs
19.1% without.

Conclusions: Patients with BU have worse
clinical outcomes and HRQoL than patients
without, underlining the need for improved
physician-patient communication regarding BU
and new IBD therapeutic options.

Keywords: Ulcerative colitis; Crohn’s disease;
IBD; Bowel urgency; Disease burden; Real-
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Key Summary Points

Why carry out this study?

Bowel urgency (BU) is among the most
disruptive symptoms of inflammatory
bowel disease (IBD).

Although BU is associated with high
patient burden, there are limited data on
its prevalence, association with disease
activity and patient-reported health-
related quality of life (HRQoL) among
patients with IBD in Japan.

What was learned from the study?

IBD patients with BU tended to have
greater disease severity and disease
activity and worse HRQoL than patients
without BU.

IBD remained uncontrolled in some
patients, with BU and other symptoms
persisting regardless of treatment,
resulting in both physicians and their
patients believing that better disease
control can be achieved.

Clinical and HRQoL burden associated
with BU in IBD patients seen in routine
clinical practice underlines the need for
improved communication between
physicians and their patients regarding BU
as a symptom and new IBD therapeutic
options.

INTRODUCTION

Ulcerative colitis (UC) and Crohn'’s disease (CD)
are chronic inflammatory bowel diseases (IBDs)
with no known cause; as such they are desig-
nated intractable by the Ministry of Health,
Labour and Welfare of Japan [1]. Affecting 0.2%
of the Japanese population [1], IBD has a sub-
stantial negative impact on patients’ health-re-
lated quality of life (HRQoL) [2-6].

UC is characterized by inflammation of the
colonic mucosa and submucosa, which starts
distally in the rectum and extends proximally
[7-10]. Patients present with proctitis (22% of
patients), left-sided colitis (37%) or pan-ulcera-
tive colitis (extensive) disease (38%) [11]. CD is
characterized by transmural inflammation in
any area of the gastrointestinal tract [7, 9, 12],
with disease classified as ileal (30% of patients),
ileocolonic (40%) or colonic (30%) [12]. A
nation-wide study of Japanese patients with CD
reported prevalence rates of 23% for ileal, 60%
ileocolonic and 16% colonic CD [13].

Clinical presentation varies depending on
severity and extent of disease and commonly
includes increased frequency of bowel move-
ments, bowel urgency (BU) and incontinence
[14-17]. BU, the sudden and immediate need
for a bowel movement, is associated with
symptoms of active IBD, such as increased
average bowel movements per day, increased
stool frequency relative to normal, rectal
bleeding, moderate-severe abdominal pain and
calprotectin > 250 pg/g [18]. Proctitis may lead
to BU in UC, while abnormal bowel motility
due to extensive disease may lead to urgency in
CD [14, 19]; BU may also occur regardless of
perianal disease [20].

BU is associated with considerable morbidity
and negatively impacts patient HRQoL, affect-
ing emotional, psychological and social func-
tioning [18, 20-22]. BU is considered the most
disruptive IBD symptom [23], as well as one of
the most frequent, severe and distressing [24]. It
is significantly correlated with bowel inconti-
nence [25] and reported to be one of the main
worries of patients due to its unpredictable na-
ture [24], with patients anxious about not
reaching a toilet [25]. Rates of BU are also pos-
itively associated with bowel movement fre-
quency and rectal bleeding [25].

Although commonly associated with symp-
toms of active IBD, Japanese guidelines [26] do
not discuss BU or bowel incontinence. The
guidelines do, however, report bowel frequency
to be a determinant of disease severity. More-
over, regardless of high patient burden, there
are limited data on the prevalence of BU, its
association with IBD disease activity and
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patient-reported outcomes (PROs) including
HRQoL.

The objectives of this study were to evaluate
BU prevalence in a real-world, cross-sectional
survey of patients with UC and CD and com-
pare clinical outcomes including patient-re-
ported HRQoL between patients with and
without BU in a real-world setting in Japan.

METHODS

Survey Design

Data were drawn from the Adelphi IBD Disease
Specific Programme'™ (DSP), a real-world, cross-
sectional survey with retrospective data collec-
tion, completed by physicians and their con-
sulting patients with IBD in Japan, November
2020—May 2021. The DSP comprised a physi-
cian survey, a physician-completed retrospec-
tive patient record form and a patient self-
completion questionnaire. The DSP methodol-
ogy has been previously published and vali-
dated [27-31].

Participant Selection and Data Collection

Physicians (gastroenterologists) were eligible to
participate in the survey if they had a clinical
workload of seven or more patients with UC
and eight or more patients with CD in a typical
month. Patients were eligible for inclusion if
they were > 18 years of age, had a physician-
confirmed diagnosis of UC or CD and were not
involved in a clinical trial. Patients with UC
who currently had mild disease must have pre-
viously had moderate or severe disease at some
point in their disease history.

Physicians completed patient record forms
for the next seven and eight consecutive con-
sulting patients with UC and CD, respectively,
who visited for routine care. Physicians reported
demographics, clinical characteristics, disease
management, treatment satisfaction and
healthcare resource utilization for each patient
using existing patient clinical records, as well as
their judgement and diagnostic skills consistent
with decisions made in routine clinical practice.

Physicians then invited those patients for
whom they completed a patient record form to
complete a voluntary patient-reported form.
Patients provided data on current symptoms,
treatment satisfaction and HRQoL. The form
included the short version of the Inflammatory
Bowel Disease Questionnaire (SIBDQ) [32, 33],
EQ-5D-5L and EQ-VAS [34] and the IBD-specific
version of the Work Productivity and Activity
Impairment (WPAI) questionnaire [35, 36].
Only currently employed patients completed
the WPAI work-based questions.

All participating physicians and their
patients were assigned a study number to assist
anonymous data collection and enable data
linkage during collection and analysis. This
allowed patients’ responses to be matched with
those of their corresponding physician and
evaluation of how perceptions of disease sever-
ity and symptom burden aligned. Participating
patients and physicians provided informed
consent for their data to be collected and ana-
lyzed by academic researchers and analysts
within pharmaceutical companies and used for
publication. Patients who did not wish to par-
ticipate did not return a completed patient self-
completed form.

Study Measures

To assess BU, patients were asked to select the
symptoms relevant to the question “Which
symptoms do you currently suffer from?” BU
was evaluated by patients checking the boxes
for “Bowel movement urgency (suddenly/ur-
gently need to poo)” and/or “Night-time
urgency”. Physicians rated their patient’s cur-
rent symptom severity as a result of their IBD, as
‘none’, ‘very mild’, ‘mild’, ‘moderate’, ‘severe’
or ‘extremely severe’. Disease activity was eval-
uated in UC using the Mayo score, calculated
based on stool frequency, rectal bleeding,
endoscopic findings and physician global
assessment [37-39]. In CD, the Crohn’s disease
activity index (CDAI) was used, with disease
activity determined from eight items including
number of stools, abdominal pain and
antidiarrhoeal agents used in the previous 7
days [40, 41]. The Mayo score ranges 0-12,

I\ Adis



434

Adv Ther (2024) 41:431-450

where a score of 0-2 indicates remission, 3-5
indicates mild disease activity, 6-10 indicates
moderate disease activity and 10-12 indicates
severe disease activity [37]. CDAI score ranges
from O to 600, with a score of < 150 corre-
sponding to relatively inactive disease (remis-
sion), 150-219 mildly active disease, 220 to 450
moderately active disease and > 450 severe dis-
ease activity [40].

HRQoL was measured by the SIBDQ total
score and the EQ-5D-5L. SIBDQ assesses HRQoL
in terms of social, emotional and physical well-
being on a scale of 10 (poor) to 70 (good)
[32, 33]. The EQ-5D-5L index evaluates health
status/HRQoL across five levels: mobility, self-
care, usual activities, pain/discomfort and anx-
iety/depression. Scores begin at 1 (the value of
tull health) and range below O (where O is the
value of health state equivalent to dead, nega-
tive values representing worse than dead) [34].
The Japanese EQ-5D-5L value set was used to
convert the responses into a health utility score,
with a score range from — 0.091 to 1.000 [42].
The EQ-VAS rates the respondent’s current
health state on a scale of O (worst imaginable
health) to 100 (best imaginable health) [34, 43].
The WPAI (disease-specific version for IBD)
questionnaire measures IBD-related time missed
from work (absenteeism), impairment at work
(presenteeism), work productivity (overall work
impairment) and impairment of regular activi-
ties. WPAI scores are reported as percentage
impairment [35, 36, 44, 45].

Permission was granted by the EuroQol
Research Foundation for use of the EQ-5D-5L,
undertaking number 165411. No permission
was required for use of the WPAIL Use of the
SIBDQ, authored by Dr. Jan Irvine et. al., was
made under license from McMaster University,
Hamilton, Canada.

Statistical Analysis

As the primary objective of the survey was
descriptive (i.e., no a priori hypotheses speci-
fied), the sample size was fixed by the duration
of the survey period. Therefore, formal sample
size calculations were not applicable and were
not performed. Data were summarized using

descriptive analyses. Means and standard devi-
ations (SD) were calculated for continuous
variables (number of observations), and fre-
quency and percentages were calculated for
categorical variables (number of patients).
Missing data were not imputed; therefore, the
base number of patients included for analysis
could vary from variable to variable and is
reported separately for each analysis.

Demographics, clinical characteristics and
PROs were compared between patients with and
without BU, as reported by the patient using
parametric tests and non-parametric tests as
appropriate. f-tests were used to determine sta-
tistical differences between group means for
continuous outcomes. Fisher’s exact test was
carried out for categorical variables and Mann-
Whitney U tests for ordinal variables where the
assumptions for t-tests were violated. All anal-
yses were conducted for UC and CD groups
separately. Two-sided p values <0.05 were
considered statistically significant. No adjust-
ment for multiplicity was made due to sample
size limitations and the exploratory nature of
the study.

Ethical Considerations

Data collection by DSP fieldwork teams was
conducted in accordance with national market
research and privacy regulations, including
European Pharmaceutical Market Research
Association (EphMRA) and the US Department
of Health and Human Services National Insti-
tutes of Health, Health Insurance Portability
and Accountability Act (HIPAA).

This research also obtained ethics approval
from the Western Institutional Review Board,
study protocol number 1-1238963-1 and was
performed in accordance with the principles
stated in the Declaration of Helsinki.

All responses captured on the data collection
forms were anonymized to preserve respondent
confidentiality. Responses were anonymized
before aggregated reporting, the identity of the
physicians was blinded, and no patient identi-
fiers were collected. Physicians were compen-
sated in line with fair market rates.
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RESULTS

Patient Characteristics and Self-Reported
Prevalence of Bowel Urgency

Patients with Ulcerative Colitis

Data for 120 patients with UC included in this
analysis were reported by 27 physicians across
multiple centers. Of those 120 patients, 27.5%
(n=33) had self-reported BU (Table 1). In
54.5% of those cases (n = 18), physicians were
unaware that their patients had BU.

Mean (SD) age of patients with self-reported
BU and without BU were 45.0 (14.4) years and
38.9 years (12.6); 60.6% (n=20) and 62.1%
(n = 54) were male, respectively. While patients
with BU were older, other demographic vari-
ables were similar between UC groups with and
without BU (all p > 0.05; Table 2). Overall, most
patients with and without BU had ulcerative
proctitis (36.4% [n =12] and 44.8% [n = 39],
respectively) or left-sided colitis (36.4% [n = 12]
and 25.3% [n = 22]). The proportion of patients
with proctosigmoiditis was significantly greater
in patients with BU compared to those without
(30.3% [n=10] vs 12.6% [n=11], p=0.03;
Table 3). Excluding BU, the most prevalent
symptoms reported by patients were abdominal
pain (51.5% [n=17]) and diarrhoea without
blood (45.5% [n =15]); the proportions of
patients with abdominal pain (p = 0.02) and
diarrhoea without blood (p < 0.01) were signif-
icantly greater among patients with BU than

without BU. A higher proportion of patients
with BU also reported experiencing passing
wind (flatulence) (21.2% [n = 7] vs 6.9% [n = 6],
p = 0.04) and passing of mucus (12.1% [n = 4] vs
2.3% [n=2], p=0.05) compared to patients
without BU. No statistically significant differ-
ences were seen in the proportion of patients
with and without BU reporting abdominal
cramps, diarrhoea with blood, fatigue/tiredness,
loss of appetite, rectal bleeding, stomach bloat-
ing (abdominal distension) or tenesmus
(p > 0.05). No significant difference was seen
between patients with and without BU in the
prevalence of the concomitant condition IBS
(Table 2).

Patients with Crohn’s Disease

Data for 114 patients with CD included in this
analysis were reported by 25 physicians. Of
those 114 patients, 17.5% (n = 20) had self-re-
ported BU (Table 1). In 75.0% (n = 15) of those
cases, physicians were unaware that their
patients had BU.

Mean age (SD) of patients with self-reported
BU was 38.9 (15.3) years and 60.0% (n = 12)
were male. For patients without BU this was
37.2 (11.6) years and 63.8% (n = 60) male.
Demographic variables were similar between
CD patients both with and without BU
(Table 2). Overall, most CD patients with and
without BU had colitis (45.0% [n=9] and
42.6% [n = 40], respectively) or ileocolitis
(25.0% [n=15] and 31.9% [n = 30]; Table 3).

Table 1 Physician- and patient-reported bowel urgency in patients with ulcerative colitis and Crohn’s disease without and

with bowel urgency

Patient-reported BU

UC CD
Total With BU Without BU Total With BU Without BU
(= = 120) (» = 33) (n = 87) (n = 114) (n = 20) (m = 94)
Physician-reported BU, 7 (%)
Without 95 (79.2) 18 (54.5) 77 (88.5) 98 (86.0) 15 (75.0) 83 (883)
BU
Wich BU 25 (20.8) 15 (45.5) 10 (11.5) 16 (140) 5 (25.0) 11 (117)

BU bowel urgency, UC ulcerative colitis, CD Crohn’s disease
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Diarrhoea with blood was present in a signifi-
cantly greater proportion of CD patients with
BU compared to those without (30.0% [n = 6] vs
8.5% [n =8]; p=0.02). No statistically signifi-
cant differences were seen in the proportion of
patients with and without BU reporting
abdominal cramps, abdominal pain, diarrhoea
without blood, fatigue/tiredness, loss of appe-
tite, passing of mucus, passing wind (flatu-
lence), rectal bleeding, stomach bloating
(abdominal distension) or tenesmus (p > 0.05).
Similarly, no significant difference was seen
between patients with and without BU in the
prevalence of the concomitant condition IBS
(Table 2).

Prevalence of Disease Severity and Disease
Activity

Patients with Ulcerative Colitis

Of patients with BU, 51.5% (n = 17) had mild
disease compared with 71.3% (n=62) of
patients without BU. Those with BU had sig-
nificantly greater disease activity than patients
without, as evidenced by higher Mayo scores
(mean [SD] 3.7 [2.1] vs 1.9 [2.1]; p <0.01;
Table 3) and a lower proportion of patients in
remission (33.3% [n=11] vs 66.7% [n = 58]).
Patients without BU had milder overall symp-
toms compared to patients with BU (p < 0.01
for all symptoms), with a higher proportion of
patients without BU having none or very mild
overall symptoms (46.0% [n=40] vs 21.2%
[n=7]), abdominal pain (56.3% [n=49] vs
24.2% [n=8]), sleep disturbance (70.1%
[n = 61] vs 40.6% [n = 13]) and fatigue/tiredness
(66.7% [n = 58] vs 36.4% [n = 12]).

Patients with Crohn’s Disease

Of patients with CD and BU, 40.0% (n = 8) had
moderate or severe disease compared with
22.3% (n = 21) of patients without BU. Those
with BU had significantly greater disease activ-
ity than CD patients without, as evidenced by
higher mean (SD) CDAI scores (118.3 [85.7] vs
61.0 [59.7]; p < 0.01; Table 3) and a lower pro-
portion of patients in remission (62.5% [n = 10]
vs 89.9% [n = 80]). Patients without BU had
milder overall symptoms compared to patients

with BU (p < 0.05 for all symptoms), with a
higher proportion of patients without BU hav-
ing none or very mild overall symptoms (50.0%
[n=47] vs 25.0% [n=735]), abdominal pain
(54.3% [n = 51] vs 35.0% [n = 7]), sleep distur-
bance (77.7% [n = 73] vs 55.0% [n=11]) and
fatigue/tiredness (64.9% [n=61] vs 25.0%
[ = S]).

Prevalence of Bowel Urgency
and Satisfaction/Dissatisfaction
of Current Disease Control

Patients with Ulcerative Colitis

Overall, most patients with and without BU
were receiving S5-aminosalicylic acids at time of
data collection, (84.8% [n = 28] of patients with
and 81.6% [n = 71] patients without BU), while
approximately one-third of patients in each
group received tumour-necrosis factor (TNF)
inhibitors (33.3% [n = 11] of patients with and
34.5% [n = 30] patients without BU). Steroids
were used in almost twice as many patients with
BU (30.3% [n = 10]) versus patients without BU
(17.2% [n = 15]). Treatment of patients with
and without BU was similar, except for the use
of anti-integrins, which were received by a sig-
nificantly greater proportion of patients with
BU (21.2% [n=7] vs 6.9% [n=6]; p=0.04)
(Table 3).

Physician satisfaction with current disease
control was similar for patients with and with-
out BU (p = 0.07). Physicians reported that they
were satisfied but believed better control could
be achieved for 39.4% (n = 13) of patients with
BU and 35.6% (n=31) of patients without.
Likewise, physicians reported that they were
satisfied and believed this was the best control
that could be achieved for 42.4% of patients
with BU and 57.5% of patients without (Fig. 1).
Also, patients with BU reported similar satis-
faction/dissatisfaction with the current disease
control as patients without BU (p = 0.17); in
both groups, 33.3% (patients with [n = 11] and
without BU [n = 29]) of patients reported that
they were satisfied but believed better control
could be achieved, while 51.5% and 62.1% of
patients with UC with and without BU reported
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Physician-reported satisfaction*

Patients with ulcerative colitis

Fig. 1 Satisfaction/dissatisfaction with current discase
control in patients with ulcerative colitis and Crohn’s
disease with and without bowel urgency. UC, ulcerative
colitis; CD, Crohn’s disease; BU, bowel urgency; MW,

that they were satisfied and believed this was
the best control that could be achieved.

Patients with Crohn’s Disease

Overall, most patients received 5-aminosalicylic
acids; 50.0% (n = 10) of patients with BU and
27.7% (n = 26) without used TNF inhibitors
(p =0.07). There was a greater than twofold
increase in steroid use in patients with BU
(25.0% [n=135]) versus patients without BU
(10.6% [n = 10]; p = 0.14). The difference in the
proportion of patients with and without BU
receiving each treatment class was similar (all
p > 0.05; Table 3).

Physicians’ satisfaction/dissatisfaction with
current disease control was significantly differ-
ent for CD patients with and without BU
(p <0.01) (Fig.1). Physicians reported they
were satisfied but believed better control could
be achieved for 40.0% (n = 8) of patients with
BU and 19.1% (n =18) of patients without.
Patients’ satisfaction/dissatisfaction with cur-
rent disease control achieved by their medica-
tion also significantly differed between those
with and without BU (p < 0.01). Overall, 45.0%
(n =9) of patients with BU and 26.6% (n = 25)
of patients without were satisfied but believed
better control could be achieved.

Patient-reported satisfactiont Physwman reported satisfaction*

Patient-reported satisfactiont

Patients with Crohn’s disease

Mann-Whitney U test. *Physicians were asked: Which of
the following best describes your satisfaction with the
current control? Patients were asked: How satisfied are
you with how well your medicine controls your IBD?

Prevalence of Bowel Urgency and Health-
Related Quality of Life Burden

Patients with Ulcerative Colitis

Patients with BU had a lower mean (SD) SIBDQ
score compared with those without BU (47.9
[11.0] vs 56.6 [9.9], p < 0.01). The mean (SD)
EQ-5D-5L score was lower for patients with BU
compared to patients without (0.83 [0.10] vs
0.87 [0.11], p = 0.06), although the difference
did not achieve statistical significance; however,
the mean [SD] EQ-VAS score was significantly
lower for patients with BU (65.6 [22.3] vs 82.3
[12.4], p < 0.01). Patients with BU also had a
greater mean (SD) overall work impairment
(24.8% [19.4] vs 14.0% [18.1], p =0.04) and
activity impairment (35.2% [27.2] vs 18.2%
[20.9], p < 0.01) compared to those without BU
(Table 4).

Patients with Crohn’s Disease

The mean (SD) SIBDQ was lower in patients
with BU than in patients without BU (48.7
[11.8] vs 56.2 [8.9], p < 0.01). The mean (SD)
EQ-5D-5L index score was lower for CD patients
with BU compared with patients without (0.81
[0.13] vs 0.88 [0.09], p < 0.01); however, the
mean (SD) EQ-VAS scores were not significantly
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E S different (75.5 [17.8] vs 79.4 [14.4], p = 0.29).
S| = N There was no significant difference in the mean
R ) (SD) WPAI percentage overall impairment
; ;J, between patients with and without BU (27.5%
5‘3 [26.1] vs 16.0% [16.2], p = 0.06), although work
g | E impairment in patients with BU tended to be
" 2 _;: greater. Mean (SD) WPAI activity impairment
2 =z however was greater among patients with BU
§ ¥ 5 ;,E (30.5% [25.8] vs 18.1% [18.6], p = 0.01; Table 4).
N
5 AE DISCUSSION
= — | N
§ 3 § : This real-world survey of physicians and their
S patients with UC and CD in Japan aimed to
w 5 address the lack of data regarding BU prevalence
_ 8 E and its association with clinical outcomes and
Al w0 2 HRQoL. This analysis compared IBD patients
O |k A with and without BU and found that patients
= with BU were more likely to have greater disease
E g severity and disease activity and worse HRQoL
| ~ cf:; than patients without BU.
R o In this analysis, the prevalence of BU among
=V = patients with UC and CD was 27.5% (n = 33)
: and 17.5% (n = 20), respectively. These propor-
a . % g} . tions are considerably lower than in previous
" 2 E’ L EE 2 reports from a recent Japanese survey in which
-Ff \2/ _‘g & hf E ~§ 56.1% of 509 patients with UC who had visited
S SR % % 5 medical providers re.gu.larly dumnfgy the past year
@ 5o 8 g reported BU [25]. Similarly, previous cross-sec-
|3 B E g tional, observational studies in Europe and the
2 NS % & § o Americas have reported BU in 60-84% of
£ :,’ §D g E g = patients with UC and 68%-74% of patients with
B Q@ Bl =287 :g CD [18, 20, 21, 46]. These differences may be
E g 8 % R= attributed to differences in inclusion criteria;
’:\: § g 8 ;"’; g patients in the internet survey were only eligi-
~ N = f 25 3 ble if they had a recent hospital visit (within the
OHB S 2| g £ 2 ¢ = 8 last 3 months) for UC and were therefore likely
= = - o % véﬁ‘o s E ﬁ” to have more severe disease than the general
:?, g =il 03“ < consulting population used in our DSP analysis
_g *E‘ Ay § [25]. Similarly, inclusion criteria of the obser-
588 ¢ % S vational studies in Europe and the Americas also
- S :i & E gDSI included patient populations with more severe
= ;é = S E.o § g 3 cases than in our analysis [18, 20, 21, 46].
§ 2 . % g g E & %’3 Moreover, we found there was a discordance
= g o @ oB gz between physician- and patient-reported BU.
3 5 g 2 :9: 5 -tz: $ 7 £ & Discordance between physicians and their
<« - I: | 852 2 o2 patients has previously been observed in UC
% g 3 2 g|= ‘?‘5 >R A g symptom reporting, with patients reporting BU
S = c s 2 Lbj 3 8’8’?, = as the second-most commonly experienced
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symptom, while physicians reported BU as the
fourth-most commonly reported symptom by
patients [47]. Discordance in BU reporting in
our study may have been due to patients’
embarrassment and hesitancy to mention such
issues. Between 30-43% of patients are not
comfortable reporting BU to their physician
[47]. This may be exacerbated in Japanese
patients as their character and culture make it
difficult for them to discuss their symptoms
[48].

Additionally, participating physicians may
not have asked their patients specifically about
BU as a symptom. A qualitative study focusing
on communication between physicians and
their patients with UC found that physicians
typically used closed-ended questions when
asking patients about their symptoms and spoke
the most during the discussions [49]. Another
study found that physicians often underesti-
mate the impact of IBD symptoms on patients’
lives because they do not ask their patients
about them directly [50]. Compounding the
issue, Japanese IBD guidelines [26] currently
include the Mayo score and CDAI scores—
commonly used as markers of disease severity,
treatment response and remission—which do
not include BU as a symptom in their evalua-
tion. These findings indicate approaches to
physician-patient communication should be
reviewed, with the aim of including active
questioning and discussion about the presence
and burden of BU when assessing IBD patients.
The Urgency Numeric Rating Scale, which
evaluates the severity of BU in adults with UC,
was developed recently to address the lack of
validated tools assessing this symptom. This
tool allows physicians to assess and discuss BU
in routine clinical practice and paves the way
for the development of additional indices to
assess BU [51].

Our analysis showed that patients with and
without BU differed in some characteristics and
symptoms. Patients with UC and BU were over
twice as likely to have proctosigmoiditis (in-
flammation of the rectum and/or lower colon)
than those without BU. In CD, colitis was the
most frequent disease state among all patients.
Abdominal pain was the most common symp-
tom reported by both UC (51.5%) and CD

(45.0%) patients with BU. Diarrhoea was also
particularly problematic for patients with BU,
with 30.3% and 45.5% of UC in addition to
30.0% and 40.0% of CD patients reporting
diarrhoea with and without blood, respectively.
Diarrhoea is caused by rectal mucosal inflam-
mation in UC and is dependent on disease
location in CD [20]; BU is due to the loss of
rectal distensibility [21]. A study of clinical
manifestations at IBD onset found that patients
with left-sided colitis presented with a higher
frequency of BU and of bloody diarrhoea com-
pared to patients with proctitis. In the study,
CD patients with isolated colonic involvement
presented with a higher frequency of BU, diar-
rhoea and bloody diarrhoea, and faecal incon-
tinence versus those with ileal or ileocolonic
disease [21].

In the UC and CD cohorts, remission was
reported for 33.3% and 62.5% of patients with
BU, indicating that symptoms can persist
despite disease inactivity. This is supported by
studies in which patients have self-reported
symptoms of IBD when they are in remission
[16, 24]. Patients tend to evaluate their current
health status relative to past experiences, with
few patients equating remission with a com-
plete return to a normal symptom-free state
[16].

Our study indicated that the presence of BU
was significantly associated with greater disease
severity and reduced HRQoL in UC and CD.
Well-known factors that reduce HRQoL,
including pain, sleep disturbance and fatigue,
were found to be more severe in patients with
BU than in patients without. BU has previously
been ranked the second most burdensome
symptom of IBD, with effects on wellbeing that
increase with severity [18, 24]. In Japan, the
daily HRQoL impact of UC was highest amongst
patients with BU with studies showing BU at
least once a week led to half of patients missing
appointments indicating disruption to day-to-
day functioning [3, 25].

Despite reporting overall satisfaction,
approximately 40% of physicians were satisfied
(with response) but believed better control was
achievable in IBD patients with BU. Physicians
believed better disease control was possible for a
higher proportion of CD patients with BU than
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without BU. However, for UC patients, physi-
cians were satisfied and believed better control
was possible for similarly high proportions of
patients with and without BU. Since treatment
is similar between patients regardless of BU, this
finding may suggest that treatment is not opti-
mal for patients with BU or that BU is particu-
larly difficult to treat. However, BU may persist
in patients with IBD regardless of optimal
treatment [20], highlighting the need for more
effective IBD treatments.

While patients with and without BU differed
in clinical characteristics and HRQoL burden,
this study found that there was no association
between sex and presence/absence of BU.
Although previous research has demonstrated
sex-based differences in the presentation of IBD
[52], sample sizes in our study were not suffi-
cient to explore differences in patient charac-
teristics and outcomes with and without BU
disaggregated by sex. Further research is needed
to assess differences in the presentation and BU
among patients of different sex.

While BU is known to be a common and
highly burdensome symptom in patients with
irritable bowel syndrome with diarrhoea [53], <
1% of patients in our sample had diagnosed
concomitant  irritable bowel syndrome.
Although this is likely underdiagnosed, this
demonstrates that the BU within this study is
likely to be a characteristic of patients’ CD or
UC diagnosis.

As with all observational studies, this study
has limitations. The patient inclusion criteria
may result in the patient sample not repre-
senting the full IBD patient population. Gener-
alizability may also be limited as the sample
may consist of patients who most frequently
visit their physicians and are more severely
affected by their IBD than those who do not
consult as often. Patient inclusion was based on
the judgement of the physician and not a for-
malized diagnostic checklist; this is representa-
tive of physician’s real-world classification of
the patient in clinical practice. The assessment
of the presence/absence of BU was reliant on
patients’ understanding the questions and cor-
rectly completing the patient-reported form.
Severity of BU was not captured within this
secondary data source. Detailed studies that

describe patients’ BU by severity are needed in
the future to elucidate the unmet needs in dif-
ferent patient groups and understand its asso-
ciation with other clinical characteristics. A
further limitation is that the cross-sectional
design does not enable patients to be followed
and assessed over time and prevents any con-
clusions about causal relationships; however,
identification of significant associations is pos-
sible. Finally, due to sampling methodology,
sample size is low for certain groupings, which
should be accounted for when interpreting
results. Some significant differences may have
been missed because of the low number of
patients; however, it does mean any significant
differences we did identify are likely robust.
Despite such limitations, real-world studies
complement clinical trials since they lack strict
eligibility criteria and patients are less likely to
be adherent to medication.

CONCLUSIONS

This analysis showed that patients with BU
differed in some of their clinical characteristics
and had greater disease severity and disease
activity and worse HRQoL than patients with-
out BU. IBD remains uncontrolled, with BU and
other symptoms persisting regardless of treat-
ment, resulting in both physicians and their
patients believing that better disease control
can be achieved. Moreover, commonly used
indicess often report patients in remission
despite the presence of BU. The discordance
between physician- and patient-reported BU
indicates the need for improvement in com-
munications regarding BU between physicians
and their patients. Furthermore, the clinical and
HRQoL burden associated with BU in IBD
patients seen in routine clinical practice
underlines the need for new therapeutic options
for patients who experience sub-optimal

response to currently available treatment
approaches.
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