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Observations and Research

Patients’ Preference of Topical Therapy for 
Ulcerative Colitis in Japan: A Web-based 3T Survey

Shunichi Yanai, MD, PhD, Yosuke Toya, MD, PhD, Shotaro Nakamura, MD, PhD, and 
Takayuki Matsumoto, MD, PhD.

Background:  The therapeutic drugs available for ulcerative colitis (UC) have recently increased. However, use of topical therapy for UC in Japan 
has not been determined. This study aimed to investigate real-world use of topical therapy for UC in Japan using a web-based survey designed 
for UC patients.

Methods:  A web-based questionnaire on UC management was administered to 773 patients over a 2-day period in September 2019. The re-
sponses regarding topical therapy use were analyzed.

Results:  Questionnaire responses were obtained from 323 UC patients. Of these, the mean disease duration was 12.2 years, and 220 patients 
(68.1%) had used topical therapy, of whom 68 (21.1%) were currently using this treatment. The frequency of using the prescribed topical therapy 
was appropriate in 36.8% of patients, only when needed in 38.6%, and rarely in 24.5%. Among all topical therapy users, 64.4% reported that 
budesonide foam was easy to use, which was significantly higher than the rates for mesalazine suppositories (43.6%), mesalazine enemas (12.9%), 
and glucocorticoid enemas (13.9%; P < 0.05). Regarding treatment effects, 68.9% of patients were satisfied with the budesonide foam, which was 
a significantly higher rate of satisfaction than those for mesalazine suppositories (44.6%), mesalazine enemas (30.2%), glucocorticoid enemas 
(36.1%), and glucocorticoid suppositories (41.9%; P < 0.05).

Conclusions:  Although topical therapy use was common in this Japanese UC population, patient adherence was not very high. Of all the topical 
therapy types, budesonide foam, which has recently become available, was rated highly by these patients.

Lay summary:  We investigated real-world use of topical therapy for ulcerative colitis (UC) in Japan using a web-based survey. Topical therapy 
use was common in this Japanese UC population, but patient adherence was not very high.
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INTRODUCTION
Ulcerative colitis (UC) is a refractory disease of un-

known cause.1 The quality of life of patients with UC is sig-
nificantly affected by symptoms such as diarrhea, abdominal 
pain, fever, and bloody stools.2 Various therapeutic drugs have 
recently become available for refractory UC, but topical ther-
apies, as well as systemic therapies, are most effective for UC 
with localized lesions. However, compared with systemic ther-
apies, including oral drugs, topical therapies may be less ac-
cepted or not appropriately used by the patients.

Recently, budesonide foam was approved for use in 
Japan,3,4 whereas budesonide enemas and mesalazine foam 
have not yet been approved; budesonide foam is the only topical 

therapy consisting of budesonide and the only agent adminis-
tered in the form of foam. The actual circumstances of topical 
therapy for UC are not well understood in Japan. Therefore, a 
web-based survey targeting UC patients was conducted.

MATERIALS AND METHODS

Survey Instruments
A total of 773 patients with UC who were registered 

with Cross Marketing Co., Ltd., (Tokyo, Japan) were re-
quested by email to participate in this survey (Treatment status 
of Topical Therapy for UC patients in Japan [3T survey]), 
which was conducted via the internet on September 27–28, 
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2019. The questionnaire included questions regarding age, sex, 
height, body weight, duration of disease, area of residence, 
smoking status, lesion site, history of intestinal resection, oc-
cupation, therapeutic drugs used, medical institution visited 
for treatment, frequency of doctor visits, current level of sat-
isfaction with treatment, severity of diarrhea/abdominal pain, 
stools with blood/mucus, past experience with topical therapy, 
method of topical therapy, and feasibility of using and satisfac-
tion with each topical therapy (Table 1). The survey protocol 
was approved by the Ethics Review Board of Iwate Medical 
University. All patients agreed to participate in this survey.

Statistical Analysis
Statistical analyses were performed between the groups 

using the chi-square test or Fisher’s exact test for categorical 
data. A difference with a P value of <0.05 was considered sta-
tistically significant.

RESULTS

Patient Background Characteristics
Questionnaire responses were obtained from 323 patients 

with UC, all of whom were eligible for and included in the ana-
lyses. The patients, comprising 71.2% males, had a mean age 
of 51.8  ± 12.3  years and a mean disease duration of 12.2  ± 
9.3 years. The lesion site was the rectum and left colon in 54.8% 
of patients. Only 20 patients (6.2%) had received treatments 

such as biologics for refractory conditions, and 68 (21.1%) had 
received topical therapies (Table 2). Regarding the medical in-
stitution where they were treated, 4.6% of the patients visited a 
university hospital, 55.1% a general hospital, and 29.4% a local 
clinic, while 0.9% of the patients did not visit any institution. 
The frequency of medical visits was once every 2 weeks for 3.4% 
patients, once every month for 29.1%, once every 2 months for 
36.2%, once every 3 months for 25.7%, and other for 5.6%.

Disease Status
According to the patients’ responses to the questionnaire, 

14% reported symptoms including diarrhea and abdominal 
pain, and 8% were not satisfied with their current treatment. 
Disease symptoms were generally controlled in the majority 
of patients, and the level of satisfaction with therapy was high 
(Fig. 1). On the other hand, 24.8% and 33.1% of patients re-
ported frequent blood and mucous, respectively, in their stools, 
suggesting that a residual intestinal lesion might exist in the 
rectum (Fig. 2). Supplementary Table 1 indicates the satisfac-
tion and feasibility rates in each topical treatment groups. As 
shown in the table, the satisfaction and feasibility rates were 
not significantly different between symptomatic subjects and 
asymptomatic subjects.

Frequency of Topical Therapy Use
Of the total patients, 220 (68.1%) had experience 

with using topical therapy for UC. The topical therapy was 

TABLE 1.  Question Matters

Age   years
Sex □Male□Female
Height  cm
Weight  kg
Duration of disease  years
Smoking status □Present　□Past　□Never
Extent of disease □Rectal or Distal　□Extensive　□Unknown
History of intestinal resection □Yes　□Never
Occupation status □Full-time　□Part-time　□Student　□Housework　□Other 　□Unemployed
Therapeutic drug □Yes　□No (about each drug)
Visiting hospital □University hospital　□General hospital　□Clinic　□Not attending
Visiting frequency □Once every two weeks　□Once every month　□Once every 2 months  □Once 

every 3 months　□Less frequencies　□Not attending anywhere
Current level of satisfaction with the treatment □Very satisfied　□Satisfied　□Obscure　□Unsatisfied　□Very unsatisfied
Diarrhea/abdominal pain □Very mild　□Mild　□Obscure　□Severe　□Very severe
Bloody stools/mucous stools □None　□Rarely　□Sometimes　□Frequently
Past experience of topical therapy □Yes　□Never　(about each drug)
Frequency of use of topical therapy □Used on regular basis　□Used on demand　□Rarely used
Reason of never using treatment □Therapy was never prescribed by a physician　□Never felt that treatment was 

needed　□Hesitant to used anally administrate agents
Feasibility about each topical therapy □Very difficult　□Difficult　□Obscure　□Easy　□Very easy
Satisfaction about efficacy with each topical therapy □Very satisfied　□Satisfied　□Obscure　□Unsatisfied　□Very unsatisfied

https://academic.oup.com/crohnscolitis360/article-lookup/doi/10.1093/crocol/otaa030#supplementary-data
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administered on a regular basis in 36.8% of  the patients, only 
when needed in 38.6%, and rarely in 24.5% (Fig. 3). Among 
the 103 patients who had never used a topical therapy for 
UC, the reasons for not using such treatment were as fol-
lows: the patient had never been prescribed topical therapy 

by a physician (59.2%), had never felt that such treatment was 
necessary (35.9%), and was hesitant to use an anally admin-
istered agent (4.9%). Among 220 patients with experiences of 
topical therapy, 60 patients (27.3%) and 80 patients (36.4%) 
had bloody stools and mucous stools, respectively, at the time 
of  the survey. Of 103 patients without an experience of  top-
ical therapy, 20 (19.4%) had bloody stools and 27 (26.2%) had 
mucous stools. The frequencies of  bloody stool and mucous 
stool were not different according to the experience of  topical 
therapy.

Feasibility of Using Topical Therapy
Regarding the feasibility of the five topical therapy 

products available in Japan, 64.4% of the patients responded 
that budesonide foam was easy to use, which was a signif-
icantly higher rate than those for mesalazine suppository 
(43.6%), mesalazine enema (12.9%), and glucocorticoid enema 
(13.9%) use (P < 0.05; Fig. 4). As for the form of administra-
tion, 64.4%, 44.8%, and 14.9% of the patients responded that 
foam (budesonide foam), suppositories (mesalazine and gluco-
corticoid suppositories), and enemas (mesalazine and gluco-
corticoid enemas) were easiest to use, respectively; significant 
differences were observed among these rates (foam vs. suppos-
itory: P = 0.0302; foam vs. enema: P < 0.0001; suppository vs. 
enema: P < 0.0001; Fig. 4).

Satisfaction With Topical Therapy
Regarding treatment satisfaction, 68.9% of the patients 

were satisfied with budesonide foam, which was a significantly 
higher rate than those for mesalazine suppositories (44.6%), 
mesalazine enemas (30.2%), glucocorticoid enemas (36.1%), 
and glucocorticoid suppositories (41.9%; P < 0.05; Fig. 5).

According to the generic product name, 68.9% were 
satisfied with budesonide (budesonide foam), 36.9% with 
mesalazine (mesalazine suppositories and enemas), and 38.8% 
with glucocorticoids (glucocorticoid suppositories and en-
emas); a significant difference in satisfaction was observed be-
tween budesonide and mesalazine (P  =  0.0002) and between 
budesonide and glucocorticoids (P = 0.0009) but not between 
mesalazine and glucocorticoids (P = 0.8015; Fig. 6). According 
to the administration form, 68.9% of the patients were satisfied 
with using a foam (budesonide foam), 43.6% with suppositories 
(mesalazine and glucocorticoid suppositories), and 32.4% with 
enemas (mesalazine and glucocorticoid enemas); significant 
differences in satisfaction were observed among these forms 
(foam vs. suppository: P = 0.0045; foam vs. enema: P < 0.0001; 
suppository vs. enema: P = 0.0420; Fig. 7).

DISCUSSION
We previously reported the actual circumstances of treat-

ment for inflammatory bowel disease (IBD) and the correlations 
of treatment with quality of life and symptoms in IBD patients 

TABLE 2.  Demographics of the Patients

Number of patients 323
Sex (male) 71.2% (230/323)
Age (mean ± SD) 51.8 ± 12.3 years
Height (mean ± SD) 166.2 ± 8.1 cm
Weight (mean ± SD) 62.5 ± 12.5 kg
Disease duration (mean ± SD) 12.2 ± 9.3 years
Smoking habit  
　Current 13.0% (42/323)
　Past 38.7% (125/323)
　Never 48.3% (156/323)
Extent of disease  
　Rectal or distal 54.8% (177/323)
　Extensive 35.3% (114/323)
　Unknown 9.9% (32/323)
History of resection 6.8% (22/323)
Occupation status  
　Full-time 52.9% (171/323)
　Part-time 13.6% (44/323)
　Student 0% (0/323)
　Housework 2.2% (7/323)
　Other 4.0% (13/323)
　Unemployed 27.2% (88/323)
Current therapies  
　Infliximab 2.2% (7/323)
　Infliximab BS 0% (0/323)
　Adalimumab 2.2% (7/323)
　Golimumab 0.9% (3/323)
　Tofacitinib 0% (0/323)
　Vedolizumab 0.9% (3/323)
　Tacrolimus 0% (0/323)
　Azathioprine 10.8% (35/323)
　Oral glucocorticoid 6.5% (21/323)
　Oral mesalazine  
　　Time-dependent type 37.2% (120/323)
　　pH-dependent type 28.8% (93/323)
　　MMX type 15.8% (51/323)
　　Salazosulfapyridine 7.1% (23/323)
　Budesonide foam 3.7% (12/323)
　Mesalazine suppository 10.5% (34/323)
　Mesalazine enema 4.3% (14/323)
　Glucocorticoid enema 1.2% (4/323)
　Glucocorticoid suppository 1.2% (4/323)

BS, biosimilar, MMX, multimatrix.
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in Japan using a web-based questionnaire survey.2 There are not 
many reports available on the use of topical therapy for UC. 
Therefore, we decided to investigate the actual circumstances 
of the treatments, including topical therapies, for UC patients 
in Japan using a similar approach. For UC with localized le-
sions, both systemic and topical therapies are considered useful 
and are recommended by international, as well as Japanese, 
guidelines.5,6

In this survey, 68.1% of  the patients had experience 
with topical therapy use, and 21.1% were currently using the 
therapy. According to a study by Seibold et al7 conducted in 
Switzerland, 25.6% of  patients were currently using topical 
therapy for UC, which was similar to our rate. The patients 
who responded to our questionnaire reported being generally 
satisfied with their treatment, with good control of  their di-
arrhea and abdominal pain. However, more than 20% of  the 
patients still reported blood/mucus in their stools, suggesting 
that more patients should be using topical therapies. This 

recommendation is supported by our data that approximately 
20% of  patients without an experience of  topical therapy 
complained of  hematochezia.

Among the patients prescribed topical therapies, the 
frequency of treatment use was appropriate in 36.8%, only as 
needed in 38.6%, and rarely in 24.5%. According to a previous 
report,8 the level of adherence to IBD treatments was low and 
was associated with the rate of relapse. However, the adherence 
to topical therapies has not yet been evaluated in an actual clin-
ical setting, and patient adherence might be particularly low for 
topical therapies.

Among the topical therapies for UC, mesalazine suppos-
itory was approved in Japan in 2013,9 followed by budesonide 
foam in 2017.3,4 Mesalazine foam10–12 and budesonide en-
emas13–15 have not yet been approved in Japan. Of all the UC 
topical therapy types available in Japan, budesonide foam is the 
only product consisting of budesonide and the only one avail-
able as a foam, and it was rated highly by the patients in terms 
of both feasible use and satisfaction. Richter reported that the 
mesalazine suppository was the most commonly used product 
for local treatment.16 However, this may change in Japan in the 
future. In a multi-institutional collaborative open-label ran-
domized controlled trial, the efficacy of mesalazine enemas was 
significantly higher than that of budesonide enemas.17 However, 
only a limited amount of evidence is available from compara-
tive studies on the various products used for topical therapy 
for UC, and no study has compared budesonide foam with the 
other topical products.18,19 Although the efficacy and safety of 
budesonide foam have recently been reported,20–25 large-scale 
and high-quality comparisons on these products are needed in 
future studies.

FIGURE 1.  Presence of diarrhea and abdominal pain and level of satisfaction with treatment.

FIGURE 2.  Presence of blood/mucus in stools.
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There were three limitations to this survey. First, as this 
survey obtained responses via the internet, there may have been 
selection bias among the included patients. Furthermore, the 
patients comprised more males than females. However, we con-
sider that the selection bias was relatively low in this survey as 
the patient group was similar to UC populations in Japan and 

Asian studies26–29 in terms of sex ratio and age distribution, in 
general, and there was hardly any bias in the location of the 
responders. Second, there may be an issue with the accuracy 
of the responses considering that it was a web-based self-re-
port survey. Regarding web-based surveys on IBD, Randell 
et al30 reported consistency among the evaluations made by the 

FIGURE 3.  Frequency of topical therapy use. For each topical therapy, the administration method was assessed in the 220 patients who had any ex-
perience with topical therapy for UC. In the remaining 103 patients who had never used topical therapy, the reasons for not using such therapy are 
provided.

FIGURE 4.  Feasibility of using the different topical therapies. For five topical therapy products, the feasibility of use was assessed among the pa-
tients who had experience with these products. The percentages of patients who responded that treatment was easy to use (very easy or easy) were 
compared among the different treatment types. Statistically significant differences were observed for budesonide foam versus mesalazine supposi-
tory, mesalazine enema, and glucocorticoid enema (P < 0.05).
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patients and physicians of CCFA Partners, and Kelstrup et al 
also reported consistency between patient evaluations and med-
ical records in a web-based survey.31 Hence, the consistency of 
web-based surveys for IBD was considered to be relatively high, 
although consistency between the present survey results and 
medical records has not yet been verified. Third, the compari-
sons among the topical therapy products in this survey were 
subjective evaluations made by patients. Hence, rigorous and 
objective evaluations of disease activities were not performed, 
and the circumstances for use might have varied greatly for each 
product. This is a serious limitation. However, these data were 
obtained from an actual clinical setting and provide a compar-
ison of the various available topical therapies for UC, an area 
in which very few studies have been conducted.

Despite these limitations, this web-based survey revealed 
a high frequency of topical therapy use among Japanese pa-
tients with UC, although the adherence level was not very high. 
Among the topical therapy products approved for UC in Japan, 
budesonide foam, which became available recently, was rated 
highest by this patient group in terms of satisfaction and fea-
sible use.

SUPPLEMENTARY DATA
Supplementary data are available at Inflammatory Bowel 

Diseases online.
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