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Abstract
The Japan Gastroenterological Association published the first
version of its clinical guidelines for chronic constipation 2023.
Based on the latest evidence, these guidelines describe the
definition, classification, diagnostic criteria, diagnostic testing
methods, epidemiology, pathophysiology, and treatment of
chronic constipation. They include flowcharts for both diag-
nosis and treatment of chronic constipation. In the treatment
of chronic constipation, the first step involves differentiating

between secondary forms, such as organic disease-associated
constipation, systemic disease-associated constipation, and
drug-induced constipation. The next step is to determine
whether the chronic constipation stems from a motility dis-
order, a form of primary chronic constipation. For functional
constipation and constipation-predominant irritable bowel
syndrome, treatment should be initiated after evaluating
symptoms like reduced bowel movement frequency type or
defecation difficulty type. The first line of treatment includes
the improvement of lifestyle habits and diet therapy. The first
drugs to consider for oral treatment are osmotic laxatives. If
these are ineffective, secretagogues and ileal bile acid trans-
porter inhibitors are candidates. However, stimulant laxatives
are exclusively designated for as-needed use. Probiotics, bulk-
forming laxatives, prokinetics, and Kampomedicines, for which
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there is insufficient evidence, are considered alternative or
complementary therapy. Providing the best clinical strategies
for chronic constipation therapy in Japan, these clinical
guidelines for chronic constipation 2023 should prove useful
for its treatment worldwide. © 2024 The Author(s).

Published by S. Karger AG, Basel

Introduction

Chronic constipation is a common disease that not
only reduces quality of life (QOL) and social labor
productivity but has recently been shown to be associated
with long-term prognosis, leading to its recognition as an
important disease [1, 2]. In Japan, the following treat-
ments have been approved for chronic constipation
therapy (excluding constipation due to organic diseases):
the intestinal secretagogues lubiprostone and linaclotide;
the ileal bile acid transporter (IBAT) inhibitor elobixibat;
and the osmotic laxatives macrogol 4000 and lactulose
preparations. For general clinical practice, it was neces-
sary to create the guidelines promptly to incorporate new
knowledge and data into chronic constipation therapy.
Consequently, in January 2021, the Japan Gastroenter-
ological Association (JGA) decided to create clinical
guidelines for chronic constipation. Here we discuss the
first version of JGA Evidence-Based Clinical Guidelines
for Chronic Constipation 2023. The guidelines were
positively evaluated with the Appraisal of Guidelines for
Research and Evaluation II (AGREE II) tool [3].

Scope and Objective

These guidelines primarily aim to provide information
that aids in decision-making regarding treatment policies
and improving the QOL for patients with the common
disease of chronic constipation. Accordingly, these
guidelines organize and interpret currently available
evidence and provide recommendations for making
appropriate clinical decisions, based on patient values.
Furthermore, these guidelines are intended for physicians
and for health care workers, patients, and their families
involved in chronic constipation therapy, facilitating their
understanding of treatment protocol. By sharing the
information contained in these guidelines, our goal is to
provide a resource that will help promote mutual un-
derstanding among medical professionals, patients, and
their families regarding the treatment of chronic con-
stipation. The Guideline Development Committee de-
cided to classify the clinical questions as follows:

1. Background Question (BQ): for issues about which the
conclusion is already clear, and about which past
guidelines are in 100% agreement.

2. Clinical Question (CQ): major clinical issues. Questions
that can determine recommendations and evidence-based
standards through comprehensive literature searches, and
that influence the direction of medical treatment.

3. Future Research Question (FRQ): issues for which rec-
ommendations and evidence levels cannot be determined
through a comprehensive literature search (sufficient
evidence is not available for future research topics).
A total of 47 questions were formulated for these

guidelines: 15 CQs, 2 FRQs, and 30 BQs. The completed
questions were categorized as follows: four addressed the
definition, classification, and diagnostic criteria (1 CQ, 1
FRQ, 2 BQ); four addressed epidemiology (4 BQ); ten
addressed pathophysiology (4 CQ, 6 BQ); nine addressed
diagnostic testing (4 CQ, 5 BQ); and twenty addressed
medical therapy (6 CQ, 1 FRQ, 13 BQ).

Creation Process

An evidence search was performed using a systematic
method described in a previous report [4]. In short, we
searched the PubMed electronic database for articles pub-
lished in English from January 1983 to September 2021, and
the Igaku Chuo Zasshi (ICHUSHI) database for articles
published in Japanese. The evidence selection criteria were set
as follows: initial assessment A – systematic review, meta-
analysis, or randomized controlled trial (RCT); initial as-
sessment C – cohort study, or case-control study; initial
assessment D – case series, case report, and expert opinion.
Multiple articles were gathered from the literature and their
evidence levels ranked based bias risk and specific strengths.
The quality of evidence was evaluated as follows: A for high-
quality evidence, B for moderate-quality evidence, C for low-
quality evidence, and D for very low-quality evidence.
Subsequently, the strength of the recommendations was
determined using the Grading of Recommendations As-
sessment, Development and Evaluation (GRADE) system [5,
6]. The strength of the recommendation was evaluated on
four items: (1) certainty (strength) of evidence, (2) patient
wishes, (3) benefit and harm, and (4) cost evaluation.
Consensus was reached through voting using a modified
Delphi method, with decisions requiring 70% or more for
approval. If a conclusion could not be reached in the first
round, the results were made public, and the voting was
repeated after discussions considering the medical land-
scape in Japan. We determined recommendation strength
as either a strong recommendation or objection, or a weak
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recommendation or objection, and created evidence-based
statements and explanations for eachCQ.After the final draft
of the guidelines was evaluated by the guideline evaluation
committee and modified, it was disclosed to the members
from JGA, the Japanese Society of Gastroenterology, the
Japan Gastroenterological Endoscopy Society, and the Japan
Society of Coloproctology. Furthermore, through discussions
on public comments, the current guidelines were completed.

Main Text of the Japanese Chronic Constipation
Guidelines

Definition, Classification, and Diagnostic Criteria of
Chronic Constipation

CQ1-1. How is constipation defined? Furthermore,
how is chronic constipation defined?
• Constipation is defined as “a condition characterized
by one or both of the following: retention of feces that
should have been excreted from the colon, resulting in

lumpy or hard stools and decreased frequency of
spontaneous bowel movements; and/or experiencing
frustration during defecation leading to excessive
straining, sensation of incomplete evacuation, sensa-
tion of anorectal obstruction or blockage, and difficulty
in defecating.”

• Chronic constipation is defined as “a pathophysiology
where continued constipation interferes with daily life
and potentially causes a variety of diseases.”
Recommendation: n.a.
Evidence level: B
Comment: Constipation comes in two forms: either

stool produced in the colon cannot be properly
transported to the rectum or stool in the rectum cannot
be properly excreted. Constipation is a condition in
which colonic motility dysfunction prevents feces from
being properly transported to the rectum, resulting in
lumpy, hard stools, and a decrease in the frequency of
bowel movements. The feeling of being unable or in-
adequately able to appropriately defecate as a result of
the anorectal functional abnormality leads patients to

Fig. 1.Classification of chronic constipation. Chronic constipation
is classified into primary and secondary constipations. Primary
constipation includes functional constipation, constipation-
predominant IBS, and motility disorders (small/large intestine
type and anorectal type). Secondary constipation includes drug-

induced constipation (including OIC), systemic disease-associated
constipation, and organic disease-associated constipation. From
the viewpoint of symptoms, chronic constipation is classified into
“reduced bowel movement frequency type” and “defecation dif-
ficulty type.” IBS, irritable bowel syndrome.
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experience sensations of straining, sensations of in-
complete evacuation, sensations of anorectal obstruc-
tion, and difficulty in defecating [7–9]. Chronic con-
stipation, however, is a condition requiring medical
intervention because the continuous state of con-
stipation causes symptoms that affect activities of daily
life, including schoolwork, employment, and sleep, and
can cause various diseases beyond the gastrointestinal
tract, including increased risk of onset of coronary
heart disease [2] and neurodegenerative disease [10].
We believe it is significant that the definition of chronic
constipation states that it reduces QOL and labor
productivity and has the potential to affect long-term
prognosis.

BQ1-1. How is chronic constipation classified?
• For primary constipation, chronic constipation is
classified into functional constipation, constipation-
predominant irritable bowel syndrome (IBS-C), and
motility disorders (small/large intestine type and
anorectal type).

• For secondary constipation, chronic constipation is
classified into drug-induced constipation (including
opioid-induced constipation [OIC]), systemic disease-
associated constipation, and organic disease-associated
constipation. From the viewpoint of symptoms,
chronic constipation is classified into “reduced bowel
movement frequency type” and “defecation difficulty
type.”
Comment: Disorders of gut-brain interaction

(DGBI, former functional gastrointestinal disorders)
that cause chronic constipation are functional con-
stipation and IBS-C, which can be considered diseases
on a continuous spectrum [11]. In these guidelines,

constipation caused by gastrointestinal motility dis-
orders, such as chronic intestinal pseudo-obstruction
and rectal intussusception, are classified as motility
disorders (small/large intestine type and anorectal
type), and further classified along with DGBI as a
primary constipation. Secondary constipation is clas-
sified into drug-induced constipation, such as OIC;
systemic disease-associated constipation, as from dia-
betes mellitus and sclerosis; and organic disease-
associated constipation, as with colorectal cancer.
Functional constipation and IBS-C are classified into
normal-transit constipation or slow-transit con-
stipation (STC), and functional defecation disorders
may coexist with either of them [11] (Fig. 1).

BQ1-2. What are the diagnostic criteria for chronic
constipation?

Chronic constipation is diagnosed according to Rome
IV criteria by assessing constipation-related quantitative
signs (stool form, frequency of bowel movements) and
defecation-related subjective symptoms (sensations of
straining, sensation of incomplete evacuation, sensations
of anorectal obstruction/blockage, and manual assistance
required).

Comment: The diagnostic criteria for chronic con-
stipation align with the definition in the Rome IV criteria
[11]. However, these guidelines take a unique approach
by classifying the six items proposed in the Rome IV
criteria into two groups: constipation-related quantitative
signs (stool form and frequency of bowel movements)
and defecation-related subjective symptoms (anger,
sensation of incomplete evacuation, sensation of ano-
rectal obstruction/difficulty, manual assistance required).
If two or more of the six items are present, constipation is

Table 1. Diagnostic criteria for chronic constipation based on Rome IV criteria with modifications

1. Diagnostic criteria for “Constipation”
Must include 2 or more of the following
Constipation-related quantitative signs
QS1 Lumpy or hard stools (BSFS 1–2) more than one-fourth (25%) of defecations
QS2 Fewer than 3 spontaneous bowel movements per week

Defecation-related subjective symptoms
SS1 Straining more than one-fourth (25%) of defecations
SS2 Sensation of incomplete evacuation more than one-fourth (25%) of defecations
SS3 Sensation of anorectal obstruction/blockage more than one-fourth (25%) of defecations
SS4 Manual maneuvers to facilitate more than one-fourth (25%) of defecations

2. Diagnostic criteria for “Chronic”
Criteria fulfilled for the last 3 months with symptom onset at least 6 months prior to diagnosis
In general clinical practice, the application of these criteria is left to the discretion of the attending doctor

Lacy BE 2016 [11].
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diagnosed. While constipation-related quantitative signs
indicate “feces that should have been excreted become
stuck in the colon, resulting in lumpy or hard stools and
decreased frequency of spontaneous bowel movements,”
defecation-related subjective symptoms pertain to the
“feeling of frustration during defecation leading to ex-
cessive straining, sensation of incomplete evacuation,
sensation of anorectal obstruction/blockage, and diffi-
culty in defecating.” The academic criteria for a chronic
diagnosis based on the Rome IV criteria are that the
patient has had symptoms for 6 months and has met the
criteria for constipation for the past 3 months. However,
the application of these criteria is left to the discretion of
the attending doctor in general clinical practice (shown in
Table 1).

FRQ1-1. How is refractory chronic constipation
defined?

While there is no official definition, the current
standard is “chronic constipation that does not show
sufficient improvement despite appropriate treatment
based on pathophysiology.”

Comment: No specification exists in the Rome criteria,
and currently, there is no official definition. One study
has defined it as “inadequate improvement in con-
stipation evaluated with an objective scale despite ade-
quate therapy (i.e., pharmacological and/or behavioral)
that is based on the underlying pathophysiology of
constipation,” [12]. However, in a recent meta-analysis,
the authors consider “suboptimal response to manage-
ment” to be “refractory” but conclude there is no clear
“consensus on the choice of drug, order of usage, and
dosage or treatment duration” [13]. In the field of pe-
diatrics, guidelines from ESPGHAN (European Society
for Pediatric Gastroenterology, Hepatology, and Nutri-
tion) and NASPGHAN (North American Society for
Pediatric Gastroenterology, Hepatology, and Nutrition)
define “intractable constipation” as “Constipation not
responding to optimal conventional treatment for at least
3 months” [14].

Epidemiology

BQ2-1. What is the prevalence of chronic
constipation?

The prevalence of chronic constipation, including
functional constipation and IBS-C, is estimated to be
approximately 10–15%, although there are variations.

Comment: An internet survey conducted on 10,000
ordinary people in Japan between the ages of 20 and 69
found the prevalence of chronic constipation to be 4.4%
according to Rome IV criteria, and 38% according to

the criteria in the chronic constipation guidelines 2017
[15]. A large-scale internet survey (n = 54,127) using
Rome IV criteria conducted simultaneously in 33
countries found the prevalence of functional con-
stipation to be 11.7% (95% CI: 11.4–12.0), while in
Japan it was 16.6% (95% CI: 15.1−18.0) [16]. Fur-
thermore, a meta-analysis using 45 studies (n =
275,260) revealed the prevalence of functional con-
stipation to be 10.4% (95% CI: 6.5–14.9) using Rome III
criteria and 10.1% (95% CI 8.7−11.6) using Rome IV,
with a higher prevalence among women [17]. The
prevalence varies by country and region and by the
diagnostic criteria used. The study stated that it is
necessary to consider factors such as the environment,
ethnicity, diet, and genetics.

BQ2-2. What is the risk of onset of chronic
constipation?

Background factors and risk of onset for chronic
constipation include: gender (female), decreased physical
activity, low subjective health, certain underlying diseases
(such as mental illness or neurological disease), history of
abdominal surgery, and certain drugs.

Comment: Chronic constipation is more common in
women, with a global systematic review reporting a
female/male ratio of 2.22 [18]. Moreover, multiple epi-
demiological surveys have shown that decreased physical
activity [19] and a history of abdominal surgery in the
anorectal area or gynecological area increase the risk of
developing chronic constipation [20–23]. Moreover, it
has been shown to be associated with certain underlying
diseases, aging, and certain drugs [24]. However, there is
currently a lack of evidence regarding its relationship with
obesity, dietary habits, such as reduced dietary fiber and
water intake, and socioeconomic status, such as income
and education levels.

BQ2-3. Does chronic constipation decrease QOL?
Chronic constipation reduces QOL.
Comment: SF-36 and SF-12, two comprehensive

scales for health-related QOL, report that patients with
chronic constipation experience decreased QOL
compared to that in healthy people [25]. A large-scale
survey of Japanese people using a database reported
that the QOL and labor productivity of patients with
chronic constipation declined significantly, leading to
an annual economic loss of approximately 1.22 million
yen [26]. The Patient Assessment of Constipation
Quality of Life (PAC-QOL) questionnaire, a disease-
specific measure for chronic constipation whose Jap-
anese version had its reliability and validity verified
[27], revealed a relationship between PAC-QOL and
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stool form, with type 4 of the Bristol Stool Form Scale
(BSFS) showing the highest QOL score [28].

BQ2-4. Does chronic constipation affect long-term
prognosis?

Because chronic constipation is associated with an
increased risk of cardiovascular disease and death and
an increased risk of onset for Parkinson’s and renal
disease, there is a possibility it could affect long-term
prognosis.

Comment: Excessive “straining” during defecation can
put a load on the circulatory system [29]. Additionally, in
chronic constipation, dysbiosis causes changes in intes-
tinal metabolites, which may be involved in the devel-
opment of various diseases [30]. Although constipation
has been reported to increase the risk of cardiovascular
events such as coronary artery disease, angina pectoris,
myocardial infarction, coronary revascularization pro-
cedures, and ischemic cerebrovascular accident [2, 31,
32], there have been conflicting results [33]. Patients with
constipation are at increased risk of developing Parkin-
son’s disease, chronic kidney disease, and end-stage renal
disease [10, 34]. Constipation may increase the risk of
developing colorectal cancer because bile acids, which are
carcinogenic, have a prolonged contact with the intestinal
mucosa [35]. However, the contribution of chronic
constipation to the incidence of colorectal cancer is
controversial, given the conflicting results reported [36].

Pathophysiology

CQ3-1. Is small intestinal function involved in the
pathophysiology of chronic constipation?

Small intestine dysmotility can be observed in patients
with chronic constipation; however, such dysmotility is
unlikely to affect small intestinal transit time. Small in-
testine dysmotility may be partly involved in the path-
ophysiology of chronic constipation.

Recommendation: n.a.
Evidence level: C
Comment: Studies using small intestinal manometry

have shown that, compared to that in healthy partic-
ipants, patients with STC often have abnormal mi-
grating motor complexes in the proximal jejunum and
terminal ileum [37–40]. In a prospective study using a
wireless motility capsule, Rao et al. [41] showed that the
small intestine transit time of patients with STC was
approximately 4 h, which was the same as that of
healthy participants. However, a study using scintig-
raphy showed that the small intestinal transit time of
patients with STC was longer than that of healthy
participants [42]. A study using radiopaque markers

demonstrated that approximately 20% of both patients
with constipation and patients with diarrhea had
prolonged small intestinal transit time [43]. This
finding suggests that small intestinal transit time may
be involved in the pathophysiology of constipation, but
further research is needed.

BQ3-1. Is colonic function involved in the patho-
physiology of chronic constipation?

Colon dysfunction, represented by changes in colonic
sensation and decreased colonic motility, is involved in
the pathophysiology of chronic constipation.

Comment: The colon absorbs water and sodium,
producing stool and transporting it to the rectum. The
sensation and movement of the colon facilitated by the
vagus nerve and sacral parasympathetic outflow is integral
in this process. Colonic motor activity consists of seg-
mental contractions and propagated contractions. These
coordinated movements regulate absorption and transport
[44]. Additionally, periodic rectal motor activity is ob-
served in the rectosigmoid portion of the rectum, which
increases during sleep and prevents stool and intestinal gas
from flowing into the rectum. When propagated con-
tractions increase after waking or eating, stool flows into
the rectum and promotes defecation [44]. Impairment of
any of these steps will cause constipation. After accounting
for the pathophysiology, constipation is classified as DGBI
based on colorectal transit time into normal-transit con-
stipation or STC. Functional defecation disorders may
coexist with either of them. However, it has been reported
that the above activities and responses are significantly
decreased in STC, in particular [44].

BQ3-2. Is anorectal function involved in the path-
ophysiology of chronic constipation?

Anorectal dysfunction, including decreased rectal
sensation and dyssynergic defecation, is involved in
chronic constipation.

Comment: Transporting feces stored in the sigmoid
colon to the rectum expands the rectal wall, and when this
stimulation is transmitted to the cerebral cortex via the
sacral nerve, the urge to defecate is felt. Additionally, due
to the rectoanal reflex caused by the stretching of the
rectal wall by feces, a portion of the rectal contents ap-
proaches the dentate line, where the rectal contents are
sensed and the characteristics (solid, liquid, gas) are
discerned by a sampling function. This capacity to per-
ceive this sequence leads to the action of defecation [45].
At this point, as the rectum itself responsively contracts to
defecate, simultaneously the diaphragm and trunk
muscles voluntarily contract to increase intra-abdominal
pressure, which in turn increases intra-rectal pressure and
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relaxes the pelvic floor muscles (puborectalis and external
anal sphincter) to excrete stool. This unconscious
movement, involving contraction of the trunk muscles
and the relaxation of the pelvic floor muscles, is called
rectoanal coordination. Impairment of any of these
anorectal functions will inhibit fecal excretion from the
rectum.

CQ3-2. Is rectal sensation (urge to defecate) involved
in the pathophysiology of chronic constipation?

Increased rectal sensory threshold (loss of urge to
defecate) is involved in the pathophysiology of chronic
constipation.

Recommendation: n.a.
Evidence level: A
Comment: A large-scale internet survey showed that

many patients with chronic constipation have lost the
urge to defecate [46]. Additionally, a study of a large
number of patients with intractable functional con-
stipation observed rectal hypesthesia in 25% of pa-
tients, which was shown to be associated with the se-
verity of constipation [47]. To comfortably excrete
feces, the appropriate sensation of fecal masses that
have been transported to the rectum by colonic
movements (= feel the urge to defecate) and quick
performance of defecation are essential. Hence, the
rectal sensory threshold must be normal during the
final stage of defecation [48].

BQ3-3. Are there any underlying diseases that are
secondary causes of chronic constipation?

Multiple underlying diseases can cause chronic
constipation.

Comment: Multiple underlying diseases can cause
chronic constipation. Among endocrine/metabolic dis-
eases, diabetes mellitus and hypothyroidism have been
reported to cause chronic constipation [49]. Among
mental illnesses, chronic constipation is reported to be
common in depression and schizophrenia [50]. As for
neurodegenerative diseases, Parkinson’s disease has been
reported to be associated with chronic constipation [51].
Systemic sclerosis frequently causes constipation, re-
quiring caution due to decreased small intestinal peri-
stalsis which may result in chronic intestinal pseudo-
obstruction, a disease associated with a poor prognosis.
Furthermore, patients on dialysis are reported to have a
high incidence of constipation [52].

BQ3-4. Does aging contribute to chronic
constipation?

Aging contributes to chronic constipation, with the
prevalence of chronic constipation increasing with age.

The causative factors are manifold, including aging-
related decreases in the intestinal smooth muscle con-
tractility and neurological activity responsible for peri-
stalsis, decreased rectal sensation, and altered anorectal
function, along with changes in living environment.

Comment: With aging, there is a decrease in the
neurotransmitters responsible for intestinal peristalsis
and decrease in intestinal smooth muscle contractility
due to acetylcholine. This age-related decrease in re-
sponsiveness of intestinal smooth muscle contractility to
acetylcholine results from impairment of smooth muscle
intracellular signal transduction pathways [53]. Addi-
tionally, it has been reported that nerve cells of Auer-
bach’s plexus degenerate with age, with a tendency for a
decrease in the number of normal ganglia [54]. Con-
cerning anorectal function, the rectal sensation threshold
tends to be higher in the older adults than that in younger
people, suggesting that impairment of rectal sensation
progresses with age, leading to onset of chronic
constipation.

BQ3-5. Are there any drugs that cause chronic
constipation?

Many drugs cause chronic constipation.
Comment: Numerous drugs cause chronic con-

stipation, with anticholinergic drugs, psychotropic drugs,
and opioids being popular examples. Among these,
opioids frequently cause constipation by suppressing
intestinal smooth muscle contractions, peristalsis, and
intestinal fluid secretion [55–58]. Parkinson’s disease can
induce constipation due to autonomic neuropathy;
however, caution is required as anti-Parkinson’s drug
therapy can exacerbate constipation by increasing do-
pamine activity and decreasing acetylcholine activity [59,
60]. Other drugs that can cause constipation include
anticancer drugs such as plant alkaloids and taxanes,
calcium channel blockers, diuretics, aluminum-
containing gastric antacids, adsorbents, and anion ex-
change resins [61–64].

BQ3-6. Do psychological abnormalities contribute
to the pathophysiology of chronic constipation?

Many patients with chronic constipation have higher
scores for psychological abnormalities such as depression
and anxiety than those in healthy people, suggesting that
psychological abnormalities are involved in the patho-
physiology of chronic constipation.

Comment: Patients with chronic constipation have
been shown to have psychological abnormalities such as
depression and anxiety [65, 66]. A systematic review
showed that the decline in QOL due to chronic con-
stipation was more pronounced on psychological items
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than on physical items [67]. Another study reported that
patients with functional constipation have significantly
higher values on the Self-Rating Anxiety Scale (SAS) [68].
An internet survey conducted in Japan using the BSFS
revealed that participants with stool forms other than
type 4 had higher anxiety and depression scores than
those with type 4 [28]. Furthermore, the severity of
constipation has been demonstrated to correlate with the
severity of depression and negatively impact both mental
and physical QOL [69].

CQ3-3. Are intestinal bacteria involved in the
pathophysiology of chronic constipation?

Intestinal bacteria are involved in the pathophysiology
of chronic constipation.

Recommendation: n.a.
Evidence level: C
Comment: Studies comparing the intestinal bacteria of

patients with chronic constipation (functional con-
stipation) and healthy adults have shown that there are
significant differences in the balance of intestinal bacteria
between the two groups [70]. However, there is variability
in the occupancy rate of specific intestinal bacteria varies
across studies, and no consensus has been reached. The
mechanisms through which intestinal bacteria are be-
lieved to contribute to chronic constipation include (1)
the composition of intestinal bacteria contributing to
stool hardness [71]; (2) short-chain fatty acids produced
by intestinal bacteria influencing nerve activity to stim-
ulate production of polypeptide YY [72], and impacting
enterochromaffin cells to enhance serotonin production,
which regulates intestinal motility [73]; (3) involvement
of intestinal bacteria in bile acid metabolism, affecting
enterochromaffin cells to induce serotonin and calcitonin
gene-related peptides, which in turn affects intestinal
motility [74, 75]; (4) intestinal bacteria are involved in
intestinal permeability [76]; and (5) methane-producing
bacteria contribute to intestinal motility [77]. Further-
more, given that studies have reported symptoms can be
improved by treatments related to intestinal bacteria,
including symbiotic [78], prebiotics (BQ5-02), probiotics
(BQ5-03), and fecal transplants [79], intestinal bacteria
are likely to play a role in the pathophysiology of chronic
constipation.

CQ3-4. What functional gastrointestinal disorders
overlap with chronic constipation?

Functional dyspepsia (FD) and gastroesophageal re-
flux disease (GERD) can overlap with chronic
constipation.

Recommendation: n.a.
Evidence level: B

Comment: A multicenter study conducted by the
Rome Committee, using a questionnaire based on the
Rome IV criteria, reported that 22% of functional con-
stipation cases were complicated by FD [80], while a
Japanese study reported that functional constipation is a
complication in 13.8% of FD cases [81].

A Japanese study using an internet survey on com-
plications of chronic constipation reported a complica-
tion rate of GERD as 56.7%, while 26% of these partic-
ipants used oral laxatives [15]. Many studies from other
countries reported about the complications of chronic
constipation, FD, and GERD [82–84]. These findings
suggest an association between FD and GERD with
chronic constipation.

Diagnostic Tests

BQ4-1. What medical questionnaires are useful for
determining the treatment approach for chronic
constipation?

Several questionnaires have been devised for chronic
constipation therapy, but it is unclear which one is useful.

Comment: Several types of medical questionnaires
have been developed in Europe and America [85, 86], a
few of which have been translated into Japanese [87].
However, it is difficult to ascertain the commonly used
type of questionnaire in general clinical practice in Japan.
Any general comparison between the various question-
naires is complicated by the fact that their intended uses
are different, and the characteristics of chronic con-
stipation in Westerners and Japanese people are not
necessarily the same. Going forward, the development of
questionnaires is suited to the realities facing Japanese
people.

BQ4-2. What physical examinations are useful for
determining the treatment approach for chronic
constipation?

Physical examinations useful for treating chronic
constipation include abdominal examination (visual ex-
amination, auscultation, percussion, and palpation) and
rectoanal examination (visual examination and digital
rectal examination).

Comment: Abdominal examination (visual exami-
nation, auscultation, percussion, palpation) enable phy-
sicians to assess abdominal swelling, variation in loudness
of intestinal peristaltic sounds, presence and location of
tympanic sounds, and tenderness or the presence of
masses. If there are symptoms of difficulty in defecating,
perform a visual examination of the rectum to check for
anal prolapse and stool leakage, and then perform a
manual anorectal examination. Subsequently, examine
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the patient for the presence of anal stenosis, fecal masses,
lumps, and blood adhesion. The contractile function of
the internal anal sphincter can be determined by the
tightness of the anus at rest, while the contractile function
of the puborectalis and external anal sphincter can be
determined by the tightness of the anus during con-
traction. Moreover, it is possible to detect the presence of
paradoxical puborectalis contractions, in which the anal
canal does not relax even though the patient engages in
the action of defecation (straining). This is a sign of pelvic
floor motor dysfunction. Physical examinations can help
diagnose the presence of organic disease-associated
constipation and defecation disorders.

BQ4-3. What tests are appropriate for determining
the treatment approach for chronic constipation?

Underlying disease and pathophysiology are inferred
from medical interviews and physical examinations,
while the need for blood tests, colonoscopies, and
abdominal/intestinal X-rays to differentiate secondary
constipation is determined on an individual basis and
implemented.

Comment: If anemia is shown on complete blood
count, malignant disease should be considered [8].
Biochemical tests for blood sugar, thyroid function tests
(free T4, TSH), and serum calcium measurements are
used to differentiate between endocrine and metabolic
diseases, such as diabetic neuropathy, hypothyroidism,
and hyperparathyroidism [88–90]. Fecal occult blood
testing is a useful screening test for colorectal cancer [91].
Colonoscopy is useful for differentiating constipation
resulting from organic disease-associated constipation
linked to neoplastic and inflammatory diseases. In par-
ticular, patients with warning symptoms, risk factors, or
abnormalities on laboratory test results should undergo
colonoscopy [89]. However, the prevalence of neoplastic
diseases at colonoscopy in patients with chronic con-
stipation is similar to that in asymptomatic patients [92].
Abdominal X-ray examination is useful for distinguishing
intestinal obstruction and colonic volvulus, while barium
enema is used to exclude organic disease-associated
constipation.

CQ4-1.What are the warning symptoms and signs of
chronic constipation?

Symptom and sign indicative of organic disease in-
clude rapid changes in bowel habits, bloody stools, un-
expected weight loss of 3 kg or more within 6 months,
fever, joint pain, and abnormal physical findings (pal-
pation of abdominal masses, abdominal undulations,
palpation of masses or blood adhesion via rectal
examination, etc.).

Recommendation: n.a.
Evidence level: B
Comment: In patients with “warning symptoms and

signs” of chronic constipation, the possibility of sec-
ondary constipation resulting from organic diseases, such
as neoplastic and inflammatory diseases, must be con-
sidered [88–90]. In addition, “risk factors” for chronic
constipation include onset at age 50 or older and a
personal or family history of organic colorectal disease
[90]. Colonoscopy (or barium enema) is required if any of
the following is observed: “warning symptoms and signs,”
“risk factors,” or “abnormal findings on routine clinical
tests.”

CQ4-2. Is external ultrasound examination useful in
the pathophysiological and functional evaluation of
chronic constipation?

Although there are few studies on the clinical appli-
cation of external ultrasonography to the pathophysio-
logical and functional evaluation of chronic constipation,
it may be useful and we recommend its use.

Strength of recommendation: Weak
Evidence level: B
Agreement rate: 96%
Comment: Due to recent improvements in equip-

ment performance, the clinical application of external
ultrasound testing to gastrointestinal diseases is at-
tracting attention for being noninvasive, low-cost,
simple, and repeatable. Several studies exist on the
clinical application of external ultrasound examination
to the treatment of chronic constipation [93–95].
Chronic constipation therapy involves physicians and
multidisciplinary staff, including co-medical staff.
Furthermore, since many patients with chronic con-
stipation are older adults, we expect treatment for
chronic constipation will come to be based on patho-
physiological and functional evaluations using the
noninvasive, simple, and repeatable testing method of
external ultrasound.

CQ4-3. Is the radiopaquemarker technique useful in
the pathophysiological and functional evaluation of
chronic constipation?

The radiopaque marker technique is useful in the
pathophysiological and functional evaluation of chronic
constipation, and its use is recommended.

Strength of recommendation: Strong
Evidence level: B
Agreemnet rate: 74%
Comment: The radiopaque marker technique is

established as a clinical significant colonic transit time
testing method and is the most widely used technique
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worldwide [96], with SITZMARKSⓇ being the repre-
sentative marker technique. Strictly speaking, the ra-
diopaque marker technique is a total gastrointestinal
transit time test, because it evaluates the time from oral
ingestion of the marker to expulsion from the anus. The
instruction manual for SITZMARKSⓇ states that “It is
normal for 80% or more of the markers to be excreted
on the 5th day after ingestion.” A study on Japanese
participants demonstrated the safety, tolerability, and
efficacy of the radiopaque marker technique [97].
However, as of August 2022, the use of SITZMARKSⓇ

in the marker technique has not been approved in
Japan.

CQ4-4. Is MRI/CT useful in the pathological and
functional evaluation of chronic constipation?

Although few studies have evaluated the use of MRI/
CT in the pathophysiological and functional evaluation of
chronic constipation, these tests are used in general
clinical practice to evaluate intestinal dilatation and the
presence of stool; therefore, we believe they can be useful
when implemented in an appropriate manner.

Strength of recommendation: Weak
Evidence level: B
Agreement rate: 96%
Comment: In general clinical practice, MRI and CT

are often used in clinical practice of constipation [98].
Morphological abnormalities of the sigmoid colon were
frequently observed in colorectal CT scans of IBS patients
[99]. MRI has shown that increased lumen diameter is
associated with indicators of constipation [100]. Colonic
contents measured by MRI were significantly higher in
the constipated group even after psyllium stimulation
[101]. Cine MRI of the fed state enabled dynamic eval-
uation of small intestinal motility [102] and total colonic
transit time [103]. MRI defecography has been useful in
the diagnosis of anatomical abnormalities of the pelvic
floor and for dynamic findings of anatomical abnor-
malities and motor dysfunction, such as rectocele, rectal
intussusception, atrophic external anal sphincter, and
pelvic dysfunction [104]. Standardization of test methods,
definition of true abnormalities, and optimal cutoffs
(from the viewpoint of anatomy and discharge disorders)
must be determined internationally, and standardized
data on languages used, techniques, evaluation methods
must be gathered.

BQ4-4. Is defecography useful in the pathophysio-
logical and functional evaluation of chronic
constipation?

While defecography is useful in the pathophysiological
and functional evaluation of chronic constipation, it

should be implemented together with other functional
tests.

Comment: X-ray defecography is a test that uses
pseudo-stool to video record and analyze anorectal
movement of the rectum and anus under X-ray fluo-
roscopy, and it can be used to obtain information about
anatomical abnormalities, such as rectoceles and rectal
intussusceptions, and dynamic changes, such as
changes in anorectal angle and coordination dys-
function during defecation, and it can be used to
measure the presence and the size of a rectocele. This
information is needed to determine whether surgery is
appropriate, and it is generally performed when the
anorectal manometry results do not match the results
of other tests, i.e., clinical findings or balloon evacu-
ation tests, or when rectocele is strongly suspected
[105]. MRI defecography is another noninvasive test
that does not involve radiation exposure.

BQ4-5. Is anorectal manometry (including balloon
expulsion test) useful in the pathophysiological and
functional evaluation of chronic constipation?

Anorectal manometry (including balloon expulsion
test) is useful in the pathological and functional evalu-
ation of chronic constipation.

Comment: Anorectal manometry is useful for evalu-
ating anal sphincter function and defecation ability.
Additionally, a balloon can be placed in the rectum to
evaluate rectoanal reflexes, rectal sensation, and fecal
storage capacity. Often in defecation disorders, when
resting pressure is above the normal range, then rectal
sensation is decreased, and maximum tolerated capacity
is increased [106–108]. Methods for evaluating test values
have not been standardized, limiting the diagnostic ca-
pacity of manometry alone [107, 109]. Balloon expulsion
test is a useful test method that uses a water-filled balloon
placed in the rectum to evaluate anorectal defecation
function [106, 107, 110], and it is a simple test for ob-
jectively diagnosing functional defecation disorders, such
as pelvic floor dysfunction. However, the test methods
and evaluation methods have not been standard-
ized [107].

Treatments

BQ5-1. What is the objective of chronic constipation
therapy?

The objective of chronic constipation therapy is to
achieve and maintain a state of complete spontaneous
bowel movements, thereby improving QOL.

Comment: Chronic constipation is a pathophysiology
where continued constipation interferes with daily life
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and potentially causes various health problems. There-
fore, constipation-related quantitative signs (stool form,
frequency of bowel movements) and defecation-related
subjective symptoms (feeling of straining, sensations of
incomplete evacuation, sensation of anorectal
obstruction/blockage, and manual assistance required)
are taken into account [11]. Moreover, in addition to
significantly reducing physical and mental health-related
QOL, chronic constipation symptoms reduce labor
productivity [111]. Hence, the objective of therapy is to
achieve a condition where constipation-related quanti-
tative signs and defecation-related subjective symptoms
are under control (complete spontaneous bowel move-
ments) and to maintain that condition, thereby
improving QOL.

BQ5-2. Are improvements to lifestyle habits, dietary
guidance, and diet therapy effective for chronic
constipation?

Improvements to lifestyle habits, dietary guidance, and
dietary therapy are effective for chronic constipation.

Comment: Among fermentable dietary fibers, par-
tially hydrolyzed guar gum has been well studied in
Japan. Moreover, it significantly increases the fre-
quency of bowel movements in chronic constipation
[112–114] and reduces the amount of laxatives used
[115]. A RCT in which patients with chronic con-
stipation ingested kiwifruit, prunes, and psyllium was
observed that all foods increased both the spontaneous
bowel movement rate and frequency of bowel move-
ments to the same degree, indicating their effectiveness
against chronic constipation [116]. A meta-analysis of
the effectiveness of exercise therapy for chronic con-
stipation reported that aerobic exercise is particularly
effective in improving symptoms [117]. However, four
reports comparing water intake between chronic
constipation and control groups observed no difference
between the two groups [118]; thus, the efficacy of

water intake for chronic constipation has not been
demonstrated [119].

BQ5-3. Are probiotics effective for chronic
constipation?

Certain probiotics are effective in increasing the fre-
quency of bowel movements and improving abdominal
symptoms in patients with chronic constipation.

Comment: In clinical trials on probiotics for
chronic constipation conducted in Japan and abroad,
the following were shown to significantly increase the
frequency of bowel movements in patients with
chronic constipation: Lactobacillus casei strain Shirota
[120, 121], Bifidobacterium lactis [122], Bifidobacte-
rium animalis [123], Lactobacillus reuteri [124],
Lactococcus lactis [125], Lactobacillus plantarum
[126], and Bifidobacterium bifidum G9-1 [127]. Ad-
ditionally, multiple meta-analyses of RCTs on chronic
constipation have shown that probiotics can be used
safely, increase frequency of bowel movements, im-
prove abdominal symptoms associated with con-
stipation, and contribute to shortening colonic transit
time [128–133].

BQ5-4. Are bulk-forming laxatives effective for
chronic constipation?

Bulk-forming laxatives are effective for chronic
constipation.

Comment: Bulk-forming laxatives, such as carbox-
ymethyl cellulose and calcium polycarbophil, act simi-
larly to dietary fiber. They are not digested and absorbed
in the gastrointestinal tract but instead facilitate increase
in water volume, enhancing stool form and increasing
stool volume, thereby promoting spontaneous bowel
movements. In 2011, the World Gastroenterology Or-
ganization (WGO) assigned these compounds a low
therapeutic drug evidence grade and recommendation
level, categorized as evidence grade III and recommen-
dation level C [134]. While there is a scarcity of high-
quality studies examining the effects of either compound
on chronic constipation, numerous reports highlight
their efficacy for IBS-C [135]. Moreover, a few recent
studies suggest their usefulness for chronic constipation
[136, 137].

CQ5-1. Are osmotic laxatives effective for chronic
constipation?

Osmotic laxatives are effective for chronic con-
stipation and are recommended for use. However,
when administering salt laxatives containing magne-
sium, periodic serum magnesium measurements are
recommended.

Table 2. Classification of osmotic laxatives

Saline laxatives Magnesium oxide
Magnesium citrate
Magnesium hydroxide
Magnesium sulfate

Sugar laxatives Lactulose
D-Sorbitol
Lactitol

Stool softener Docusate sodium

High molecular weight compounds Polyethylene glycol
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Strength of recommendation: Strong
Evidence level: A
Agreement rate: 100%
Comment: The classification is shown in Table 2.

These drugs secrete water into the intestines using os-
motic pressure [138].
1. Saline laxatives: magnesium oxide has been shown to

be effective in RCTs [139–141]. Care must be taken
when administering this drug to the older adults and
people with impaired renal function. Serum magne-
sium measurements and the development of hyper-
magnesemia symptoms should be monitored as ap-
propriate [142–144]. Additionally, appropriate cau-
tion should be exercised with concomitant drugs such
as proton pump inhibitors [145].

2. Sugar laxatives: monosaccharide and disaccharide are
osmotic agents effective for promoting spontaneous
bowel movements [146, 147].

3. Stool softener: dioctyl sodium sulfosuccinate works by
reducing the surface tension via surfactant action.
While it has few side effects and no tolerance, its action
is weak and it is typically used in combination with
bulk-forming and stimulant laxatives.

4. High molecular weight compounds: polyethylene
glycol, which has been available for prescription since
2018 in Japan [148], maintains osmotic pressure in a
dose-dependent manner [149] and can be adminis-
tered to children (2 years and older) [150].
As described above, osmotic laxatives are effective

[151], and their position as drugs with novel mechanisms
of action is likely to become clearer in the future.

BQ5-5. Are stimulant laxatives effective for chronic
constipation?

Stimulant laxatives are effective for chronic con-
stipation. To avoid tolerance and habituation, limit use to

the minimum necessary, a single dose if possible, or over
as a short period of time as possible.

Comment: Stimulant laxatives include anthraquinones
and diphenyls [152, 153]. The efficacy of diphenyl drugs has
been demonstrated by a small number of RCTs conducted
overseas [154, 155]. Meanwhile, a Japanese RCT showed
that 4 weeks of therapy with senna, an anthraquinone drug,
significantly improved spontaneous bowel movements
frequency, stool form, and Patient Assessment of Con-
stipation Quality of Life (PAC-QOL) compared to those in
placebo [141]. Stimulant laxatives are effective within a few
hours, but caution is required as they may cause electrolyte
abnormalities, such as watery diarrhea, and abdominal pain
and dehydration [156]. In addition, long-term use may lead
to tolerance and habituation; therefore, they should be
prescribed with caution [157].

CQ5-2. Are intestinal secretagogues effective for
chronic constipation?

Intestinal secretagogues are effective for chronic
constipation, and their administration is recommended.

Strength of recommendation: Strong
Evidence level: A
Agreement rate: 100%
Comment: In Japan, the intestinal secretagogue

lubiprostone was introduced in 2012, followed by
linaclotide in 2017 for chronic constipation therapy.
In small intestinal mucosal epithelial cells, lubipro-
stone activates chloride channels while linaclotide
activates guanylyl cyclase C-receptors, thereby pro-
moting water secretion and demonstrating a laxative
effect. To date, three RCTs on the therapeutic effects
of lubiprostone for chronic constipation [158–160]
along with a meta-analysis (targeting RCTs lasting
4 weeks or longer and analyzing responders using
complete spontaneous bowel movements as an index)

Fig. 2. Therapeutic response rate of lubiprostone for chronic constipation. A meta-analysis showing that the
therapeutic response rate of lubiprostone for chronic constipation by targeting RCTs lasting 4 weeks or longer is
shown. Responders were analyzed using complete spontaneous bowel movements as an index.
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have shown that the therapeutic response rate and
95% CI of lubiprostone was 1.70 (95% CI: 1.40–2.05),
indicating that lubiprostone is significantly more
effective than placebo (Fig. 2). Additionally, five RCTs
on linaclotide for chronic constipation [161–165],
seven RCTs on IBS-C [166–172], and a meta-analysis
(targeting RCTs of 4 weeks or longer, responder
analysis using complete spontaneous bowel move-
ments as an index) showed that the therapeutic re-
sponse rate and 95% CI of linaclotide were 2.91 (95%

CI: 2.49–3.40) and 1.85 (95% CI: 1.66–2.07), re-
spectively. This indicates that linaclotide is signifi-
cantly more effective than placebo (Fig. 3). As de-
scribed, intestinal secretagogues are considered ef-
fective for chronic constipation.

CQ5-3. Are IBAT inhibitors effective for chronic
constipation?

IBAT inhibitors are effective for chronic constipation,
and their administration is recommended.

a

b

Fig. 3. Therapeutic response rate of linaclotide for chronic constipation and constipation-predominant irritable
bowel syndrome (IBS-C). A meta-analysis showing that the therapeutic response rate of linaclotide for chronic
constipation (a) and IBS-C (b) by targeting RCTs lasting 4 weeks or longer is shown. Responders were analyzed
using complete spontaneous bowel movements as an index.
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Strength of recommendation: Strong
Evidence level: A
Agreement rate: 100%
Comment: Elobixibat blocks IBAT in the terminal

ileum and partially suppress bile acid reabsorption,
thereby increasing the amount of bile acids entering
the colon and rectum. This action promotes water
secretion and peristalsis in the intestinal tract, which
increases the frequency of bowel movements and
improves stool form and improves patient QOL [173,
174]. In a Japanese phase III trial of elobixibat [174],
the time to onset (median)] of first spontaneous bowel
movement was 5.2 h in the elobixibat group, signifi-
cantly lower than that in the placebo group at 25.5
h. To date, the efficacy of elobixibat has been inves-
tigated in the older adults [175] and patients with
comorbid chronic constipation, such as those with
cancer [176] and chronic renal failure, including pa-
tients on dialysis [177, 178]. Its usefulness has been
recognized [179–185].

BQ5-6. Are prokinetic agents effective for chronic
constipation?

Although there is little evidence for the agents available
in Japan, prokinetics are effective for chronic constipation.

Comment: For chronic constipation or constipation-
dominant IBS, several prokinetics have demonstrated
usefulness: cisapride [186, 187], tegaserod [188, 189],
renzapride [190], prucalopride [191], velusetrag [192],
naronapride [193], YKP10811 [194], YH12852 [195],
minesapride (DSP-6952) [196, 197], and mosapride
[198]. However, among these agents, only tegaserod and
prucalopride are currently available for clinical use in
Europe and the USA. Only mosapride is available in
Japan, but it is not covered by insurance for chronic
constipation or IBS-C. Additionally, certain Kampo
medicines have been shown to be useful in improving
gastrointestinal motility (BQ5-7).

BQ5-7. Is Kampo medicine effective for chronic
constipation?

Certain Kampo medicines are effective as treatments
for chronic constipation.

Comment: Many Kampo medicines are indicated for
chronic constipation. These medicines comprise various
herbal ingredients, such as rhubarb and Japanese pepper,
known for increasing intestinal motility; sodium sulfate,
which softens stools through osmotic pressure; and hemp
seed, which acts to moisturize the intestines. Studies ex-
amining the usefulness of Daio-kanzo-to, Mashiningan,
Juncho-to, and Choi-joki-to for chronic constipation re-
ported that all these Kampo medicines were effective in

improving constipation symptoms. However, while there
are many pre- and post-comparison trials, there is a
scarcity of high-level evidence studies, such as RCTs.
Despite Dai-kenchu-to not being specifically indicated for
constipation, it is often used in clinical practice, with
multiple studies indicating its effectiveness for chronic
constipation. Although both studies had small sample
sizes, Dai-kenchu-to was effective in improving symptoms
in patients with chronic constipation [199, 200].

BQ5-8. Are enemas, suppositories, disimpaction,
and retrograde irrigation effective for chronic
constipation?

Enemas, suppositories, disimpaction, and retrograde
irrigation are effective for chronic constipation. However,
they should be used as appropriate and continuous use
should be avoided as much as possible.

Comment: As an enema, glycerin promotes defecation
by promoting catharsis and increasing the contractile
force of the distal colon and rectum. However, its ef-
fectiveness diminishes due to increased tolerance with
repeated use, making long-term use inadvisable [153].
Suppositories such as sodium bicarbonate and anhydrous
sodium dihydrogen phosphate combination tablets
generate carbon dioxide to physically stimulate the distal
colon and rectum to promote defecation [201]. Dis-
impaction is a method of manually expelling stool for
patients who are unable to spontaneously defecate, or
who have paralysis or anorectal dysfunction and cannot
apply abdominal pressure [202]. Retrograde bowel irri-
gation, also known as transanal irrigation, is a treatment
method that involves injecting lukewarm water transa-
nally into the rectum to empty the rectum and left side of
the colon as much as possible to prevent fecal inconti-
nence and improve the symptoms of constipation [203].

BQ5-9. Is psychotherapy effective for chronic
constipation?

Psychotherapy may be effective for chronic
constipation.

Comment: Regarding chronic constipation, although
there have been few studies of the effectiveness of psy-
chotherapy for functional constipation, many reports
abound on the effectiveness of psychotherapy for IBS.
Cognitive behavioral therapy, relaxation, hypnotherapy,
and psychodynamic therapy for IBS (including IBS-C)
have all been observed to have significant symptom-
improving effects compared to that in control treat-
ments [204]. These findings suggest that psychotherapy is
useful for certain types of chronic constipation, especially
conditions where psychosocial factors are strongly as-
sociated with gastrointestinal symptoms.
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CQ5-4. What is the treatment for OIC?
Osmotic laxatives, stimulant laxatives, naldemedine,

and lubiprostone are effective for patients suspected of
having OIC. However, laxatives should be considered
with respect to the individual pathophysiology, taking
into account safety, cost, and type of opioid being
administered.

Recommendation: n.a.
Evidence level: C
Comment: OIC has been observed to occur in 60–90%

of cancer patients using opioids [205]. Osmotic and
stimulant laxatives are considered preferred drugs for
OIC, but care must be taken to avoid renal dysfunction
with magnesium oxide and long-term use of stimulant
laxatives. Naldemedine is a peripheral μ-opioid receptor
antagonist available for use in Japan, and in a Japanese
clinical trial, naldemedine significantly improved the
frequency of spontaneous bowl movements per week
compared to that in placebo [206]. Furthermore, a meta-
analysis of naldemedine for the treatment of OIC from 6
RCTs demonstrated that the proportion of spontaneous
bowel movement responders was significantly higher in
the naldemedine group versus the placebo group [207].
For the palliative patients, simultaneous administration
of opioid and prophylactic treatments for OIC can be
considered. It has been shown that simultaneous ad-
ministration of opioid and naldemedine significantly
prevented deterioration in the QOL [208]. Lubiprostone
also has been reported to significantly improve con-
stipation symptoms compared to that in placebo [209] in
OIC patients, but because there are reports that it did not
improve constipation symptoms in patients taking
methadone, attention should be paid to differences in the
type of opioid being administered [210]. Although pe-
ripheral μ-opioid receptor antagonists, including nalde-
medine, have strong evidence in treating OIC, the evi-

dence is still insufficient to determine what treatment
should be selected as first-line among naldemedine, lu-
biprostone, other laxatives due to considerations of cost-
effectiveness and the fact that OIC often overlaps with
chronic constipation caused by multiple factors other
than opioids.

FRQ5-1. What are the clinical characteristics for
which lubiprostone, linaclotide, and elobixibat should
be used?

Clinical characteristics for the use of lubiprostone,
linaclotide, and elobixibat have not been clarified, and
further studies are required.

Comment: Lubiprostone, linaclotide, and elobixibat
each have different mechanisms of action, yet there is
currently no established strategy regarding which drug
should be used for cases with specific clinical charac-
teristics. A meta-analysis of lubiprostone, linaclotide, and
elobixibat reported that these drugs elicited similar effects
in altering the frequency of spontaneous bowel move-
ments and achieving complete spontaneous bowel
movements [211]. Additionally, a network meta-analysis
demonstrated comparable outcomes in increasing the
frequency of complete spontaneous defecation (three or
more times per week) across the three drugs [212]. These
findings underscore the lack of clarity regarding the
appropriate clinical strategies for prescribing lubipro-
stone, linaclotide, and elobixibat should be used are not
clear, and further studies for this issue are demanded.

BQ5-10. Is biofeedback therapy (BT) effective for
chronic constipation?

BT is effective for chronic constipation caused by
pelvic floor dysfunction. However, because a high level of
expertise is required, treatment at specialized facilities is
recommended.

Comment: BT in chronic constipation therapy is “a
general term for techniques and phenomena that
make it possible to consciously adjust internal states
by using engineering means to intentionally feedback
biological information that does not rise to con-
sciousness” [213, 214]. Specifically, it is a type of
rehabilitation therapy aimed at improving pelvic floor
dysfunction by visually making patients aware of their
own anal movements using anal manometers, elec-
tromyography, rectal balloons [215]. Studies have
reported that the rate of improvement of constipation
symptoms with BT is approximately 70% [216],
electromyographic BT is significantly more effective
therapy than various laxatives [217], and that BT is
effective in 71% of patients with pelvic floor dys-
function [218].

Table 3. Exclusion criteria for colectomy in intractable colonic
type motility disorder-associated constipation

Unproven prolongation of colonic transit time

Fecal incontinence and anal sphincter dysfunction

Upper gastrointestinal motility disorders

Irritable bowel syndrome

Untreated defecation disorders

Mental disorders

Chronic use of opioids

Neurological disorders
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BQ5-11. Is antegrade continence enema (ACE) ef-
fective for chronic constipation?

ACE is an effective surgical treatment for avoiding
colostomy or colon resection surgery for constipation
where conservative treatment is ineffective or difficult
to continue. However, because a high level of ex-
pertise is required, treatment at specialized facilities is
recommended.

Comment: ACE is a treatment that involves creating
an appendicostomy or cecostomy through laparotomy,
laparoscopic surgery, or colonoscopy, and it aims to al-
leviate defecation disorders caused by constipation by
periodically emptying the colon through cyclic intestinal
washouts [219]. ACE is a surgical treatment for con-
stipation cases where conservative treatments, including
retrograde irrigation, are ineffective or difficult to con-
tinue and to circumvent mentally or physically invasive
surgeries, such as colostomy. Additionally, it is indicated

for severe STC and defecation disorders. Although it is
not covered by insurance in Japan, cecostomy using a
colonoscope and gastrostomy kit is simple, minimally
invasive, and has few complications [220].

BQ5-12. Is colectomy effective for STC (colonic-type
motility disorder-associated constipation) that does
not improve with conservative treatment?

Colectomy for STC (colonic-type motility disorder-
associated constipation) that does not improve with
conservative treatment can be effective, if the patient is
selected according to certain criteria.

Comment: First, it is important to perform a colon
transit time test using an X-ray opaque marker or
scintigraphy to physiologically evaluate the prolongation
of the transit time. Because colectomy will not solve any
problems for patients with defecation disorder-associated
constipation, such as pelvic floor dysfunction or

Fig. 4. Initial medical treatment strategy of chronic con-
stipation. First, the patients with chronic constipation are as-
sessed through a medical interview, physical findings, blood
tests, fecal occult blood tests, abdominal X-ray examinations. If
patients exhibit alarm signs and risk factors, or abnormal test
findings, further studies including colonoscopy, barium enema,
ultrasound, CT, and MRI were conducted to rule out organic
disease-associated constipation and motility disorder-

associated constipation. Subsequently, drug-induced con-
stipation and systemic disease-associated constipation are ex-
cluded. The remaining patients are likely diagnosed with
functional constipation or constipation-predominant IBS.
These patients should then be classified into either reduced
bowel movement frequency type or defecation difficulty type for
targeted treatment. CT, computed tomography; IBS, irritable
bowel syndrome; MRI, magnetic resonance imaging.
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rectoceles, they must be excluded by anorectal function
tests, such as anorectal manometry, defecography, and
balloon expulsion test. Table 3 shows the exclusion items
for colectomy for STC (colonic type motility disorder-
associated constipation).

BQ5-13. Is surgical treatment effective for defeca-
tion disorder-associated constipation that does not
improve with conservative treatment?

Although there are differences depending on the
surgical method, surgical treatment is effective for def-
ecation disorder-associated constipation that does not
improve with conservative treatment.

Comment: Chronic constipation with defecation dis-
orders is divided into two types: functional defecation
disorders and anorectal type motility disorders, and main
causes of anorectal type motility disorders are rectocele,
rectal intussusception, and anal prolapse. Surgical treat-
ment is useful in cases that do not respond to conservative
treatment. Laparoscopic ventral rectopexy, transvaginal

mesh repair, and stapled transanal rectal resection are
effective for improving anorectal type motility disorders
(rectocele, rectal intussusception, and anal prolapse) and
have been evaluated to be postoperatively effective.
Comparative studies conducted on surgical methods,
surgical devices, approach methods (transperineal, trans-
vaginal), and drug therapy have shown the effectiveness of
surgery. However, surgery requires a high level of ex-
pertise; therefore, it is recommended to be performed at
specialized facilities [221–225].

CQ5-5. What tests should be considered when
selecting the surgical methods in surgery for in-
tractable colonic-type motility disorder-associated
constipation?

Total colectomy is effective for intractable colonic type
motility disorder-associated constipation, but it is difficult
to obtain sufficient efficacy even when performed in cases
involving gastric emptying disorder or defecation disorder.
Thus, it is important to evaluate the state of dysfunction

Fig. 5. Medical treatment strategy for functional constipation or
constipation-predominant IBS with reduced bowel movement
frequency type. Initially, improvements in lifestyle habits, dietary
guidance, and dietary therapy are recommended. If these are
ineffective, osmotic laxatives are applied. Should these have a poor
response, the use of secretagogues and IBAT inhibitors should be

considered. Stimulant laxatives are recommended for as-needed
rescue or short-term therapy. Probiotics, bulk-forming laxatives,
prokinetics, Kampo medicines may be used as alternative or
complementary therapies. If these medications prove ineffective,
motility disorder-associated constipation or outlet obstructive
constipation should be ruled out. IBS, irritable bowel syndrome.
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before surgery. As an evaluation method for gastric
emptying disorder, gastric emptying tracking contrast
testing is simple and recommended. As an evaluation
method for defecation disorder, CT examination is rec-
ommended when defecography is not possible.

Strength of recommendation: Strong
Evidence level: B,
Agreement rate: 73%
Comment: Methods for evaluating gastric emptying

disorders include the RI method, 13C breath test, and
gastric emptying tracking contrast imaging. The RI
method and 13C breath test method are testing methods
that can only be performed in special facilities and lack
insurance coverage in Japan. The easiest test method is
gastric emptying tracking contrast test. This test evaluates
changes in the remaining amount of contrast agent in the
stomach using X-ray examinations immediately follow-
ing internal administration of Gastrografin. This is re-
peated 1–2 h after initial result. Defecography has been
considered an effective method for evaluating defecation
disorders, but in many cases, it has been difficult to
perform the test because of refractory constipation, which

often prevents sufficient pretreatment. CT examination is
effective in determining the pros and cons of ileorectal
anastomosis in such cases [226].

CQ5-6. Is treatment according to the pathophysi-
ology of chronic constipation effective?

Treatment according to the pathophysiology is effective,
and it is recommended that chronic constipation be
treated based on evidence in line with the pathophysiology.

Strength of recommendation: Strong
Evidence level: B
Agreement rate: 73%
Comment: First, it is important to improve lifestyle

habits. However, if this approach proves ineffective, the
disease is classified using colonic transit time tests and
anorectal manometry. For constipation with normal-
transit constipation and STC, use bulk-forming laxa-
tives, osmotic laxatives (magnesium preparations and
polyethylene glycol), and stimulant laxatives if necessary.
If their responses are poor, consider using secretagogues
and IBAT inhibitors [227]. For defecation disorders, BT
should be considered, and surgical treatment should be

Fig. 6.Medical treatment strategy for motility disorder-associated constipation of small intestinal/colonic type. If
improvement of lifestyle habits, dietary guidance, dietary therapy, and all forms of medication treatments prove
ineffective, assess whether the patient is a candidate for colectomy. Before deciding on colectomy, it is essential to
rule out gastroparesis and outlet obstructive constipation. Colectomy is often ineffective in the patients who also
suffer from gastroparesis or outlet obstructive constipation.
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considered if defecography reveals anatomical abnor-
malities. In contrast, in Japan, the tests required to classify
the pathophysiology are not as widespread as in Europe
and the USA. Medication treatment is typically per-
formed after distinguishing between “reduced bowel
movement frequency type” and “defecation difficulty
type” based on symptoms.

Flowcharts of Clinical Practice for Chronic
Constipation
Based on the 15 CQs, 2 FRQs, and 30 BQs outlined in

the guideline, we have constructed flowcharts for
clinical practice in managing chronic constipation.
These include the initial medical treatment strategy of
chronic constipation (Fig. 4), the medical treatment
strategy for functional constipation or constipation-
predominant IBS with reduced bowel movement fre-
quency type (Fig. 5), the medical treatment strategy for

motility disorder-associated constipation of small
intestinal/colonic type (Fig. 6), the medical treatment
strategy for chronic constipation of the defecation
difficulty type (Fig. 7), and the medical treatment
strategy for OIC (Fig. 8).

Appendix

The members of the Guidelines Committee who created and
evaluated the Japanese Gastroenterological Association ‘‘Evidence-
Based Clinical Guidelines for Chronic Constipation 2023’’ are
listed below.

Creation Committee
Chair: Eikichi Ihara (Department of Medicine and Bio-

regulatory Science, Graduate School of Medical Sciences, Kyushu
University). Vice-Chair: Noriaki Manabe (Division of Endoscopy
and Ultrasonography, Department of Clinical Pathology and
Laboratory Medicine, Kawasaki Medical School). Members:

Fig. 7. Medical treatment strategy for chronic constipation of
the defecation difficulty type. Rectal digital examination,
rectal ultrasound, and computed tomography help determine
whether the patient has obvious outlet obstruction. If on
obvious outlet obstruction is present, treatments such as
suppositories, enemas, manual evacuation, pelvic floor
physical therapy, improvements of lifestyle habits, diet
guidance, and medication treatments are conducted. If these

treatments are ineffective, anorectal manometry with balloon
expulsion test and defecography should be conducted to assess
functional defecation disorders. If obvious outlet obstruction
is present, anorectal manometry with balloon expulsion test
and defecography should initially be conducted to determine
whether the patient suffers from motility disorder-associated
constipation of the anorectal type or from functional defe-
cation disorders.
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Hidenori Ohkubo (Department of Gastroenterology, Sagami
Rinkan Hospital), Naotaka Ogasawara (Department of Gastro-
enterology, Aichi Medical University School of Medicine),
Haruei Ogino (Department of Gastroenterology and Meta-
bolism, Graduate School of Medical Sciences, Kyushu Univer-
sity), Kazuki Kakimoto (2nd Department of Internal Medicine,
Osaka Medical and Pharmaceutical University), Motoyori Ka-
nazawa (Department of Behavioral Medicine, Tohoku University
Graduate School of Medicine), Hidejiro Kawahara (Department
of Surgery, National Hospital Organization Nishisaitama-Chuo
National Hospital), Chika Kusano (Department of Gastroen-
terology, Kitasato University School of Medicine), Shiko Kur-
ibayashi (Department of Gastroenterology and Hepatology,
Gunma University Graduate School of Medicine), Akinari Sa-
wada (Department of Gastroenterology, Osaka Metropolitan
University Graduate School of Medicine), Tomohisa Takagi
(Molecular Gastroenterology and Hepatology, Graduate School
of Medical Science, Kyoto Prefectural University of Medicine),
Shota Takano (Department of Colorectal Surgery, Colo-
proctology Center Takano Hospital), Toshihiko Tomita (Divi-
sion of Gastroenterology, Department of Internal Medicine,
Hyogo Medical University), Toshihiro Noake (Department of
Surgery, Kurume Coloproctology Center), Mariko Hojo (De-
partment of Gastroenterology, Juntendo University Faculty of
Medicine), Ryota Hokari (Department of Internal Medicine,
National Defense Medical College), Tatsuhiro Masaoka (Center

for Endoscopy, Kawasaki Municipal Hospital), Tomohiko Ma-
chida (Department of Surgery, Saiseikai Hyogo Prefectural
Hospital), Noboru Misawa (Department of Gastroenterology and
Hepatology, Yokohama City University School of Medicine),
Yoshiyuki Mishima (Department of Internal Medicine II, Shi-
mane University Faculty of Medicine), Hiroshi Yajima (Yashio
Hospital), Sayuri Yamamoto (Department of General Medicine
and Gastroenterology, Aichi Medical University), and Hiroshi
Yamawaki (Department of Gastroenterology, Nippon Medical
School Tama Nagayama Hospital).

Evaluation Committee
Members: Tatsuya Abe (Department of Proctology, Kunimoto

Hospital), Yasumi Araki (Department of Surgery, Kurume Col-
oproctology Center), Kunio Kasugai (Department of Gastroen-
terology, Aichi Medical University School of Medicine), Takeshi
Kamiya (Department of Medical Innovation, Nagoya City Uni-
versity Graduate School of Medical Sciences), Akira Torii (Torii
Medical Clinic), Atsushi Nakajima (Department of Gastroenter-
ology and Hepatology, Yokohama City University Graduate
School of Medicine), Koji Nakada (Kawamura Hospital), Shin
Fukudo (Department of Psychosomatic Medicine, Japanese Red
Cross Ishinomaki Hospital), Yasuhiro Fujiwara (Department of
Gastroenterology, Osaka Metropolitan University Graduate
School of Medicine), and Hiroto Miwa (Kawanishi City Medical
Center).

Fig. 8.Medical treatment strategy for OIC. Chronic constipation in cancer patients may be caused by decreased
food intake and non-opioid medications. Laxatives should be selected based on individual’s conditions. If chronic
constipation is exclusively caused by opioid use, peripherally acting μ-opioid receptor antagonists are recom-
mended. Lubiprostone has been shown to be effective for OIC.
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Japanese Gastroenterological Association
President: Akihito Nagahara (Department of Gastroenterology,

Juntendo University Faculty of Medicine). Past President: Kazu-
hide Higuchi (Osaka Medical and Pharmaceutical University).
Director Responsible: Hiromi Kataoka (Department of Gastro-
enterology and Metabolism, Nagoya City University Graduate
School of Medical Sciences).
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