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ABSTRACT

Functional gastrointestinal system disorders are common problems in practice. The most common symptoms are abdominal pain, gas,
bloating, diarrhea, constipation, and a mixture of these, and similar symptoms can be seen in conditions such as inflammatory bowel
disease, colorectal cancer, and celiac disease depending on the age of the patient, indicating the importance of differential diagnosis.
The importance of patient management is shown by making a symptom-based diagnosis and making cost-effective, that is, limited
advanced examinations. The pathophysiology of irritable bowel syndrome (IBS) is multifactorial, and stress is one of the leading triggers
of IBS symptoms. Therefore, terminology will change to gut-brain interaction disorders in the future, and the patient-physician relation-
ship has a special place in the treatment of functional bowel disorder. Dietary recommendation and medical treatment in IBS should
be determined according to the predominant symptom and symptom severity. In addition to diet, some lifestyle changes can also be
helpful in reducing IBS symptoms. Antispasmodics and antidepressants are not fast-acting. These drugs should be used for at least 2-4
weeks to see the efficacy of treatment. Drugs should be used according to the standard recommended duration and dose in intermittent

treatments.
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INTRODUCTION

Functional bowel disorders (FBD) is common problem in
our routine practice. Although we use the Rome criteria
in clinical practice, some gray areas can be confusing and
challenging in treatment. In this article, we evaluated the
following topics in the management of FBD in real practice:

Diagnosis and differential diagnosis

Overall clinical approach, initial evaluation

Informing on treatment goals

Diet and treatment in irritable bowel syndrome (IBS)
Diet and treatment in functional constipation (FC)
Diet and treatment in functional diarrhea (FD)

Diet and treatment in functional abdominal bloating/
distension

Lifestyle changes

9. Follow-up and monitoring in FBD
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In PubMed/MEDLINE, the past and recent literature in
English on FBD was reviewed, and each team of experts
wrote their opinions on these areas. These issues were
then discussed within the groups and the final version of
the article were drafted.

DIAGNOSTIC CRITERIA AND DIFFERENTIAL DIAGNOSIS
IN FUNCTIONAL BOWEL DISORDERS

How Common Are Functional Gastrointestinal
Disorders?

Functional gastrointestinal (Gl) disorders are seen in
40% of the population at any time in their lives and
may cause recurrent chronic symptoms in approxi-
mately 2/3 of these patients. Due to the prevalence
of the disorder, delays in diagnosis and treatment
cause increased expenses as a result of unnecessary
hospital visits, consultations, surgical interventions,
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over-the-counter drug use, and most importantly, loss
of workforce.!

WHAT ARE THE UNDERLYING PATHOPHYSIOLOGY OF
THE DISORDER?

Although its pathophysiology is not fully known, it is
accepted as a biopsychosocial disorder characterized
by Gl flora disorders (dysbiosis), 5-HT-mediated visceral
hypersensitivity, and a bilateral disorder in the brain—gut
interaction accompanied by impaired motility.2 Therefore,
Rome IV will be revised to Disorders of gut—brain interac-
tions in the future (https://theromefoundation.org/rome-
iv/rome-V/).

What Are the Usual Symptoms in Functional Bowel
Disorders?

The most common symptoms are abdominal pain, gas,
bloating, diarrhea, constipation-, and a mixture of these,
and similar symptoms can be seen in conditions such as
inflammatory bowel disease (IBD), colorectal cancer, and
celiac disease depending on the age of the patient, indi-
cating the importance of differential diagnosis.

Main Points

Functional gastrointestinal disorders are seen in 40% of
the population at any time in their lives and may cause
recurrent chronic symptoms in approximately 2/3 of these
patients. Before diagnosing FBD, detailed information
about drug and operation history and dietary changes
should be obtained from the patients. It was stated that
the diagnosis of functional bowel disorders (FBD) was
based on evaluation of the clinical symptoms and not a
biomarker.

Perceptions of physicians on FBD also play a decisive role
in patient-physician relationship. Some physicians believe
that FBD is a psychological disorder or a response to stress.
The patient should be informed about why the test results
are normal, that their symptoms can be triggered by stress,
but may also occur during a stress-free period, that this
disease will not shorten their life span, and that it is not
associated with cancer, hence the prognosis of the disease.
Dietary recommendation and medical treatment in irrita-
ble bowel syndrome (IBS) should be determined according
to the predominant symptom and symptom severity.
Otilonium and pinaverium have been reported to have the
most evidence for efficacy among antispasmodics in IBS.
In a meta-analysis that included 2585 pts showed that
otilonium and the alverine/simethicone combination pro-
duced significant values in global improvement while the
pinaverium/simethicone combination showed improve-
ment in bloating.

Neuromodulators are effective at different levels in the
brain-gut axis. Therefore, we can use for all symptoms of
FBD.

Nowadays, treatment of the dominant symptom(s)
stands out rather than revealing the underlying patho-
physiological mechanisms in FBD. Due to the absence of
an organic disease in FBD, patient complaints are often
underestimated by physicians and patients are thought
to have psychological problems. In difference due to this
acceptance as a second-class disease, so to say, can
put patients in a dead end. Today, the diagnosis of FBD
depends on the symptom-based 2016 Rome IV criteria,
and FBD is more common in women.®

In patients diagnosed with FBD who meet the symptom
criteria, differential diagnosis should be made with cost-
effective testing, in other words, diagnosis should be
addressed rather than elimination.* To give an example,
while it is sufficient to just monitor a student who has
short-term abdominal pain and diarrhea attacks before
the exam, colonoscopy should definitely be performed
on an elderly person with worsening similar complaints,
for cost-effective differential diagnosis. The alarm
symptoms that require a wider differential diagnosis are,
age over 50, recent complaints, anemia, loss of appetite,
weight loss, rectal bleeding, family history of colon can-
cer/IBD, and presence of nocturnal symptoms.5®

WHY IS IT IMPORTANT TO TAKE A GOOD HISTORY?
Before diagnosing FBD, detailed information about
drug and operation history and dietary changes should
be obtained from the patients. For example, patients
with complete or partial pancreatic resection or his-
tory of bariatric surgery (such as a mini gastric bypass)
may have symptoms similar to symptoms in IBS with
predominant diarrhea. Also, frequently used beta-
blockers or calcium channel blockers may mimic FC, or
drugs such as metformin and proton pump inhibitors
may mimic FD. In such cases, it becomes important to
question the relationship between drug initiation and
the appearance of symptoms. Similarly, abdominal dis-
tention may occur in individuals due to increased fiber
intake who switch from a conventional diet to a vegan
diet. All these examples point to the importance of tak-
ing a good history.

The differential diagnosis of diarrhea-dominated FBD
includes lactose intolerance, celiac disease, non-celiac
gluten sensitivity, parasitosis, IBD, microscopic colitis,
pancreatic exocrine insufficiency, hyperthyroidism, bar-
iatric neuropathy, intestinal hypomotility secondary to
systemic scleroderma resulting in bacterial overgrowth
syndrome. On the other hand, the differential diagnosis
of constipation-dominated IBS includes strictures due to
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colorectal tumor, previous diverticulitis and inguinal her-
nia, and hypomotility due to hypothyroidism.®

HOW ARE FUNCTIONAL BOWEL DISORDERS
CLASSIFIED?
According to the Rome IV criteria, FBD is Classified as:3®

Irritable bowel syndrome [IBS with predominant con-
stipation (IBS-C), IBS with predominant diarrhea
(IBS-D), IBS with mixed bowel habits (IBS-M), IBS
unclassified (IBS-U)]

FC

FD

Functional abdominal bloating/distension

Unspecified FBD

Opioid-induced constipation

Which Tests Should Be Considered in the Differential
Diagnosis of Functional Bowel Disorders?

Diagnostic criteria and recommended tests for differen-
tial diagnosis are given in the Table 1.37

As can be seen in the Table 1, the importance of patient
management is shown by making a symptom-based diag-
nosis and making cost-effective, that is, limited advanced
examinations.

What Is Bristol Stool Form Scale?

The Bristol stool form scale (Figure 1) can be used to help
patients describe the stool shape more easily and also for
standardization.®

Table 1. Differential Diagnosis of Functional Bowel Disorders

OVERALL CLINICAL APPROACH, INITIAL EVALUATION
What Is Functional Bowel Disorder?

The most common symptoms suggestive of a Gl disorder
are abdominal pain, diarrhea, constipation, and bloating.
Organic pathologies may also cause these symptoms, we
know that in a significant number of patients, no conclu-
sive results have been achieved from all the tests per-
formed, therefore the term “functional” disorders have
been used for these symptoms. Since the ambiguous
term “functional” reduces the importance of the disorder
and there are many factors that play a role in the devel-
opment of the disorder, this condition is called gut—brain
interaction disorders. Irritable bowel syndrome, that is
classified in this group of disorders, is a leading reason
for patients to consult a doctor, and is accompanied by
symptoms such as FC/diarrhea, or bloating.®

As there is no biomarker for the diagnosis of FBD, the
diagnosis of these disorder is based solely on the clinical
examination and patient history. A good history should
be taken and the patient's dominant symptom should be
determined. Appropriate definition of a group of disor-
ders that have a highly variable pathophysiology is crucial
step to provide effective treatment. When we include the
common disorders mentioned above, approximately 33
different FBDs can be differentiated according to symp-
toms only. Although there has been increasing criticism
of the restrictive criteria, most FBDs are well established.
A worldwide internet survey showed that almost 1 out of
every 2 people meet the criteria for FBD.®

Disease Diagnostic Criteria Differential Diagnostic Tests

IBS Abdominal pain that started at least 6 months ago and has occurred  Complete blood count, CRP, thyroid
at least once a week in the last 3 months and at least 2 of the hormones, celiac tests and fecal
following criteria: calprotectin in case of diarrhea,
Association between pain and defecation colonoscopy if age is >50 and/or alarm
Association between pain and stool frequency symptoms are present
Association between pain and stool form

Functional Difficult, infrequent defecation, and feeling of being unable to Complete blood count, thyroid hormones,

constipation

Functional diarrhea

Functional
abdominal bloating/
distension

evacuate. Since the predominant complaint is not abdominal pain, it
does not meet the criteria for IBS, even in case of gas and bloating.

Recurrent soft, watery stools. Since the predominant complaint is
not abdominal pain, it does not meet the criteria for IBS, even in case
of gas and bloating.

Subjective symptoms such as abdominal fullness, pressure,
flatulence; conditions where there are symptoms such as objective
increase in abdominal circumference (distention), mild abdominal

pain, and defecation changes, but where the FBD criteria are not met.

calcium, colonoscopy if age is >50, and/or
alarm symptoms are present

Complete blood count, CRP, thyroid
hormones, celiac tests, fecal calprotectin,
elastase, colonoscopy if age is >50, and/or
alarm symptoms are present

Complete blood count, celiac tests

CRP, C-reactive protein; FBD, functional bowel disorders; IBS, irritable bowel syndrome.
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Type 1 .’. : . Separate hard lumps, like nuts
Type 2 ~ Sausage-shaped but lumpy
Fype 3 “ Like a sausage but with
cracks on the surface

oot g e e
Tpe 5 .‘:: zzfgtezlobs with clear-cut
wees NIEPRER LiClPr s
Type 7 éi:;, Watery, no solid pieces.

P

Figure 1. Bristol stool scale (Copyright 2000 © by Rome Foundation. All Rights Reserved.).

In Which Patient Group Is It More Common?

Young and middle age establish an important risk factor
as shown by the studies, while it is less common above the
age of 50. Extra-intestinal symptoms such as chronic pain
syndromes and fatigue are common and have a negative
impact on quality of life. The history of infection in some
patients is worth mentioning. An increase in risk has been
reported after acute Gl system infections in both IBS and
functional dyspepsia. In particular, the risk of developing
IBS increases 4 times. So far, no definite relationship has
been demonstrated between components of microbiota
and FBD subtypes.®

How Should the First Clinical Course Communication
with the Patient Be?

Functional bowel disorder diagnosis is not a diagnosis
based on exclusion. Patients should be informed clearly
about both the name and the characteristics of the

disease in an understandable way by using good com-
munication skills. Questions about the cause of the dis-
ease, its course, and how long it takes to get a response to
treatment should be addressed using as clear expressions
as possible. The fact that no underlying organic pathology
has been defined so far (at least until now), and the func-
tional designation of the disease should not reduce its
importance neither for the patient nor for the doctor.5°

Is Functional Bowel Disorder a Psychiatric Disease?

Addressing the complaints of people diagnosed with FBD
as psychiatric origin reduces the success of treatment.
Considering it as the manifestation of psychological dis-
orders makes it more difficult to learn the symptoms that
bother the patients or to detect an organic disorder, if
any. As patients and their relatives hear comments such
as “this is a mental disorder,” “it's in your head,” “fix your
psychology,” or “go to a psychiatrist,” they suffer from
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this disease for a long time without getting any better,
resulting in worsening of the symptoms. At the end, the
patient will stop using the drugs you prescribe, or you will
start to avoid spending more time or doing more tests as
a doctor, thus the vicious circle will continue to get worse.
Sometimes, listening and understanding the patient
without giving any medication, may even be enough for
the treatment of the disease.®

What Is the Natural Course of the Disease?

First of all, doctors should believe that FBDs are treatable.
Just talking to the patient will have a 30% probability that
the patient's complaints will go away. In some patients
the complaints may regress spontaneously within a year.
Two-thirds of the patients show a chronic course with
recurrent complaints.®

What are the Diagnostic Criteria in Functional Bowel
Disorders?

It was stated that the diagnosis of FBD was based on the
evaluation of the clinical symptoms and not a biomarker.
Therefore, the use of symptom-based criteria (ROMA V)
required for the diagnosis of FBD will provide a clearer
diagnosis. In fact, using these criteria is not very chal-
lenging, on the contrary, it provides a more appropriate
approach to the patient. During the initial examination,
patients should be evaluated for alarm symptoms, partic-
ularly for weight loss or rectal bleeding. It is more appro-
priate to evaluate according to the criteria in chronic
patients who have complaints for more than 6 months.?¢
In addition to these criteria, information on the patient'’s
history will increase the success of the diagnosis, such as
absence of nocturnal diarrhea, presence of depression, or
extra-intestinal symptoms. A detailed evaluation of the
patient’s history may reveal conditions that may trigger
the disease. Since the drugs may also cause constipa-
tion or diarrhea, the drugs used by the patients should
be reviewed. The absence of an abnormal finding on
physical examination can be interpreted in favor of FBD.
It is useful to review the patient's previous tests before
requesting one.®

Which Tests Should Be Requested in the Initial
Evaluation?

It should be kept in mind that the diagnostic criteria for
FBD may also be met in people with organic diseases
such as celiac disease or IBD, and appropriate simple
tests should be performed. The most useful laboratory
tests are the complete blood count and CRP levels. Apart
from these, tests such as the whole biochemistry panel

and thyroid function tests do not contribute much, thus,
they should not be requested unless there is a very seri-
ous doubt.”"

Should Celiac Tests Be Done Routinely?

Celiac disease serology is more useful if an additional test
is required. Although it is generally requested in patients
with refractory complaints, it may be requested during
the initial examination in patients with a predominant
complaint of diarrhea and suspected FBD. Although celiac
disease is seen around 1% in the community, the prob-
ability of having celiac disease in patients with IBS symp-
toms has increased approximately 3 times. Interestingly,
this is not only true for diarrhea, but also for those with
constipation. The decision should be made according to
the presence of alarm symptoms in patients with new
complaints.®'

Which Patients Should Undergo Endoscopic
Procedures?

A patient over 50 years of age and who has never had a
screening colonoscopy requires a colonoscopy before
the diagnosis of IBS. Moreover; unexplained rectal bleed-
ing and iron deficiency regardless of age, history of celiac
disease, IBD or colorectal cancer in the first-degree rela-
tives are conditions that require further investigation.
In patients with diarrhea, it may be suspected to have
“missed an organic disease.” Fecal calprotectin (FCP)
test is sufficient to differentiate organic from functional.
Roughly, if FCP is <50 pg/g, it is considered normal, if FCP
is >200 pg/g, it may be IBD. It should be noted that the
diagnostic contribution of colonoscopy is very low in peo-
ple who meet the criteria for IBS 8!

INFORMING ON TREATMENT GOALS

A Pinch of Empathy

The patient—physician relationship has a special place in
the treatment of FBD. These patients often have negative
thoughts that they cannot be understood by the physi-
cian and will encounter a lack of empathy. Some patients
also report that the physician visits do not contribute to
their treatment and knowledge/experience about the
disease.®

What Do Patients Know? What Do They Expect from
the Doctor?

In a survey including more than a thousand patients, over
90% of patients expressed that they wanted their doctor
to provide comprehensive information about IBS, provide
resources for additional information, be a good listener,
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answer their questions, and provide information about
medications. The results from the previous health expe-
riences of these patients are as follows: 40% said that
their physician provided information, 64% said that the
physician listened to them, and 47% said that they felt
supported. Similarly, many patients do not have sufficient
knowledge of the nature and prognosis of IBS. Some
patients do not know that abdominal pain is an important
symptom seen in IBS, and some think that colonoscopy
will help to diagnose IBS. Again, a significant portion of
patients believe that IBS increases the risk of develop-
ing IBD, while others think that it may lead to cancer.5®
Functional bowel disorder does not transform to cancer.
Functional bowel disorder is not the precursor disease of
IBD. It does not increase the risk of transform to IBD."

Perceptions of physicians on FBD also play a decisive
role in patient—physician relationship. Some physicians
believe that FBD is a psychological disorder or a response
to stress. As seen, some opinions and perspectives of
both patients and doctors about FBD have the potential
to negatively impact patient-physician relationship.®

What are the Factors in Patient-Physician Relationship
that May Positively Impact the Success of Treatment?
The following may positively impact patient-physician
relationship:

Listening to the patient carefully

Focusing on the patient's problems during the
interview

Making an effort to understand the patient'’s feelings,
showing empathy

Informing the patient about the disease and treat-
ment goals

Discovering what is important to the patient and
determining priorities in treatment together with the
patient

Involving family members, if possible, in the treatment
so that they can positively reinforce the patient’s
behavior®

How Should the Treatment Goals be Explained to the
Patient?

It is very important to make a clear statement about the
nature of FBD. Because their complaints recur, these
patients are concerned that their diagnosis is wrong and
an important underlying disease is missed. The patient
should be informed about why the test results are normal,
that their symptoms can be triggered by stress, but may

also seen in a stress-free period, that this disease will not
shorten their life span and that it is not associated with
cancer, hence the prognosis of the disease.™

DIET AND TREATMENT IN IRRITABLE BOWEL
SYNDROME

Which Factors Play a Role in Treatment Decisions in
Irritable Bowel Syndrome?

Dietary recommendation and medical treatment in IBS
should be determined according to the predominant
symptom and symptom severity."®

For Which Type of Irritable Bowel Syndrome

Should the Low Fermentable Oligosaccharides,
Disaccharides, Monosaccharides, and Polyols Diet Be
Recommended?

Fermentable oligosaccharides, disaccharides, monosac-
charides, and polyols (FODMAPs) led to increased Gl
water secretion and increased fermentation in the colon,
thereby producing short-chain fatty acids and gases in
the lumen, which can lead to bloating and trigger food-
related symptoms in patients with IBS. Most studies have
reported that the low FODMAP diet is beneficial for IBS
symptoms, particularly abdominal pain and bloating.'#-1¢
The first step in the FODMAP diet is the introduction of
low-FODMAP foods. Responders to the diet can be iden-
tified within 4-6 weeks. In patients who do not respond
to diet within 4-6 weeks, the diet should be discontinued.
In responders, the second phase is to add restricted foods
gradually to the low-FODMARP diet after the sixth week. In
phase 3, the diet is individualized by avoiding foods that
trigger symptoms. Implementing the low-FODMAP diet
under the supervision of a dietitian helps to get a bet-
ter response. If this cannot be done, the patient should
be provided with descriptive documents. Low-FODMAP
diet can particularly be recommended in IBS with pre-
dominant diarrhea, accompanied by gas bloating."”” The
FODMAP diet is discussed in more detail under the sec-
tion “Functional Diarrhea.”

How Should Fiber Be Supplemented?

Soluble fibers such as psyllium (ispaghula), are effec-
tive for abdominal pain, constipation, and global symp-
toms in IBS. Soluble fiber is also found in oat bran, barley,
and beans. Psyllium should be started with 3-4 g daily
and gradually increased so as not to cause bloating. The
amount of psyllium used in the studies is between 6
and 30 g/day."® Insoluble fibers such as wheat bran may
aggravate symptoms, as well as have a low water-hold-
ing capacity due to colonic fermentation and increase
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gas-bloating. Though most patients with IBS have been
reported to improve with a gluten-free diet in obser-
vational studies, the results of randomized controlled
studies are conflicting. Therefore, gluten-free diet is not
recommended in the guidelines in IBS."*"”

What Are the Drug Treatments in Irritable Bowel
Syndrome and How Are They Used?

Antispasmodics: Antispasmodics may be effective for
general symptoms and abdominal pain in IBS. Dry mouth,
visual impairment, and dizziness are common side
effects.® In a meta-analysis of 8 studies comparing
pinaverium with placebo in patients with IBS, or of pinave-
rium was found to be 3.43 (2.00-5.88), and numbers
need to treat (NNT) was 4. Otilonium and pinaverium
have been reported to have the most evidence for effi-
cacy among antispasmodics in IBS."® Studies have shown
that the superiority of antispasmodics over placebo
begins at approximately 4 weeks and becomes more sig-
nificant between 8 and 12 weeks. It should be recom-
mended to be used before or during meals.”® The
simultaneous use of more than one antispasmodic drug
should not be recommended. It is necessary to use at
least 4-6 weeks for the effect to be seen. In randomized,
placebo-controlled studies of combination preparations
of pinaverium and alverine citrate with simethicone in
patients with IBS, the improvement in symptoms of
abdominal pain and bloating was significantly superior to
placebo.?’ In a meta-analyses which included 2585 pts
showed that otilonium and the alverine/simethicone
combination produced significant values in global
improvement while the pinaverium/simethicone combi-
nation showed improvement in bloating.2! Antispasmod-
ics should be continued for 8-12 weeks after
initiation.>'"18

Probiotics: They may be effective for abdominal pain and
global symptoms in IBS. Although meta-analyses have
reported that the efficacy of combined probiotics in IBS is
better than single strains, there is significant heterogene-
ity and bias in the studies. Currently, there is insufficient
evidence to strongly recommend probiotics for the treat-
ment of IBS. Probiotics may be recommended to use on
an individual patient-need basis in patients with diarrhea-
dominant IBS (IBS-D) or mixed IBS which is accompanied
by bloating and gas.??

Loperamide: It can be effective in IBS-D. Dose increase
should be gradually titrated to prevent side effects such
as abdominal pain, nausea, vomiting, and constipation.

Loperamide should be started with 2 mg tablets, 1 tablet
twice a day, and could be increased up to a maximum of
16 mg/day, in 3-4 divided doses. Continuous use is not
recommended.®

Polyethylene Glycol: |t is an effective treatment for con-
stipation in IBS. However, randomized clinical trials (RCTs)
have shown that polyethylene glycol (PEG) is insufficient
in reducing general symptoms or pain in patients with IBS
with predominant constipation (IBS-C). It should be con-
sidered that the effect may start late (up to 2-3 days),
and the dose should be titrated according to the response.
The sachet forms can be titrated up to 30 g/day, starting
with a dose of 10 g/day. Abdominal pain may occur as a
side effect.’

Mint Oil: May be effective for abdominal pain and global
symptoms in IBS. Gastroesophageal reflux (GER) is the
most common side effect. It should be taken 30-60 min-
utes before meals. The clinical benefits of peppermint oil
in patients with IBS are mostly attributed to L-menthol
blocking calcium channels and accompanying smooth
muscle relaxation. It should be noted that very few of the
peppermint oil preparations used pass efficacy and safety
tests. In studies, doses of 3 x 180 mg to 2 x 450 mg have
been used.?®

Tricyclic Antidepressants: |t is an effective treatment
option for global symptoms and abdominal pain in IBS.
Studies with tricyclic antidepressants (TCAs) in IBS
patients found NNT to be 4.5. Patients should be informed
about the purpose of use and possible side effects. Ami-
triptyline should be started as a single dose of 10 mg per
day before bed-time at night and should gradually be
titrated to a single dose of 25 mg/day, or maximum 50
mg/day, if necessary. Drowsiness and dry mouth are the
most common side effects. The NNH (number needed to
harm) of amitriptyline is reported to be 9. It should also be
kept in mind that less frequent side effects such as uri-
nary retention, constipation, and cardiac arrhythmias may
be seen.53

Selective Serotonin Reuptake Inhibitors: Selective sero-
tonin reuptake inhibitors (SSRIs) may be a treatment
option for global symptoms and abdominal pain in IBS.
Selective serotonin reuptake inhibitors were not found to
be as effective as TCAs in meta-analyses. Primarily, it is a
treatment option to be considered in patients with IBS-C
who are unresponsive to initial treatments. Patients
should be informed about the purpose of use and possi-
ble side effects.61318
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5-HT3 Receptor Antagonists: They are effective second-
line drugs for patients with IBS-D. Alosetron and ramo-
setron are not available in many countries. Ondansetron
can be used as an alternative. Its dose can be titrated
from 4 mg once daily to a maximum 8 mg 3 times daily.
Constipation is the most common side effect of this
group of drugs. Ischemic colitis has been reported as a
side effect with alosetron. These drugs are probably the
most effective option for patients with IBS-D and can
be used in patients unresponsive to conventional
therapy.®13

Rifaximin: Rifaximin, a luminally acting non-absorbable
antibiotic, is an effective treatment option for patients
with IBS-D, though it has limited efficacy in abdominal
pain. The NNT of rifaximin in patients with IBS-D is 9, and
the NNH is 8971. The results of a double-blind RCT have
shown that, in patients who responded to the initial dose
of 3 x 550 mg/day for 2 weeks, the 2-weekly treatments
could be repeated 2 more times.®'3 Rifaximin can be used
in this indication for 14 days at a dose of 3 x 400 mg/day
or 2 x 550 mg/day.

Eluxadoline: Eluxadoline, a mixed opioid receptor drug, is
an effective second-line drug for patients with IBS-D. It
was found to be significantly superior to placebo at a daily
dose of 2 x 100 mg.2*

Bile Acid Sequestrants, Colesevelam (1875 mg/day):
Given the lack of controlled studies of bile acid seques-
trants in patients with IBS-D, the use of bile acid
sequestrants is left to the discretion of the clinician in
guidelines, as a group of patients may benefit from this
therapy.'®

Guanylate cyclase-C agonists, Linaclotide and Plecana-
tide: They are an effective second-line treatment option
for patients with IBS-C. Although diarrhea is a common
side effect, they are the most effective secretagogues
available for patients with IBS-C.5'¢

Intestinal Chloride Channel Activator, Lubiprostone: It is
an effective second-line drug for patients with IBS-C.
Diarrhea, as a side effect, is less prevalent than other
secretagogues, but nausea is a common side effect.®'

Sodium-Hydrogen Exchange Inhibitor, Tenapanor: It is an
effective second-line drug for patients with IBS-C. Diar-
rhea is a common side effect with this drug.5'®

5-HT4 Receptor Agonists, Tegaserod and Prucalopride:
Tegaserod is an effective second-line drug for patients
with IBS-C, but has been withdrawn from market due to
cardiac side effects. Prucalopride is used in FC.513

Is Pscycotherapy Effective in Irritable Bowel
Syndrome?

Cognitive behavioral therapy specific to IBS may be an
effective treatment option for global symptoms. Another
effective treatment option for global symptoms is intes-
tinal hypnotherapy. Psychological treatments should be
considered if symptoms do not improve after 12 months
of drug therapy. Psychological treatments can be benefi-
cial at an earlier stage depending on patient preference
and its availability 5713

How Should Treatment Be Managed in Resistant
Irritable Bowel Syndrome?

Patients with severe and resistant IBS who do not benefit
from current treatments should be referred to the third
step to be managed with a multidisciplinary approach.
In these patients, the diagnosis should be reconsidered
with further targeted investigations. Opioid prescriptions
should be avoided. Fecal transplant is not recommended
for the treatment of IBS in the light of current evidence.
The combination of gut-brain neuromodulators may
be considered for more severe symptoms, with caution
against the risks of serotonin syndrome.51®

Medical therapies are summarized in Table 2.

DIET AND TREATMENT IN FUNCTIONAL CONSTIPATION
What Is Functional Constipation?

A patient has constipation if the frequency of defecation
is less than 3 times a week, or if the patient needs exces-
sive straining in at least 1 of the 4 defecations, if the stool
is hard and lumpy, if the patient feels anorectal blockage
or obstruction, if the patient feels incomplete evacuation,
or if defecation is manually assisted.'?2%

What Are the Risks and Complications of Constipation?
-+ Impairment in quality of life

Hemorrhoids

Anal fissure

Fecal impaction

Hospitalization

Increased mortality in older patients with cardiovascu-

lar disease?®

Pelvic floor damage
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Table 2. Medical Therapy in Irritable Bowel Syndrome (Modified from reference?)

IBS with Predominant Constipation (IBS-C)

IBS with Predominant Diarrhea (IBS-D)

Abdominal Pain

Psyllium
PEG, laxatives

Antispasmodics

SSRI TCA

Low-FODMAP diet

Antispasmodics

Low-FODMAP diet

Loperamide

Antispasmodics
Mint oil

TCA

Rifaximin

Guanylate cyclase C agonists (linaclotide/plecanatide)
5-HT 4 receptor agonists
Intestinal Cl channel activator (lubiprostone)

Na-H exchange inhibitor (tenapanor)

5-HT3 receptor antagonists (ondansetron)
Bile acid sequestrants

Eluxadoline

Psychotherapy: cognitive behavioral therapy/gut hypnotherapy.

IBS, irritable bowel syndrome; FODMAP, fermentable oligosaccharides, disaccharides, monosaccharides, and polyols; PEG, polyethylene glycol; SSRI, selective

serotonin reuptake inhibitor; TCA, tricyclic antidepressants.

How Should Pre-Treatment Evaluation Be Performed?
Patient history and physical examination are sufficient in
most patients. A limited number of basic laboratory tests
are sufficient. Further investigations such as colonoscopy
are required in those with alarm symptoms.

What Are the Alarm Symptoms?
Symptoms in patients above 50 years of age
Hematochezia
Weight loss (more than 10 percentin the last 6 months)
Anemia (iron deficiency anemia unexplained by any
other reason)
Family history of colon cancer or inflammatory bowel
disease
Recurrent fever
New onset constipation, especially in the elderly
Worsening, exacerbating constipation
Anorexia, nausea, vomiting
Palpable abdominal/rectal mass
Severe unexplored symptoms’2°

How Long Should Constipation Treatment Continue?
Constipation treatment should be continued as long as
the patient’s complaints continue. It is usually continu-
ous. During recovery periods, a break can be taken. The
effective drug is continued as long as its efficacy lasts.
The drug can be changed or combined with drugs with
different mechanisms of action in case the efficacy is
insufficient.?

Facts About Constipation
Dolichocolon (long colon) is not a cause of constipation.
Unless there is dehydration, there is no benefit in taking

more fluids than the daily requirement. Hypothyroidism
can cause constipation, but hypothyroidism is rare
among constipated patients. While fiber is good for some
patients, it can increase symptoms in others. Increasing
physical activity in the elderly may be beneficial. Normal
doses of stimulant laxatives do not have a colon-destruc-
tive effect. There is no scientific basis to support the
notion that stimulant laxatives are detrimental to the
colon, either in animals or humans. The key takeaway
for healthcare practitioners is that when used appropri-
ately, stimulant laxatives appear to be a safe and effective
option, with no potential for addiction. Tolerance does
not develop to stimulant laxatives. Some patients are
laxative-dependent for defecation, but this is not due to
their previous use of laxatives. They need it. Laxative dis-
continuation does not cause rebound constipation. The
use of laxatives can be abused, but not habited.22°

What Should Be the Goal of Constipation Treatment?

In the short term, the treatment goal is to improve the
frequency of defecation and the hard lumpy stool, to
eliminate the need for excessive straining, to eliminate
the anorectal blockage or obstruction and the feeling
of incomplete evacuation, and to eliminate the need for
manual assistance in defecation. The dose and dura-
tion of treatment should be individualized towards this
goal. The long-term goal is to prevent complications and
improve quality of life."?

Treatment: General Precautions and Lifestyle Changes
Increase in physical activity
Increase in fluid intake (1.5-2 L daily)
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Increase in dietary fiber intake (gradually increase to
20-30 g daily)

Breakfast within 1 hour after waking up in the morning
When the feeling of defecation occurs, it should not
be postponed, especially do not miss the after-meal
bowel movements

When sitting in the toilet, the knees should be
higher than the hips and leaning slightly forward is
recommended

Do not push excessively and do not stay in the toilet
for more than 5 minutes'22®

Treatment: Examples of Fiber Ratios in Food

Tomato (1 medium) 18¢g
Apricots (3 medium-sized, fresh) 18¢g
Apple (with peel, medium size) 35¢g
Pear (with peel, medium size) 46¢g
Spinach (1 plate) 41g
Green peas (1 plate) 72¢g
Oat bran (28 g) 83g
Plums (11 prunes) 119¢g
Wheat bran (28 g) 124¢
Dry beans (1 plate) 186 ¢

Drug Treatment

Osmotic Laxatives: It is usually the first-line treatment for
those who have failed fiber therapy.

Lactulose: Fluid and electrolyte passage into the lumen
provides an increase in fecal mass. It can cause bloat-
ing and cramping. Its effect starts slowly.®7

PEG: Efficacy for up to 6 months has been dem-
onstrated in high quality, randomized, prospec-
tive controlled studies. It is more effective than
lactulose.>62%

They can be taken as a single dose in the morning or in the
evening. The dose can be gradually adjusted depending
on the response

Stimulant Laxatives

Bisacodyl, Sodium Picosulfate, Senna: Mechanisms of
action are reduction of intestinal fluid absorption, stimu-
lation of intestinal motility and prostaglandin synthesis.
They have a fast onset of efficacy. They can be taken in
the evening. They may cause abdominal pain and diarrhea
in some patients. The efficacy of bisacodyl and sodium

picosulfate has been demonstrated in high-quality, ran-
domized, prospective controlled studies.?”*®

DIET AND TREATMENT IN FUNCTIONAL DIARRHEA
What Is the Importance of Nutrition in Functional
Diarrhea?

Many patients with functional GI complaints express
an increase in their symptoms with certain foods. In
IBS and FD, particularly carbohydrates cause symptom
worsening. Fermentable oligosaccharides, disaccharides,
monosaccharides, and polyols are short-chain carbohy-
drates that are not fully absorbed in the small intestine.
It is recommended to question the foods that cause the
patient's symptom exacerbation and to remove them
from the diet first.'s2°

What Is the Definition of Low in Fermentable
Oligosaccharides, Disaccharides, Monosaccharides,
and Polyols Diet?

The restriction of oligo mono/polysaccharides is to
remove fructose and lactose from the diet.

Monosaccharides: glucose, fructose, galactose, xylose,
arabinose

Disaccharides: lactose, maltose, isomaltose,

trehalose

SUCrose,

Polyol: sorbitol, mannitol, isomalt, lactitol

Oligosaccharide: maltodextrin, refined sugars, fructo-oli
gosaccharide, soy

Fermentable

Oligosaccharide-containing foods, such as wheat, barley,
rye, onions, leeks, garlic, artichokes, beets, fennel, peas,
chicory, peanuts, cashews, lentils, chickpeas

Disaccharide-containing foods, such as milk, ice cream,
yogurt, cream

Monosaccharide-containing foods, such as apple, mango,
honey, high fructose corn syrup, pear, watermelon,
asparagus

Polyol-containing foods, such as apple, pear, nectarine,
watermelon, mushroom, flavored gums, apricot, peach,
cauliflower, plum?62°

Should Food or Lactose Intolerance Be Tested?
On a modified FODMAP diet, fructose, sucrose, lactose,
and refined sugars can primarily remove from the diet. In
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particular, foods containing lactose (such as milk, dairy
desserts, ice cream, etc.) should be removed from the diet
first. Testing for food and lactose intolerance is not rec-
ommended. The FODMAPs can cause symptoms such as
abdominal pain, diarrhea, gas and bloating.®'

What Kind of Fermentable Oligosaccharides,
Disaccharides, Monosaccharides, and Polyols

Diet Should be Recommended in Functional

Diarrhea?

Meta-analyses comparing the modified FODMAP diet
with various diets showed that the FODMAP diet improved
global symptoms in IBS patients. These improvements
have mostly been investigated in patients with IBS with
predominant diarrhea (IBS-D). There are not enough
studies on FD." In a recent randomized controlled trial
involving IBS-D patients, the modified FODMAP diet was
shown to be better than the conventional diet in improv-
ing overall Gl symptom scores, stool frequency, and stool
consistency at 6 weeks.'®'83% A randomized clinical trial in
patients with IBS in the Mediterranean region compared
a modified FODMAP diet to a standard diet. Completion
of the 4-week diet resulted in improved quality of life as
well as symptoms in both groups. However, the modi-
fied FODMAP diet led to a greater reduction in symp-
toms, primarily related to abdominal pain and diarrhea.®®
Another prospective Italian study comparing the modi-
fied FODMAP gluten-free diet and the Mediterranean
diet that supports the previous one showed that the only
diet that normalized stool consistency was the modified
FODMAP diet.®? Most studies have basically evaluated the
short-term (up to 4-6 weeks) effectiveness of the modi-
fied FODMAP diet. Long-term results are unclear."'3162% A
recent randomized controlled trial involving only patients
with IBS-D (IBS with predominant diarrhea) evaluated
the efficacy and acceptability of the short-term FODMAP
diet and the long-term modified FODMAP diet compared
to the traditional diet. Both FODMAP diets have been
shown to be acceptable and led to significant improve-
ment.' However, the feasibility of the FODMAP diet in
the short and long term is not very practical. Sustained
symptom relief with the modified FODMAP diet has been
demonstrated by several long-term observational studies.
Long-term restriction is not recommended due to malnu-
trition, difficulties in adaptation, costs and social difficul-
ties associated with the exclusion of many nutrient-rich
foods. Studies have shown that besides bifidobacteria
and other microbial changes, there may be iron and cal-
cium deficiency, which can negatively affect the health of
patients.3® For this reason, after a short diet of 4-6 weeks,

the improvement in the patient’s symptoms is observed,
and a personalized FODMAP diet is recommended."33

Should a Fat-Free Diet be Recommended?
Reducing fatty foods can also help reduce symptoms,
especially in FD and IBS-D.3*

Should a Gluten-Free Diet Be Recommended?

Most IBS patients are on a gluten-free diet without doc-
tor's advice. Gluten is a complex of wheat proteins, pri-
marily gliadins, and glutenins, commonly used as an
additive in processed foods for improved texture, mois-
ture retention, and flavor. The effect of gluten restriction
in patients with IBS-D is uncertain. Studies including a
small number of patients have shown that a gluten-free
diet improves symptoms in IBS, diarrhea, and bloating.
However, some studies have shown that patients with
the HLA DQ2/DQ8 haplotype are more prominent among
patients who follow a gluten-free diet and benefit from
it.3® A recent meta-analysis on the role of a gluten-free
diet in IBS failed to show benefit from a gluten-free
diet."*3® Two different studies have shown that any ben-
efit of a gluten-free diet in IBS may be related to the
reduction of wheat-related FODMAPs, particularly fruc-
tans, and not the gluten itself.*” For this reason, although
a gluten-free diet is recommended for IBS-D in the 2016
ROMA IV guidelines, it is not recommended in the new
guidelines due to limited data on this subject and no con-
firmation by new studies.®

What Are the Drug Treatments in Functional Diarrhea
and How Should They Be Administered?

Loperamide: Antidiarrheal drugs can generally be defined
as agents that reduce diarrhea symptoms by reducing
stool frequency, improving stool consistency, or reducing
stool weight. The best-studied antidiarrheal agents so far
are loperamide and diphenoxylate. The most commonly
used agent in practice is loperamide. Loperamide should
be used with caution as it may cause constipation,
abdominal pain and prolonged QTc when the drug is used
in high doses. Also, there is no evidence that loperamide is
effective in treating abdominal pain and bloating. Data on
long-term use are limited. It is suitable for short-term use.
Loperamide 2-4 mg (maximum 16 mg) can be used
daily.®3

Rifaximin: Rifaximin is an FDA-approved, nonabsorbable
antibiotic. The possible mechanism of action changes the
flora, reducing the diversity in the microbiota. Colonic
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fermentation is reduced. Flora also changes in the ileum;
this prevents mucosal inflammation, alters permeability,
and reduces hyperalgesia.®® It is superior to placebo in
improvement of general symptoms and gas and bloating
in IBS-D. The same efficacy was obtained with repeated
use.®® It is also recommended in IBS-D in the American
and European guidelines. It is appropriate to use rifaximin
800-1200 mg/day for 14 days.”

Probiotics: A meta-analysis on the efficacy of probiotics
in IBS showed that they can improve general symptoms
as well as some specific symptoms. On the other hand,
there are studies showing that specific probiotics help
reduce general symptoms in IBS-D patients, but do not
improve diarrhea.*? Different results have been obtained
in different studies. Studies were heterogeneous due to
factors such as using different probiotic strains, formula-
tions or mixtures in the studies, inclusion criteria, and
comorbidity (e.g., anxiety and depression). Probiotics may
improve symptoms in IBS-D and FD.*' Currently, stool
microbiota analyses are not recommended in patients
with functional bowel disease.’

Others: Eluxodaline is recommended in IBS-D.?* Chole-
styramine which is a bile acid sequestrant can be used in
chronic diarrhea of unknown cause. The recommended
dose of cholestyramine is 9 g/day.® Ondansetron (5-HT3
antagonist) may also be effective in IBS-D. The daily dose
is recommended as 3 x 4-8 mg.%'3

Medical therapies are summarized in Table 3.

DIET AND TREATMENT IN FUNCTIONAL ABDOMINAL
BLOATING/DISTENSION

Functional abdominal bloating—distension is a clinical pic-
ture that is frequently confused with and overlaps with
other functional digestive tract diseases. The following cri-
teria are required for the diagnosis of functional abdominal
bloating—distension according to the Rome IV criteria.34

Diagnostic Criteria
Abdominal bloating—distension complaints must have
started 6 months ago and must meet the criteria for

Table 3. Medical Therapy in Functional Diarrhea

Opioid agonists
Diet
Bile acid sequestrants

Loperamide 2-4 mg (maximum: 16 mg)
Modified FODMAP diet
Cholestyramine (9 g/day)

Colestipol (2g2x 1)

Antibiotic Rifaximin 800-1200 mg/day for 14 days
Selective serotonin 5-HT3 Ondansetron (4-8 mg 3 x 1)

receptor antagonist

Table 4. Etiologies of Abdominal Bloating/Distension

Organic Etiologies*®44

Bacterial overgrowth in the small bowel
Carbohydrate intolerance (lactose, fructose, etc.)
Celiac disease

Pancreatic insufficiency

Previous abdominal surgery (fundoplication, bariatric surgery,
intestinal surgery, etc.)

Gastric outlet obstruction

Gastroparesis

Ascites

Gastrointestinal/gynecological malignancies
Hypothyroidism

Obesity

Diverticular disease

Chronic intestinal pseudo-obstruction

Functional Etiologies*>4445

Gastric belching disorders, eating disorders (bulimia, anorexia)
Irritable bowel syndrome

Functional diarrhea

Functional dyspepsia—postprandial distress syndrome
Functional constipation, constipation due to pelvic floor
dysfunction

the last 3 months. There should be recurrent abdominal
bloating and/or distension occurring at least 1 day a week,
and the bloating-distension should be more dominant
than the other accompanying complaints of the patient.
Mild abdominal pain associated with bloating may also
be present, along with minor abnormalities in defecation
pattern. Existing complaints are not sufficient for the
diagnosis of IBS, FD, FC, and postprandial distress syn-
drome. Therefore, together with the complaints meeting
the above criteria, in cases where organic pathologies in
the differential diagnosis are excluded, the diagnosis of
functional gas/bloating is made (Table 4).43-4

Exclusion of organic pathologies is the most essential for
differential diagnosis is. As a first step, the presence of
alarm signs and symptoms should be investigated, and if
present, organic pathologies should be investigated with
proper examinations.*®

Alarm Symptoms and Findings in a Patient with
Abdominal Bloating-Distension

Anemia, abnormal liver function tests, hematochezia,
involuntary weight loss, persistent nausea—vomiting, fam-
ily history of Gl-gynecological malignancy should evaluate
carefully. 4346

Pathogenesis
Bloating is the subjective feeling of abdominal fullness,
pressure, and gas. Distension is the objective increase

434



Akyliz et al. Tips for Hot Topics in FBD

Turk J Gastroenterol 2024; 35(6): 423-439

Normal abdominal
accommodation

Abdominophrenic
Dyssynergia

Figure 2. Viscerosomatic reflex.

in abdominal circumference. These 2 phenomena often
coexist, bloating occurs without distension less than
half the time. Occasional abdominal bloating—disten-
sion is very common in the general population, with
a prevalence of up to 40%. Three basic pathophysi-
ological mechanisms underlying the chronic abdomi-
nal bloating-distension. These are increased intestinal
wall tension due to increased luminal gas and other
content, increased perception of intestinal wall ten-
sion, and abnormal viscerosomatic reflex (abdomi-
nophrenic dyssynergia). Normally, in the presence of
increased intraluminal gas, the diaphragm relaxes and
displaces toward the thorax and expands the abdomi-
nal area. In some people, the diaphragm paradoxically
contracts and descends into the abdominal cavity, the
anterior abdominal wall relaxes and moves forward
(Figure 2).4244.45

The abnormal viscerosomatic reflex, which occurs as
a result of brain—gut axis disorders, leads to functional
abdominal bloating—distension.*?

Diets That Trigger Complaints

Abdominal bloating—distension is triggered by certain
dietary features. Carbohydrate intolerance is very com-
mon, the frequency of lactose intolerance is reported to
be around 50%-70%. Foods containing fructose, foods
rich in complex carbohydrates (potatoes, barley, oats,
beans, etc.), non-absorbable sugars and synthetic sweet-
eners can cause gas, bloating and distension. For peo-
ple with celiac and non-celiac gluten sensitivity, cereals
(wheat, barley, rye, oats), fructans (cereals, pulses, pea-
nuts, onions, garlic, cabbage, spinach, beets, peas, water-
melon, grapefruit, nectarines, bananas, plums, etc.), milk,

and dairy products also cause complaints of gas, bloating,
and distension.*#4°

Diagnostic Approach

Blood count, iron parameters, vitamin B12, folic acid,
celiac screening tests are routinely requested in all
patients. Hydrogen respiration test is requested for car-
bohydrate malabsorption. An evaluation is made in the
order*345 shown in Figure 3.

The outlines of the treatment are as follows:

Reducing Intestinal Gas Formation

Dietary modifications: A low-FODMAP and lactose-free
diet is comforting in a significant proportion of patients.
The benefits of a gluten-free diet are not clear.

Exercise: intestinal
clearance.

Physical activity improves gas

Modulation of microbiota: Inconsistent results were
obtained with probiotics and prebiotics. Rifaximin, a
non-absorbable antibiotic, has been found to be moder-
ately effective and can be reused when symptoms recur.
Rifaximin is more effective in the subgroup with possible
intestinal bacterial overgrowth.

Gas-reducing drugs: The combination of simethicone
with the antispasmodic otilonium bromide or pinave-
rium bromide may be more effective than monotherapy.
Simethicone and activated charcoal are also commonly
used for this purpose.

Prokinetics: Prokinetic agents such as prucaloprid and
tegaserod are effective in symptomatic relief.

Secretagogues: Drugs such as lubiprostone, plecanatide,
and linaclatide have been found to be quite effective in
reducing bloating in constipated patients.#445

Reducing Visceral Hypersensitivity

Antispasmodics: Intestinal antispasmodic agents are
smooth muscle relaxants that reduce the perception of
intestinal wall distension. They are effective in controlling
complaints of abdominal pain and bloating. Pinaverium
bromide and otilonium bromide are among the most
effective antispasmodics.

Neuromodulators: Drugs that are effective at differ-
ent levels in the brain-gut axis include amitriptyline,
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Are there any alarm signs and symptoms?

YES

Appropriate laboratory tests,
endoscopy, imaging

Associated with constipation Associated with diarrhea

v v

Evaluate constipation Evaluate diarrhea

Figure 3. Approach for abdominal bloating/distention.

imipramine, SSRIs, serotonin—-norepinephrine reup-
take inhibitors, levosulpiride, gabapentin, and prega-
balin. Amitriptyline can be used in patients without
constipation.*®

Correcting the Abnormal Viscerosomatic Reflex
Biofeedback: Abdominophrenic biofeedback effectively
reduces diaphragmatic and intercostal contractions,
thereby improving abdominal bloating and distension.
Therefore, patients should learn to do diaphragmatic
breathing.*2

Abdominal bloating—distension is the most common
complaint in the population with functional Gl dis-
ease. When evaluated, the patients may be diagnosed
with functional abdominal bloating—distension or their
complaints are a symptom complex that complements
other clinical pictures. The algorithmic diagnostic
approach starts with the exclusion of organic etiolo-
gies, followed by low-FODMAP diet, simethicone and
antispasmodics, and other pharmacological agents
used depending on the accompanying defecation
disorder.*24%

LIFESTYLE CHANGES
In addition to diet, some lifestyle changes can also be
helpful in reducing IBS symptoms.

NO

What are the symptoms
associated with?

Associated with food Not associated with anything

v v

Correct abnormal
viscerosomatic reflex/visceral
sensitivity

Eliminate the trigger food

Is Exercise Beneficial in Functional Bowel Disorders?

Exercise is known to produce positive impact both physi-
ologically and mentally. It can accelerate Gl passage in
patients with IBS, increase intestinal gas clearance in
patients with bloating, and positively affect symptoms
through the brain-gut axis. Physical activity should be
offered to patients, as various exercise options, includ-
ing aerobic exercise, yoga, and mountaineering, have the
potential to reduce symptoms in patients with IBS.5>3%2

Do Stress Management and Psychotherapy Matter?

The pathophysiology of IBS is multifactorial and stress is
one of theleading triggers of IBS symptoms. In turn, symp-
toms also trigger stress, which can ultimately become a
difficult cycle to break. Although the level of evidence is
not high, activities such as meditation, yoga and breath-
ing exercises that the patient will do regularly can help
prevent and relieve symptoms. Another stress-reducing
approach is for patients to spare time for themselves
and relax. The impact of this approach on symptoms
and quality of life is unclear, but it has the potential to
be beneficial when considering the stress-IBS relation-
ship. Psychotherapies, including gut-directed cognitive
behavioral therapy and bowel-directed hypnotherapy,
target cognitive and emotional factors that influence the
appearance, perception, and interpretation of symptoms
and reduce the severity of IBS symptoms. Some of the
major cognitive emotional factors that affect symptoms
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in IBS are: fear of symptoms, perceiving pain as a disas-
ter, increased awareness of symptoms, somatization,
and stress sensitivity. The frequency of anxiety and/or
depressive disorders is high in patients with IBS. Treating
underlying anxiety and depression can help manage IBS
symptoms. Therefore, patients should be referred to a
psychiatrist at an early stage, so that, the clinical course of
IBS can be changed and the symptoms can be prevented
from becoming resistant 51033

Do Alternative Treatments Matter?

There are publications showing that acupuncture can
regulate the brain—gut axis and improve visceral hyper-
sensitivity. In particular, electro-acupuncture can show
a therapeutic benefit on abdominal pain and bloat-
ing in IBS with predominant constipation. It can also
positively impact defecation frequency, constipation,
defecation difficulty, and other main symptoms. Electro-
acupuncture can also help relieve depression, anxiety, and

Lower Gl symptoms

v

other psychological symptoms. Due to the low level of
evidence, acupuncture, bioresonance and ozone therapy
are not routinely recommended in patients with IBS.2?

FOLLOW-UP AND MONITORING IN FUNCTIONAL BOWEL
DISORDERS

How Often Should the Patient Be Followed Up?
Functional diseases are chronic in nature. The aver-
age recurrence rate after treatment is around 50%.
Spontaneous regression of symptoms may be observed
in some patients during follow-up. Follow up is impor-
tant; however, there is no clear data on how long the fol-
low-up will be. If symptoms change, different symptoms
appear, or the severity of the symptoms persist, then
the diagnosis should be reconsidered.>®'® Treatment is
symptomatic and usually lasts 12 weeks. If responsive,
61% of patients respond in 6 weeks. Treatment should
be continued at least for 4 weeks in order to see a treat-
ment response.®

Evaluate symptoms (constipation, diarrhea, bloating, gas etc)

Complete blood count, CRP, calcium, TSH, celiac serology,
fecal calprotectin and elastase (especially in diarrhea),

v

\

Alarm signs*/ suspicious

" . " i symptoms
Medical therapy and diet according to dominant symptom ymp
Constipation Diarrhea Abdominal Pain Bloating / Gas
+ Psyllium * Low-FODMAP diet + Low-FODMAP diet * Low-FODMAP diet
+ PEG, laxatives + Loperamide + Antispasmodics + Remove diet that triggers v
* Guanylate Cyclase C + Rifaximin +  Mint Oil symptoms
Agonists (Linaclotide / + 5-HT3 Receptor . TCA + Treatment of abnormal Endoscopy, CT,

Plecanatide)
* 5-HT 4 Receptor Agonists

Antagonists (Ondansetron)
+ Bile Acid Sequestrants

* Intestinal Cl Channel + Eluxadoline
Activator (Lubiprostone)

+ Na-H Exchange Inhibitor IB_S'D )
(Tenapanor) + Antispasmodics
IBS-C T TeA

+ Antispasmodics

+ SSRI

*weight loss, anemia, family history of Gl
malignancy, gastrointestinal bleeding

Symptoms under control after 4 weeks

viscerosomatic reflex
+ Physical activity
+ Rifaximin
+ Antispasmodic+simethicone T

HRAM, biofeedback,
colonic transit

—> If, No

v

If yes, continue therapy, 3-6 months

Figure 4. Management of functional bowel disorders.
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How Is the Duration of Treatment Determined?
The duration of treatment varies according to the type of
the disease (symptom character) and the drug used.367.113

Treatments as needed (such as loperamide)
Long-term treatments that last >6 months
(antidepressants)

Short-term treatments that last 4 weeks

Generally accepted treatment duration is 8 to 12
weeks

Patients should be invited for a follow-up visit after
week 4

If the patient is responsive, intermittent treatment
with drugs that benefit the patient is safer. If the com-
plaints recur, repeating the treatment 2-3 times a year
for 3-6 months is appropriate.

If the patient is unresponsive, it isimportant to perform
the necessary tests and evaluate the alarm findings.

Antispasmodics and antidepressants are not fast-acting.
These drugs should be used for at least 2-4 weeks to see
the efficacy of treatment. Drugs should be used accord-
ing to the standard recommended duration and dose
in intermittent treatments. Management of functional
bowel disorders summarized in Figure 4.
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