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ABSTRACT: Irritable bowel syndrome (IBS) is a common, chronic gastrointestinal tract disorder
that accounts for approximately 10% to 15% of primary care visits. While IBS can be highly
debilitating, patients may be reluctant to discuss their symptoms with a health care provider. Due
to their prominent position in day-to-day patient care, nurse practitioners and physician
assistants can play a key role in the prompt diagnosis and provision of effective care for patients
with IBS and are well placed to develop open and trusting relationships. This review combines
the latest evidence with practical advice related to the diagnosis and management of IBS.

KEYWORDS: Irritable bowel syndrome, nurse practitioners, physician assistants

Why IBS Matters

Irritable bowel syndrome (IBS) is one of the most prevalent gastrointestinal (Gl) tract disorders
seen in primary care and results in significant morbidity and high health care costs.’? Nurse
practitioners (NPs) and physician assistants (PAs) are often on the front line of managing this
chronic condition and play a pivotal role in the diagnosis and ongoing care of patients. As such, it
is important that NPs and PAs practicing in settings including primary care, emergency
medicine/urgent care centers, gastroenterology, and retail health are familiar with the latest
evidence related to the diagnosis and management of IBS.3 In this review, we present current
approaches to the efficient diagnosis and multifactorial management of IBS.

IBS is the most commonly diagnosed Gl tract disorder, affecting approximately 11% of the global
population and 10% to 15% of the US population.*® Furthermore, IBS is the 7th most common
diagnosis made by primary care physicians and accounts for approximately 10% to 15% of
primary care visits.">6 Both men and women are affected, but the overall incidence is 1.5- to 3-
fold higher in women, although this may reflect differences in health care-seeking behavior.*7
Most patients will experience symptoms before age 35 years; however, IBS can occur in patients
of any age.*’ IBS can be further classified according to the predominant bowel habit, with



subtypes including IBS with constipation (IBS-C), IBS with diarrhea (IBS-D), IBS with a mixed
stool pattern (IBS-M), and unclassified IBS (IBS-U), where the patient’s bowel habits cannot be
accurately categorized.®

IBS has a significant impact on patients’ quality of life, with a level of impairment similar to other
chronic disorders such as depression and gastroesophageal reflux disease.? 10 In addition,
patients report that IBS substantially interferes with personal activities and work performance
and productivity. On average, patients report missing 2 days of school or work and 9 days of
impacted productivity per month due to IBS.® The average total health care cost for patients with
IBS-D is $13,038 per patient per year, attributable to emergency department visits,
hospitalizations, outpatient services, and prescription medications.™

A prompt diagnosis is important; patients with IBS whose symptoms are not initially correctly
diagnosed may experience unnecessary diagnostic testing and even hospitalization and surgery,
with rates of abdominal surgery, including cholecystectomy, appendectomy, and hysterectomy,
being higher in patients with IBS than in the general population.'%:12.13 After a diagnosis is
established, appropriate multifactorial management strategies should be implemented. Many
patients with IBS are dissatisfied with traditional treatment options that address only a single
symptom, which can potentially result in numerous physician consultations, multiple failed
treatment options, use of unproven therapies, and substantial costs.'%:13 In fact, patients with
IBS-D report using an average of 4.9 medications, with only 20% reporting satisfaction with
previous treatments. 4

What Causes IBS?

The pathophysiology of IBS is influenced by multiple factors, and identical symptoms may be
caused by different underlying processes.’-1516 Both environmental and patient factors are
known to contribute to the symptoms of IBS (Figure 1). Environmental factors may include early
life stressors, diet, and prior Gl tract infections. Patient factors may include genetics, small-
intestinal bacterial overgrowth, disturbances in the colon microbiota, mucosal inflammation and
immune activation, changes in intestinal permeability, alterations in bile salt metabolism,
abnormalities in serotonin metabolism, and alterations in brain functioning.! 1516 A combination
of pathophysiological mechanisms that are involved to differing degrees in different patients are
thought to result in the typical constellation of symptoms seen in IBS, such as altered bowel
habits, abdominal pain, bloating, and nausea. Food allergies are not known to be a cause of IBS,
but symptoms may be triggered or exacerbated by certain foods in some cases.’”1°

IBS is associated with a high degree of comorbidity, including systemic disorders (chronic
fatigue, migraines, functional dyspepsia, fibromyalgia, interstitial cystitis, and restless legs
syndrome) and psychosocial disorders (anxiety, stress, depression, and somatization),
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comorbidity. 82024 Other psychosocial factors such as acute
stress and history of sexual or physical abuse are also
associated with an increased risk of IBS.1:16:21 However, it is
ﬁ:}'icrr?::;i?;f MLy important to note that IBS is a standalone diagnosis and is not
simply secondary to anxiety or stress. In many patients with
both IBS and mood disorders, there is evidence to suggest that
in a major subset of patients, Gl tract symptoms occur before

stress dysbiosis

Gut infection/ . 15
o the onset of mood disorders.

Making a Diagnosis of IBS

Communication Is Key
Altered Gl motility

Visceral hypersensitivity

e Many patients with IBS suffer for years before discussing their
Altered brain—gut interactions

symptoms with a health care provider (HCP)®; they may feel
embarrassed and misunderstood by their family and HCPs, so
establishing effective communication is important.-6.25.26

Abdominal pain

QU L UL LS People experiencing IBS symptoms often perceive stigma from

Bloating, nausea, fecal urgency

bl G I LU HCPs and therefore may not volunteer information on their

Figure 1. Overview of symptoms, even when they are having a negative impact on
Pathophysiology of IBS. their quality of life.?%27 Patients with IBS, particularly those with
Abbreviations: GI, severe symptoms, often feel that communication with their HCP
gastrointestinal; IBS, irritable is lacking and feel frustrated with their condition and lack of
bowel syndrome. response to treatments. As a result, many patients resort to the

internet or friends and family for information.®-28-30

The vigilant NP or PA will consider the barriers to a conversation regarding bowel habits and ask
sensitive questions through patient-centered interviewing techniques. This style of interviewing
encourages the patient to lead the discussion, allowing a therapeutic bond to develop between
the patient and the HCP.31-32 Effective communication relies on concepts such as active
listening, empathy, acceptance of the patient’s reality and understanding their agenda, use of an
open questioning style, being attuned to nonverbal messages, setting realistic goals, providing
education and reassurance, and empowering the patient.?® Allowing the patient a few minutes to
describe their symptoms and to discuss their impact is a practical use of time in both the
diagnosis and management of IBS.

Recognizing IBS

In a survey of patients with IBS, the most common symptoms resulting in consultation with an
HCP were abdominal pain and altered bowel habits (constipation or loose stools).? In addition to



these primary symptoms, patients may also experience bloating, fecal urgency and incontinence,
or straining and feelings of incomplete evacuation.833.34

If IBS is suspected, it is important to conduct a careful and thorough assessment of the patient’s
medical history and a physical examination to determine whether the presentation is consistent
with a diagnosis of IBS based on clinical criteria’-® (Figure 2). Symptom history should be
evaluated, including the most frequent or bothersome symptoms and symptom impact, as well
as dietary habits and potential symptom triggers. Comorbidities should be assessed, including
other chronic Gl tract disorders such as celiac disease or inflammatory bowel disease, non-Gl
tract disorders such as fiboromyalgia, psychiatric comorbidities, and other medical conditions such
as thyroid disorders or neurologic disease. A thorough evaluation of a patient’s medication list
should be undertaken to rule out any possible adverse effects that could cause or contribute to
their symptoms. Patients should be asked whether they have undergone any prior evaluations by
other HCPs, including gastroenterologists, and, if so, the results of these evaluations. In addition,
patients should be asked about any prior medications or other treatment interventions, and, if
applicable, their response to the treatment. The patient’s psychosocial history should also be
discussed, such as any prior history of abuse or psychological distress, and any interference with
work and activities. In addition, patient goals and expectations should be ascertained. Finally, a
physical examination should consist of examination of the abdomen, rectum, and pelvis.35-36
This examination is primarily to rule out organic disease; in patients with IBS, the findings are
usually normal. There may be abdominal tenderness and tympany (hollow sound), but severe
abdominal tenderness, abdominal masses, organomegaly, and/or blood in the stool should
prompt evaluation for organic disease.
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Figure 2. Diagnostic Pathway for IBS. *Patients who meet the diagnostic criteria for IBS but
whose bowel habits cannot be accurately categorized into 1 of these 3 groups should be
categorized as IBS-Unclassified. Abbreviations: IBD, inflammatory bowel disease; IBS, irritable
bowel syndrome; IBS-D, irritable bowel syndrome with diarrhea;

IBS-M, irritable bowel syndrome with a mixed stool pattern.

Alarm Features, Diagnostic Testing, and Differential Diagnosis

The presence of alarm features should be assessed to rule out the possibility of organic
disease’-837 (Figure 2). In patients with alarm features or those who do not meet the diagnostic
criteria for IBS, differential diagnoses should be considered and further assessments carried out
as required®81337 (Table 1).

Table 1. Alarm Features to Be Aware of in Patients With Potential or Confirmed IBS
Alarm Features Potential Differential Diagnosis
Anemia Celiac disease, colon cancer

Family history of colorectal cancer, IBD, or celiac Celiac disease, IBD, colon cancer
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Nocturnal diarrhea that awakens the patient Colorectal cancer, IBD, microscopic

Onset at age >50 years
Recent antibiotic use

Rectal bleeding

colitis
Colon cancer, microscopic colitis
Clostridium difficile colitis

IBD, colon cancer, hemorrhoids,
ischemic colitis

Unintentional weight loss (>10% of body weight) Ischemic colitis, IBD, celiac disease,

colon cancer

Persistent frequent diarrhea without hematochezia Bile acid malabsorption

Persistent bloating and diarrhea unresponsive to Small intestinal bacterial overgrowth

dietary interventions

Abbreviations: IBD, inflammatory bowel disease; IBS, irritable bowel syndrome.
Adapted from: Lacy BE. Diagnosis and treatment of diarrhea-predominant irritable bowel
syndrome. Int J Gen Med. 2016;9:7-17.38

In the absence of alarm features, further diagnostic testing is not required to make a confident
diagnosis of IBS.8:37:3° However, in certain situations, limited testing may be appropriate as part
of the diagnosis'-8 (Table 2). For patients who have had Gl tract symptoms that have remained

unchanged for many years, further targeted workup can be performed.

Table 2. Recommendations for Diagnostic Testing in IBS'8

Test
Complete blood cell count

Serum chemistries
Thyroid function studies
Stool testing for ova and
parasites

Abdominal imaging

Serologic screening for celiac
disease

Recommendation
Consider if not previously performed

Not recommended in patients with typical IBS symptoms and
no alarm signs

Patients with possible IBS-D or IBS-M



Small-intestinal bacterial Insufficient data to recommend
overgrowth breath test

Routine colonoscopy Not recommended in patients age <50 years without alarm
signs

C-reactive protein and fecal Perform if IBD is considered in the differential diagnosis for

calprotectin patients with potential IBS-D or IBS-M

Abbreviations: IBD, inflammatory bowel disease; IBS, irritable bowel syndrome; IBS-D, irritable
bowel syndrome with diarrhea; IBS-M, irritable bowel syndrome with a mixed stool pattern.

Colonoscopy is generally not required to diagnose IBS and is not recommended in the absence
of alarm features. It has also been shown that negative findings on colonoscopy do not result in
reassurance or improved quality of life in patients with IBS.4° Patients may be concerned about
an increased cancer risk, but colorectal cancer is no more common in patients with IBS than in
the general population.’3% However, if the patient is over age 50 years or if alarm signs are
detected, it may be necessary to refer the patient for a colonoscopy and colon biopsy to assess
for colon cancer, microscopic colitis, or inflammatory conditions.' If celiac disease is suspected,
an upper endoscopy with duodenal biopsy in addition to serologic testing should be considered.

Making a Confident Diagnosis of IBS

IBS is not a diagnosis of exclusion; a diagnosis can be established using the criteria developed
by the Rome Foundation, a not-for-profit organization that provides support for activities to assist
in the diagnosis and treatment of Gl tract disorders. The Rome criteria are validated and have a
98% positive predictive value for IBS.84! Diagnosis of IBS requires the patient to report recurrent
abdominal pain for an average of at least 1 day per week over the past 3 months, and this pain
must be associated with 2 or more of the following: defecation, a change in stool frequency, and
a change in stool form. In addition, these symptoms must have begun at least 6 months ago®
(Figure 2), and there should be an absence of alarm signs (Table 1).

The Bristol Stool Form Scale is a validated descriptor of stool form and consistency that
correlates well with intestinal transit time and is a useful tool to determine IBS subtype in line
with the Rome criteria®*? (Figure 3). Once a diagnosis of IBS is made, the IBS subtype
classification may change over time within an individual patient, and symptom severity may
fluctuate.*3
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Figure 3. Use of the Bristol Stool Form Scale in Subtyping I1BS42,44

*Patients who meet the diagnostic criteria for IBS but whose bowel habits cannot be accurately
categorized into 1 of these 3 groups should be categorized as IBS-Unclassified.

Abbreviations: IBS, irritable bowel syndrome; IBS-C, irritable bowel syndrome with constipation;
IBS-D, irritable bowel syndrome with diarrhea; IBS-M, irritable bowel syndrome with a mixed stool
pattern.

Modified from original version, ©2006 Rome Foundation. Used with permission.

When to Refer

In most cases, IBS can be successfully diagnosed and managed in the primary care setting;
however, referral may be required in certain situations, including on patient request. Table 3
presents situations in which referral of a patient may be required, such as diagnostic uncertainty,
the presence of alarm signs or certain comorbidities, or failed response to initial treatment.

Table 3. Situations When Referral to Another Specialist May Be Considered

Situation Potentially Requiring Referral Whom to Refer to
Diagnosis of IBS is uncertain Gastroenterologist
Patient displays atypical presentation Gastroenterologist

Patient presents with alarm features (at diagnosis or subsequent toGastroenterologist
diagnosis)?

Patient has unintentional weight loss of >5% of body weight within Gastroenterologist, dietitian
6 weeks or >10% within 6 months’



Patient has psychological distress or psychiatric comorbidity Mental health professional

Patient displays problematic eating behaviors, such as binge Dietitian
eating or overly rigid thought patterns regarding consumption of
unhealthy foods

Patient has extensive questions about food and meal planning that Dietitian
exceed appointment times and interfere with proper medical
assessment

Patient does not show a response to simple diet and lifestyle Dietitian, gastroenterologist
modifications

Patient does not show a response to pharmacological therapy afterMental health professional,
sustained treatment attempts gastroenterologist

"Patients displaying alarm signs should always be referred to a gastroenterologist for further
investigation.
Abbreviation: IBS, irritable bowel syndrome.

Managing IBS

The overall aims are to help patients effectively manage their IBS symptoms and to improve their
disease-related quality of life. Understanding the needs of the patient, setting realistic
expectations, and providing further reassurance and education where needed are important.-26
Once a diagnosis is established, validating the experience of the patient and their symptoms is
vital; subsequent reassurance, such as affirming that IBS is not associated with an increased risk
of cancer or colitis and does not cause malnutrition or lead to a reduced lifespan, is also
important.?8-29 Encouraging the patient to become mindful of the association between symptoms
and activities, diet, and stress creates a partnership and facilitates progress toward symptom
amelioration. A considerable placebo response has been observed in controlled trials in IBS, and
it has been shown that the patient—HCP relationship provides the largest contribution to this
effect.*> NPs and PAs are uniquely qualified to spend time with patients and establish a positive,
communicative, and therapeutic relationship. While IBS cannot be cured, it can be effectively
managed in most cases. Due to the diverse underlying pathophysiological processes, effective
management of IBS is multifactorial, combining pharmacological and nonpharmacological
therapies with dietary and lifestyle modifications, and should be based on IBS subtype, patient
preference, and symptom severity. 846

Patients with IBS should be followed up regularly to assess therapeutic response and the
development of any alarm signs (Table 1). Follow-up every 2 weeks to 6 months is generally
suitahle. denendent on natient symntoms. historv. exnectations. and treatment aonals. More
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regular follow-up intervals may be beneficial when initiating and refining a treatment plan and to
solidify patient-led lifestyle modifications. If a patient’s symptoms do not improve with initial
treatment, additional or alternative treatment options or referral should be considered.3*
Maintaining regular communication with any other specialists involved in patient management,
such as gastroenterologists, psychotherapists, and dietitians, is also important to ensure optimal
management.

Lifestyle Modifications

Lifestyle modifications, such as an increase in physical activity, improvements in sleep hygiene,
and reduction in anxiety and stress, are a mainstay of IBS management. However, for some
patients, the severity of their symptoms or implementation of the lifestyle changes required may
be a barrier to symptom control. As with any lifestyle modification, setting mutually agreeable
goals with the patient and family may increase adherence. Success is more likely if the patient
sets the goals in conjunction with the NP or PA, with the following evidence-based modifications
being recommended.

Patients with IBS should be encouraged to become more physically active, for example taking a
20-minute walk each day with distance and pace being gradually increased as tolerated, since
exercise stimulates Gl motility and can improve colonic transit."#” Many patients with IBS
experience worsening of symptoms with stress and anxiety, so stress-reduction techniques such
as meditation, yoga, and deep breathing may be beneficial.4849

IBS can also result in sleep disturbance that in turn worsens symptoms and quality of life.50-51
Sleep hygiene can be improved through measures such as relaxation, avoiding caffeine, and
limiting screen time before bed. Patients should be encouraged to sleep in a room that is cool
and dark, ideally without LEDs or small electronic lights; if present, these should be covered at
bedtime.

Diet

Although food allergies are no more common in patients with IBS than in the general population,
worsening of Gl tract symptoms following meals and adverse reactions to certain food items are
commonly experienced by patients, with approximately two-thirds considering their symptoms to
be related to meals.”-18:52 As a result, most patients with IBS will alter their eating habits,

although responses to specific foods generally have not been evaluated in a rigorous fashion.53
56

Open-ended, diet-related questions such as whether specific meals or foods worsen symptoms,
whether the patient has any “go-to” foods for when they are trying to avoid symptoms, and
whether they think sleep and alcohol play a role in their symptoms can help to uncover dietary



patterns and any symptom triggers. General dietary guidance can be provided at this stage, with
an emphasis on regular eating patterns and portion sizes, in order to evaluate whether a
predictable symptom pattern can be observed. This information can then inform more-specific
dietary or lifestyle guidance as needed.

General dietary guidance. General dietary modifications, such as those provided by the UK
National Institute for Health and Care Excellence, may improve IBS symptom severity, including
eating regular small meals and increasing fluid intake.®” Reducing intake of coffee, carbonated
drinks, alcohol, and milk products can also be of benefit in IBS,54°° as can eliminating foods
known to trigger IBS symptoms in some patients, including fatty and spicy food and certain fruits
and vegetables such as beans or lentils, apples, potatoes, bananas, and avocados.!”-18 Intake of
fiber should be assessed, and soluble fiber intake from sources such as psyllium husk, flax, and
fruit pulp can be gradually increased if not optimal, since these can provide relief of IBS
symptoms.53:56.58 Ayoidance of insoluble fibers such as wheat bran is recommended, since
these can exacerbate IBS symptoms.53.55.56.58 Degpite the use of probiotics having been
evaluated in multiple trials, the evidence supporting it in IBS is mixed, and it is not currently
possible to make specific recommendations on individual bacterial species, preparations, or
strains due to limited data, although probiotics as a category appear to improve global
symptoms, bloating, and flatulence in 1BS.53,56,58

It is important to note that dietary recommendations can vary greatly from patient to patient, so it
is essential to develop an individualized plan based on patient symptoms and reported triggers.
Referral to a registered dietitian may be warranted in certain cases.

Low-FODMAP diet. Fermentable oligosaccharides, disaccharides, monosaccharides, and
polyols (FODMAPSs) are poorly absorbed carbohydrates found in foods that act as substrates for
gas production and bacterial fermentation. Common low- and high-FODMAP foods are
summarized in Figure 4.5° A diet low in FODMAPs is associated with improvement in IBS
symptoms,®2:60-62 and approximately half of patients with IBS administered a low-FODMAP diet
reported a possible benefit in their overall symptoms.58 However, a low-FODMAP diet should be
carried out under the supervision of a registered dietitian due to the required expertise on dietary
sources of FODMAPs and to avoid deficiencies in fiber, vitamins, and minerals.®® In addition, the
diet should not be undertaken long term; gradual reintroduction of foods after 6 to 8 weeks
should be encouraged.52-5%



Low-FODMAP foods High-FODMAP foods

Fruits

Banana, blueberry, kiwifruit, Watermelon, apple, pear,

strawberry, grape, orange peach, plum, cherry
Vegetables and legumes
Potato, tomato, carrot, cucumber, bell Onion, garlic, cabbage, broccoli, peas,
pepper, eggplant, zucchini, lettuce chickpeas, lentils, red kidney beans

Dairy

Dairy-free milk, hard cheese, Milk, yoghurt, soft cheese,

butter, sorbet ice cream

Cereals and cereal-containing foods

Wheat-free bread, pasta, and crackers, Bread, pasta, and crackers made
oats, corn, rice, spelt with wheat or rye
Sugar, glucose, Honey, fructose, high-fructose corn syrup,
sucralose, aspartame sorbitol, mannitol, xylitol

Figure 4. Common Low- and High-FODMAP Foods
Abbreviation: FODMARP, fermentable oligosaccharides, disaccharides,
monosaccharides, and polyols.

Gluten-free diet. The prevalence of celiac disease among patients with IBS-D is similar to that
of persons without IBS.3 However, nonceliac gluten sensitivity may occur in a subset of patients
with IBS, and a trial of a gluten-free diet under supervision of a registered dietitian may be of
benefit in patients with IBS in whom general dietary modifications have not been effective.®3.54 It
should be noted that the American College of Gastroenterology suggests against a gluten-free
diet for overall symptom improvements in IBS patients due to a current lack of evidence in the
form of randomized controlled trials.%® The association between gluten exposure and IBS is not
yet well understood, since wheat also contains fructans and other proteins that may cause
symptoms.’-63 In addition, there are currently no defined predictors of which patients with IBS will
respond to gluten elimination.64

Psychological Therapies

Because the pathogenesis of IBS involves both physiological and psychological factors that
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be of benefit in IBS, including cognitive behavioral therapy (CBT), gut-directed hypnotherapy,
psychodynamic (interpersonal) therapy (PIT), and mindfulness-based therapy (MBT).6:46

Of the available psychological therapies for IBS, the strongest body of evidence exists to support
CBT, which can improve IBS symptoms, quality of life, and psychological comorbidities.16:53:56
CBT aims to educate patients about physical, cognitive, and behavioral factors that contribute to
IBS in order to enhance self-control of symptoms and prevent symptom relapse. Patients learn to
modify behaviors, correct dysfunctional thoughts, and control stress and anxiety, which can all
contribute to IBS symptoms.'6:65 CBT requires a significant amount of patient time, regular
provider visits, and the availability of a trained therapist.5®

In gut-directed hypnotherapy, a trance or relaxed state is induced, and suggestions are made on
how to control and normalize Gl function. Multiple sessions may be required, and patients are
provided with information and encouraged to practice at home on a daily basis.'646:66 Research
to identify predictors of response to hypnotherapy has been inconclusive, and the availability of
experienced, skilled practitioners may be limiting.5®

The validation and body of evidence for PIT and MBT in IBS are currently more limited compared
with CBT.16:5367 PIT involves exploration of links between symptom development and
interpersonal conflicts or relationship difficulties, with an in-depth discussion of symptoms and
exploration of emotional factors, leading to reductions in psychological distress.'6:67.68 MBT in
IBS is a group program that focuses on patients’ perceptions of symptoms and coping strategies
and may reduce IBS symptom severity; however, current supportive evidence is limited.'6.67.69

Pharmacological Interventions

If lifestyle or dietary modifications are unsuccessful in improving IBS symptoms, it is appropriate
to consider initiation of pharmacological therapy, although any lifestyle modifications should also
be continued throughout treatment as part of a multifactorial management approach. Medication
selection is dependent on IBS subtype and the patient’s most bothersome symptom, such as
altered bowel habit or abdominal pain. Other factors influencing the choice of medication are
disease severity, response to any prior medications used, and patient and provider preferences.
Often more than one pharmacological agent may be used in combination, such as gut-acting and
centrally acting agents.

Once a medication is initiated, it is important to assess response and for possible adverse events
after 2 to 4 weeks. If an insufficient response is seen at follow-up, the dose can be adjusted,
treatments can be combined to address other bothersome IBS symptoms, including addition of
psychological and psychopharmacological interventions, or treatment can be escalated to
another option.



Nonprescription Medications

Most patients with IBS report having tried an over-the-counter (OTC) medication before
consulting with an HCP, with an average of 3.6 OTC medications being trialed.® Several OTC
medication options are commonly used in the management of IBS (Table 4). Individual OTC
medications may address specific symptoms of IBS but in general do not address the multiple
symptoms seen in IBS or the underlying pathophysiology.19-34.53,56,58,70

Although OTC treatments are widely used, there is limited evidence that they effectively address
the broad range of abdominal and bowel symptoms experienced by patients, and patient
satisfaction with these treatments can be low.6-34.53.56,58,70 |nadequate symptom control in IBS
has been shown to result in increased health care resource use and increased direct costs.%0-91

Table 4. Overview of Medications Commonly Used in the Management of IBS

Mechanism Indication
of Action

OTC medications

Peppermint oil  Smooth- Available
muscle OTC
relaxant

Loperamide Antidiarrheal Available
OTC

Polyethylene ~ Osmotic Available

alvcol laxative oTC

Dose and

Efficacy—Key

Administration Points to

1-2 capsules
TID orally, 15-
30 minutes

Consider

* Improves
abdominal pain,
discomfort, and

before food for bloating®®

1 month34

No known

Safety—Key
Points to
Consider

* Most common
AE is heartburn

* Novel
formulations may

* Impact on motility limit tolerability

is more limited®®8

* Improves stool

optimal dose; 2- consistency and
8 mg/d used in frequency in IBS-

IBS-D trials3*

17 g/d,
dissolved in 8

D53

* Insufficient
evidence for
effectiveness in
treating abdominal
pain, bloating, or
global
symptoms®6-58

* Improves stool
consistencv and

issues’?

« Common AEs
include
constipation,
nausea,
abdominal
cramping, and
dizziness3*

« Common AEs
include
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FDA-approved medications for the treatment of IBS
IBS-D

Alosetron 5-HT Treatment of 0.5 mg BID74
antagonist women with
severe IBS-D
who have not
responded
adequately
to
conventional
therapy’4

Eluxadoline Opioid Treatment of 100 mg BID
receptor IBS-D in orally with
ligand adults”® food”®

------------ g = e ——————

frequency in IBS- abdominal pain
Co8 and headache®3
* No evidence to

demonstrate

improvement in

abdominal pain or

global

symptoms®6-58

* Global relief of  + Reports of

IBS symptoms, infrequent but

diarrhea, and serious AEs

abdominal pain in including

phase 3 trials®®  ischemic colitis

* Dose can be and serious

increased to 1 mg consequences of

BID in patients in  constipation,

whom treatment is resulting in

well tolerated but  hospitalization

symptom control is and, rarely, blood

inadequate’* transfusion,

* Discontinue in surgery, and

patients without ~ death”*

adequate symptom « Use of

control after 4 alosetron is

weeks of treatment restricted to a

with 1 mg BID’4  risk management
program>8.74

+ Simultaneously + Common AEs
improved include nausea,
abdominal pain andconstipation, and
stool consistency abdominal pain’®
and improved « Contraindicated
global symptoms inin patients

phase 3 trials’®  without a



Rifaximin

Broad-
spectrum
antibiotic

Treatment of 550 mg TID

IBS-D in
adults®°

orally for 14
days®°

+ Effective in
patients with prior
inadequate relief
with loperamide3°

gallbladder due
to increased risk
of pancreatitis
and/or sphincter
of Oddi spasm”®
 Schedule IV
controlled
substance; NPs
cannot prescribe
in Kentucky and
NPs and PAs
cannot prescribe
in Puerto Rico””
* Low abuse
potential, with no
signs of abuse in
phase 2 and 3
studies’879

* Adequate relief of - Common AEs

global symptoms
and improvements
in bloating,
abdominal pain,
and stool
consistency in
phase 3 trials8’

+ Can be used for
up to 2
retreatments in
patients who
experience
symptom
recurrence®®

* Repeat treatment
has no association
with clinically
relevant antibiotic
resistance®?

include
headache, upper
respiratory tract
infection, and
abdominal pain®’



IBS-C

Linaclotide Guanylate Treatment of 290 yg QD + Simultaneously + Common AEs
cyclase-C  IBS-C in orally83 improved include diarrhea,
agonist adults®3 abdominal pain andabdominal pain,

number of CSBMs and
and improved flatulence848°

bloating and stool < AEs of diarrhea

consistency in can be managed

phase 3 trials®*85 by administration
30-60 minutes
before
breakfast®8
* Treatment
initiation at the
lower dose
approved for
chronic
idiopathic
constipation (72
or 145 ug) and
increasing as
required can
help in the
management of
AEs®®

Lubiprostone  Chloride Treatment of 8 ug BID orally < Provided relief of + Common AEs

channel IBS-C in with food and  IBS symptoms and include diarrhea
activator  adult water86 improved and nausea®?
women®@ abdominal pain and+ Contraindicated

stool consistency inin patients with

phase 3 trials®387  known or
suspected
mechanical Gl
tract obstruction
* Initiation at a
lower dose and
upward titration



Plecanatide

Guanylate Treatment of 3 mg QD

cyclase-C
agonist

IBS-C in
adults®8

orally88

can neip
minimize
nausea®8

+ Simultaneously  + Most common
improved AE is diarrhea88
abdominal pain and

number of

CSBMs88.89

+ Can be

administered with

or without food®®

Non-FDA-approved prescription medications used in IBS in clinical practice

Antispasmodics: Smooth-

Hyoscyamine,
dicyclomine

SSRils:
Fluoxetine,
paroxetine,
citalopram

muscle
relaxant

Serotonin
reuptake
inhibitor

Not

Hyoscyamine,

approved for up to 1.5 mg/d;

use in IBS

Not

Dicyclomine,
20-40 mg QD34

Fluoxetine, 20

approved for mg QD;

use in IBS

paroxetine, 10-
50 mg QD;
citalopram, 20-
40 mg QD34

+ Can provide « Common AEs
short-term include dry
symptom relief®®  mouth,

- Effective as a dizziness, and
category in IBS,  blurred vision®3
although evidence < Should be
supporting avoided in the
individual agents is elderly34
limited>3-56

+ Effective in « Common AEs
providing global  include nausea,
symptom relief and insomnia,
improving pain®®  diarrhea or

» Suggested for ~ constipation,
overall symptom  decreased libido,
improvement with aejaculatory
weak dysfunction, and
recommendation®® weight gain34

+ May be more * Use may be
suitable in patients limited by AEs
with IBS-C due to and patient and
prokinetic effects®® health care

* Maximal provider
treatment effect  acceptance®®
may not be



observed until 4-8
weeks after

initiation®8
TCAs: Not fully Not 10-150 mg/d, - Effective in « Common AEs
Amitriptyline, understood approved for depending on  providing global  include dry
desipramine, use in IBS  drug; generally symptom relief and mouth,
trimipramine, >50 mg/d34 improving pain®®  constipation,
imipramine, + Recommended Dblurred vision,
doxepin for overall symptomurinary retention,

improvement>® sedation, weight

* May be more gain, sexual

suitable for patientsdysfunction,
with IBS-D due to arrhythmia,
AEs of dizziness, and
constipation®8 hyperthermia34
+ Use may be
limited by AEs
and patient and
health care
provider
acceptance®®

Abbreviations: AE, adverse event; BID, twice daily; CSBM, complete spontaneous bowel
movement; FDA, Food and Drug Administration;

5-HT, 5-hydroxytryptamine (serotonin); Gl, gastrointestinal; IBS, irritable bowel syndrome; IBS-C,
irritable bowel syndrome with constipation;

IBS-D, irritable bowel syndrome with diarrhea; NP, nurse practitioner; OTC, over-the-counter; PA,
physician assistant; QD, once daily;

SSRis, selective serotonin-reuptake inhibitors; TCAs, tricyclic antidepressants; TID, 3 times daily.

Medications Approved by the Food and Drug Administration (FDA) for IBS

Several prescription medications are now FDA-approved for the treatment of IBS and may be
suitable in patients whose symptoms are more severe or not adequately controlled by lifestyle
interventions or other medication options.33453.58,70 The choice of therapy can be based on the
primary presenting symptom, whether that be diarrhea, constipation, or abdominal pain.
Prescription medication options include alosetron, eluxadoline, and rifaximin in patients with IBS-
D and linaclotide, lubiprostone, and plecanatide in patients with IBS-C (Table 4).
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Although not approved by the FDA for the treatment of IBS, certain prescription medications
such as antidepressants and antispasmodics are used off-label (Table 4). Antidepressants are
often used, with tricyclic antidepressants being recommended for overall symptom improvement
in patients with IBS. The evidence for the use of selective serotonin-reuptake inhibitors is weak;
therefore, they are suggested but not recommended by the American College of
Gastroenterology.®® The evidence for the use of antispasmodics is also weak%%; however, they
are sometimes prescribed in patients with abdominal cramping, although they may cause
constipation and so should be used with caution in patients with IBS-C.34:53:58.70 patient and
HCP acceptance and associated adverse events may also limit the utility of these options for the
management of IBS.53

Conclusion

IBS is one of the most common Gl tract disorders and causes a significant impact on patients’
lives. Due to their role in the health care system and their position on the front line of day-to-day
patient management, particularly those with chronic symptoms, NPs and PAs are in a unique
position to cultivate a therapeutic, trusting, and communicative relationship with patients with IBS
and provide continuity of care with close follow-up. A diagnosis of IBS can be efficiently
established based on symptoms and the exclusion of alarm features, with minimal diagnostic
testing required. Management of IBS is multifaceted and should be tailored to the patient,
potentially involving lifestyle interventions and dietary modifications in addition to escalating
pharmacological therapies, depending on the predominant symptom, symptom severity, impact
on daily life, and presence of comorbidities. The formation of an effective patient—provider
relationship is key to the successful management of this common Gl tract disorder.
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