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ABSTRACT: Irritable bowel syndrome (IBS) is a gastrointestinal disorder that is commonly
associated with psychiatric disorders, such as major depressive disorder. When considering
pharmacologic treatment options for the treatment of IBS, multiple factors should be
considered, including the predominance of constipation or diarrhea, the presence of
abdominal pain, and changes related to bowel function. Since various mental-health
disorders have been associated with IBS, it is common practice for individuals to be placed
on antidepressants in order to help manage these mental-health-related concerns.
Unfortunately, there is a lack of clinical guidance on the recommendations for specific
antidepressant treatment options that should be tailored to patients with IBS. There is,
however, some data that suggest a more symptom-targeted therapeutic approach that may

prove to be beneficial for both disorders.

U.S. Pharmacist Continuing Education

GOAL: To educate pharmacists about the preva-
lence, pathophysiology, and treatment options
available for irritable bowel syndrome (IBS), with
a focus on individuals with a concomitant diagno-
sis of major depressive disorder.

OBJECTIVES: After completing this activity, the
participant should be able to:

1. Recognize the prevalence and pathophysiology
of IBS.

2. Describe the clinical presentation of IBS.

3. Summarize the Rome IV and Manning diagnos-
tic criteria related to IBS.

4. Design appropriate pharmacologic treatment
options for major depressive disorder based on a
patient’s IBS clinical presentation and individual
factors.
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Irritable bowel syndrome (IBS) is a common gas-
trointestinal (GI) disorder that results in chronic
and irregular bowel movements. This disorder is
typically characterized by recurrent complaints of
lower abdominal pain, gas, and irregular defecation,
which may include either constipation (IBS-C) or
diarrhea (IBS-D). IBS is regarded as one of the most
frequently diagnosed GI conditions. Studies show
that 15% to 20% of Americans suffer from this dis-
order, and only about 25% of those affected seek

Austin De La Cruz, PharmD, BCPP
Clinical Assistant Professor
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Houston, Texas
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Management of IBS With Concomitant Major Depressive Disorder

medical care.! When left untreated, IBS can have a
substantial negative impact on an individual’s qual-
ity of life, which may result in missed workdays,
decreased functioning and productivity, and an
increased burden on the utilization of healthcare
resources.

IBS has been traditionally characterized as a
brain-gut disorder due to the strong association
between IBS and an individual’s coexisting psychi-
atric diagnosis. Studies show that there is an
increased prevalence of psychiatric disorders such
as anxiety, depression, and personality disorders that
commonly occur among adults with IBS.? Often dur-
ing the management of depression, Gl-related com-
plications are ignored or disregarded as typical
medication-related side effects. GI-related concerns,
however, should not be discounted in patients with
a mental-health-related diagnosis or for those
receiving psychiatric pharmacotherapy. It is impor-
tant that a patient receive a full evaluation and diag-
nosis in order to tailor an appropriate treatment
regimen that does not exacerbate any existing GI-
related symptoms. There are many treatment options
available for major depressive disorder, including
selective serotonin reuptake inhibitors (SSRIs), sero-
tonin-norepinephrine reuptake inhibitors (SNRIs),
atypical antidepressants, and tricyclic antidepres-
sants (TCAs). At this time, however, there is little
guidance regarding the use of these drugs to treat the
symptoms of major depressive disorder in a patient
with concomitant IBS.

Pathophysiology
The exact pathophysiologic theory that results in the
symptomatology of IBS is not fully understood at
this time. Multiple mechanisms have been postu-
lated, including dysfunctional GI motility, visceral
hypersensitivity, intestinal inflammation, food sen-
sitivity, psychosocial dysfunction, intestinal micro-
biota alterations, and neurohormonal dysregulation,
to name a few. Recent studies hypothesize that the
foundational pathophysiologic concept results from
a disturbance in the brain-gut axis, which is the cen-
tral line of communication that exists between the
brain and the GI tract.? This dysregulation may be
the principal reason that 50% to 90% of individuals
with IBS have a coexisting mental-health disorder,
including panic disorder, generalized anxiety disor-
der, social phobia, posttraumatic stress disorder, or
major depressive disorder.*

A healthy and fully functioning GI tract may be
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a pivotal factor in determining an individual’s psy-
chiatric-related health, especially since 95% of the
serotonin in our body is located in the gut.® Sero-
tonin (5-HT) plays a significant role in our enteric
nervous system and is responsible for secretion, sen-
sitization, and motility via serotonin type 3 (5-HT3)
and serotonin type 4 (5-HT4) receptors.® In about
half of cases, IBS originates in the gut, not the brain,
resulting in IBS symptoms starting first, followed by
subsequent psychologic distress that may develop
into a full diagnostic mental-health disorder.”

Screening and Diagnosis

IBS is a chronic and often lifelong disorder that
requires proper diagnosis and care due to the high
occurrence of symptom relapse. Patient-reported
symptoms associated with IBS range from abdomi-
nal pain, bloating, changes in stool form, and con-
sistency, to variable patterns of diarrhea and consti-
pation. Additionally, lower abdominal pain is often
reported, which can be extremely debilitating. IBS
is often challenging to diagnose due to overlapping
symptoms with other GI disorders, such as nonulcer
dyspepsia and celiac disease.® Because of the vari-
abilities in symptomatology, two diagnostic criteria
are often utilized to help diagnose IBS, including the
Manning criteria and Rome IV criteria (see TABLE
1). Providers may further perform interventional
tests, such as a sigmoidoscopy or colonoscopy, to
rule out other GI disorders. Additional laboratory
tests may also be ordered to monitor the stool for
occult blood, ova, and parasites, complete blood
count, erythrocyte sedimentation rate, and serum
electrolytes.®

Management of IBS
A complete medication history should first be per-
formed, and all current medications (prescriptions,
OTC, complementary) should be assessed for the
possibility of worsened constipation or diarrhea.
Nonpharmacologic treatment options for the man-
agement of IBS should be considered first-line for
mild episodes that may occur less frequently in order
to avoid unnecessary medication-related side effects.
Oftentimes, an individual may be able to identify
certain food triggers that worsen IBS-related symp-
toms. Caffeine, alcohol, artificial sweeteners, and
lactose are known to cause GI irritation in select
individuals.®

A trial of trigger-food avoidance may be a reason-
able first step, prior to pharmacologic interventions.
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Table 1

Management of IBS With Concomitant Major Depressive Disorder

Diagnostic Criteria for IBS

Rome IV Diagnostic Criteria

1. Irritable bowel syndrome (IBS)
a. IBS with predominant constipation (IBS-C)
b. IBS with predominant diarrhea (IBS-D)
c. IBS with mixed bowel habits (IBS-M)
d. IBS unclassified (IBS-U)
2. Functional constipation
3. Functional diarrhea

IBS symptom criteria
Recurrent abdominal pain, on average, at least 1 day per week in
the past 3 months, associated with two or more of the following
criteria®

1. Related to defecation

2. Associated with change in frequency of stool

3. Associated with a change in form (appearance) of stool

4, Functional abdominal bloating/distention
5. Unspecified functional bowel disorder
6. Opioid-induced constipation

Manning Criteria

Chronic or recurrent abdominal pain for at least 6 months and two or more of the following:

1. Abdominal pain relieved with defecation

2. Abdominal pain associated with more frequent stools
3. Abdominal pain associated with looser stools

4. Abdominal distension

5. Feeling of incomplete evacuation after defecation

6. Mucus in stools

4 Criteria fulfilled for the past 3 months with symptom onset at least 6 months before diagnosis.

IBS: irritable bowel syndrome. Source: References 9-11.

A restricted diet low in fermentable oligo-, di-, and
monosaccharides and polyols (FODMAPs) may be
beneficial in reducing IBS-related hypersensitivity
and pain according to several small studies.’> FOD-
MAPs include foods such as wheat, beans, dairy, and
high fructose corn syrup. Standard practice includes
a short period of restricting FODMAPs from the
diet, followed by an ordered reintroduction of FOD-
MAPs to determine tolerability.!> With this tech-
nique, there is a risk of an inadequate diet in the
short term that may extend to a long-term deficiency
if the diet continues to be significantly restricted.
Ultimately, appropriate nutrient intake is recom-
mended in patients with IBS despite the restrictions
in nutrient-rich foods.'> These recommendations,
albeit helpful for a certain subgroup of patients, are
not universal due to the prevalence of treatment-
related failures, in addition to the variability of
symptoms among different patients.

For constipation-predominant IBS, patients might
consider dietary fiber as the first nonpharmacologic
approach. Both soluble and insoluble fibers have
been studied for their effect on IBS."3 Soluble fibers
include oats, barley, flaxseeds, oranges, carrots, and
beans, and insoluble fibers include wheat bran,
whole grains, broccoli, cabbage, and grapes. Soluble
fibers in particular appear to play a positive role in
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improving symptoms of IBS. It is reasonable to
advise patients to include small amounts of soluble
fiber into their diet over the course of a few weeks.
If symptoms improve, this can be continued.'?
Insoluble fibers do not appear to show benefits
and therefore should not be recommended for the
management of IBS since they may lead to worsening
abdominal pain and bloating.”!? Total fiber intake
of 20 to 30 grams per day is recommended, although
dose-dependent bloating, distention, and flatulence
can affect overall tolerability and compliance. Not
all patients will benefit from fiber supplementation,
such as those with severely delayed colon transit or
obstructed defecation.!” The desired outcome should
be bulkier stools that are more easily passed.®
Pharmacologic treatment options for IBS depend
on the predominance of constipation or diarrhea as
well as the level of severity of those symptoms (see
TABLE 2). There are not enough data to make a defin-
itive decision as a second-line treatment option after
fiber failure for constipation-predominant individu-
als; however, polyethylene glycol (PEG) is an osmotic
agent that has shown superiority to both placebo
and lactulose when used in adults and children.51°
Side effects of PEG include nausea, vomiting, flatu-
lence, and abdominal cramping.® Caution should be
taken with saline laxatives (e.g., magnesium citrate,
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Table 2

Management of IBS With Concomitant Major Depressive Disorder

FDA-Approved Medications for the Treatment of IBS

Constipation-Predominant IBS

Drug Class Dosing

Side Effects Notes

Lubiprostone Chloride channel 8 mcg twice daily

Nausea, diarrhea, Only approved

activator abdominal pain, headache for females
aged >18 years
Linaclotide Guanylate 290 mcg Diarrhea, abdominal pain, Risk of death
cyclase-C once daily flatulence, abdominal due to dehydration
agonist distention in patients
aged <6 years
Tenapanor Sodium/hydrogen 50 mg twice daily Diarrhea, dizziness,
exchanger 3 flatulence, abdominal Should also not
inhibitor distention be used if patient
" - X . has a known
Plecanatide Guanylate 3 mg once daily Diarrhea, dlzlzme‘s‘s, or suspected
cyclase-C flatulence, sinusitis, mechanical
agonist nausea, abdominal Gl obstruction
tenderness
Tegaserod Serotonin (5-HT4) 6 mg twice daily for Headache, abdominal pain, Only approved for
receptor agonist up to 4-6 weeks diarrhea, nausea females aged <65
years
REMS criteria
Diarrhea-Predominant IBS
Drug Class Dosing Side Effects Notes
Rifaximin Rifamycin 550 mg 3 times Peripheral edema, Reserved for patients
daily for 14 days dizziness, fatigue, ascites, with bloating who
nausea, flatulence, have failed other
abdominal pain therapies
Alosetron Selective Initial: 0.5 mg twice Constipation, abdominal Only approved for
serotonin (5-HT3) daily for 4 weeks. discomfort and pain, females with severe
receptor May be increased nausea, Gl discomfort and IBS-D refractory to
antagonist after 4 weeks to pain conventional therapy
1 mg twice daily for
up to 4 weeks
Eluxadoline Gl agent 100 mg twice daily. Constipation, nausea, Has some potential for

May be decreased

to 75 mg twice daily

in patients unable
to tolerate 100 mg

abdominal pain, dizziness,
fatigue

drug abuse and
psychological
dependence

GI: gastrointestinal; IBS: irritable bowel syndrome; 1BS-D: IBS with diarrbea; REMS: risk evaluation and mitigation

strategy. Source: References 14-19, 22-25.

magnesium sulfate, and sodium phosphate), which
have limited data to show safety and efficacy. For
symptom relief, stimulant laxatives (e.g., bisacodyl)
have demonstrated clinical benefits for stool fre-
quency and other related symptoms. Side effects may
include severe abdominal cramping, nausea, vomit-
ing, and electrolyte disturbances. Long-term laxative
use is not encouraged for severe constipation and
should be used at the lowest required dose.®
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Lubriprostone, linaclotide, and plecanatide are
three prosecretory agents that have demonstrated
efficacy over placebo by improving constipation-
related symptoms of IBS-C in adults. Lubriprostone
is FDA approved for chronic idiopathic constipa-
tion, opioid-induced constipation, and IBS-C in
women aged 18 years and older. The most common
adverse effects include nausea, diarrhea, and abdom-
inal pain.'* Linaclotide is FDA approved for chronic
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Management of IBS With Concomitant Major Depressive Disorder

idiopathic constipation and IBS-C. Linaclotide is
contraindicated in patients younger than age 6 years
due to dehydration-related deaths and in patients
with known or suspected mechanical GI obstruction.
Additionally, safety and efficacy have not been
established in patients younger than age 18 years
and, therefore, linaclotide is not recommended in
this population. Common adverse effects of lina-
clotide include diarrhea, abdominal pain, flatulence,
and abdominal distention.!s

Plecanatide is currently FDA approved for
chronic idiopathic constipation and IBS-C. It shares
a similar mechanism with linaclotide by increasing
the amount of fluid in the large intestines, which
results in increased number of bowel movements and
decreased abdominal pain through guanylate
cyclase-C agonism. The most common adverse effect
is diarrhea, which occurred in 5% of patients who
were studied.'® The FDA recently approved tena-
panor in 2019 for the treatment of IBS-C. Tena-
panor, a novel treatment, is a minimally absorbed
small molecule that acts locally by inhibiting the
sodium hydrogen exchanger 3 in the gut. This drug
is also used in patients with chronic kidney disease
on dialysis to reduce serum phosphorus. The most
common adverse effect reported was diarrhea. Like
linaclotide and plecanatide, tenapanor is also con-
traindicated in patients younger than age 6 years.
Additionally, safety and efficacy have not been
established in patients younger than age 18 years
and, therefore, is not recommended in this age
group.'”

Tegaserod is a 5-HT4 partial agonist that was
originally FDA approved for the treatment of IBS-C
in women. Tegaserod was later removed from the
market in 2008 due to the risks of severe adverse
effects, including the increased risk of heart attack
or stroke. On April 1, 2019, the company received
approval for tegaserod reintroduction into the mar-
ket for IBS-C in women younger than age 65 years.'®
Tegaserod is only available through a strict prescrib-
ing program in which providers are to contact the
FDA Division of Drug Information to receive the
medication directly from the manufacturer. Com-
mon adverse effects include abdominal pain, diar-
rhea, headache, and nausea.'”

Diarrhea-predominant individuals may consider
OTC loperamide, which is indicated for the control
and symptomatic relief of acute and nonspecific
diarrhea in patients aged 2 years or older with
chronic diarrhea associated with inflammatory
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bowel disease. Even though loperamide does not
have an FDA-approved indication for IBS, it is rec-
ommended by the American Gastroenterological
Association over no drug treatment since it reduces
stool frequency and improves stool consistency. It is
important to note that loperamide does not reduce
the global symptoms of IBS.2° Loperamide is a mu-
opioid agonist that binds opiate receptors in the gut
and thereby slows intestinal motility by affecting
water and electrolyte movement through the bowel.
Loperamide has black box warnings of torsades de
pointes and sudden death if higher than recom-
mended doses are used. High doses should be
avoided due to the risk of serious cardiac events.
Loperamide is contraindicated in pediatric patients
younger than age 2 years. Common adverse effects
include dry mouth, flatulence, and abdominal
cramps.?!

Rifaximin is an FDA-approved medication for
the treatment of IBS-D in adults. It is a short-term
treatment that is taken three times a day for 2
weeks. Rifaximin has a unique mechanism of action
and is classified as a semisynthetic derivative of the
antibiotic rifampin and acts by binding to the beta-
subunit of bacterial DNA-dependent RNA poly-
merase, blocking one of the steps in transcription.
This mechanism results in the inhibition of bacterial
protein synthesis and, consequently, inhibits the
growth of bacteria. The efficacy of rifaximin was
established in three randomized, multicenter, dou-
ble-blind, placebo-controlled trials. The first two
trials were identical, and both trials demonstrated
statistically significant improvement of rifaximin
versus placebo (41% vs. 31%, P = .0125;41% vs.
32%, P = .0263) for adequate relief of IBS symp-
toms during the month following 2 weeks of treat-
ment. The third trial also showed improvement in
abdominal pain responders, resulting in a 30% or
greater reduction in abdominal pain in 51% of
rifaximin patients versus 42% of placebo patients
(95% CI: 9% [1.6-17]). Rifaximin treatment can be
repeated up to two times if symptoms return. Com-
mon adverse effects of rifaximin include nausea,
fatigue, peripheral edema, flatulence, abdominal
pain, and ascites.??

Alosetron is a highly selective 5-HT3 antagonist
indicated for women with severe IBS-D who have
not responded adequately to conventional therapy.
Alosetron showed improvement in abdominal pain
and IBS-related global symptoms. Due to the risk of
severe adverse reactions such as ischemic colitis and
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serious complications of constipation, alosetron is
only to be used by those physicians enrolled in the
Prometheus Prescribing Program. The Risk Evalua-
tion and Mitigation Strategy program restrictions
are primarily due to the risks of hospitalizations,
blood transfusions, and death that may occur with
alosetron therapy. The most common adverse reac-
tions in clinical studies were constipation, nausea,
abdominal discomfort, and pain.??

Pharmacologic treatment options for
IBS depend on the predominance of
constipation or diarrhea. There are
not enough data to make a definitive
decision as a second-line treatment;
however, polyethylene glycol is an
osmotic agent that has shown
superiority to both placebo and

lactulose in adults and children.

Eluxadoline is a novel mixed mu- and kappa-
receptor agonist and delta-receptor antagonist. It is
indicated for the treatment of IBS-D in adults. Given
its opioid-receptor activity, eluxadoline is currently
listed as a schedule IV controlled substance, and
patients should be closely monitored for the poten-
tial of drug abuse and dependence. In clinical trials,
eluxadoline improved abdominal stool consistency,
frequency, and quality-of-life metrics. Eluxadoline
is contraindicated in patients without a gallbladder
and in those with known or suspected structural
disease of the pancreas, alcoholism, severe hepatic
impairment, or a history of severe constipation. The
most common adverse effects include constipation,
nausea, and abdominal pain.?*

Antispasmodics are used to treat abdominal pain
and spasms in all IBS subtypes and may be helpful in
IBS-D.'° Dicyclomine is currently FDA approved for
the treatment of IBS. Dicyclomine relieves smooth-
muscle spasms of the Gl tract through anticholinergic
effects as well as through a direct effect upon smooth
muscle. Adverse effects include dry mouth, dizziness,
blurred vision, and nausea.?’ Hyoscyamine is often
used in clinical practice despite the lack of evidence
supporting its efficacy. OTC peppermint oil has also
been found to be generally effective and well tolerated
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in patients with IBS. Common adverse effects include
heartburn, nausea, and vomiting.?®

Probiotics such as bifidobacterium infantis have
also shown improvements in abdominal pain, bloat-
ing, and bowel movement difficulty compared with
placebo. Disodium cromoglycate, fecal microbiota
transplantation, herbal therapies, and complemen-
tary therapies have all been postulated as well; how-
ever, none of these treatment modalities have been
extensively studied for this indication.!?

Antidepressant Use in IBS

Proper pharmacologic treatment that considers the
patient’s mental-health disorder and IBS-related com-
plications is essential. As previously mentioned,
patients with IBS are more likely to have depression,
anxiety, and somatization disorders compared with the
general population, so the chance that a healthcare
provider will interact directly with a patient with con-
comitant diagnoses is unquestionable.? Since antide-
pressants may have Gl-related effects that can either
improve or worsen the patient’s already existing IBS-
related symptoms, it becomes imperative to select an
appropriate, well-tolerated agent from the start.

Most major depressive disorder treatment guide-
lines recommend SSRIs, SNRIs, bupropion, or mir-
tazapine as first-line treatment options for patients
with mild-to-moderate depression, in addition to
psychotherapy as adjunctive treatment. TCAs tend to
be reserved as a third-line treatment option due to the
increased risk of neurologic-, anticholinergic-, and
cardiovascular-related adverse effects. Although anti-
depressants are not considered first-line treatment
options for IBS, there are many trials that have looked
at their efficacy in the management of IBS symptoms
given their interaction with the serotonin neurotrans-
mitters in the digestive system (see TABLE 3).

As a class, antidepressants were studied in a meta-
analysis that included 18 randomized, controlled
trials involving 1,127 patients. In this meta-analysis,
both the TCAs and SSRIs showed total improvement
compared with placebo and appeared to be effective
treatments for IBS. The number needed to treat for
TCAs and SSRIs was 4.5 and 5, respectively.
Although this may not be clinically relevant, it indi-
cates that there may be a slight benefit for TCAs
compared with SSRIs. (The number needed to treat
is the number of patients required to treat to prevent
one additional bad outcome.) While observing the
eight trials in the meta-analysis that reported overall
adverse events, the incidence of adverse events was
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Table 3

Management of IBS With Concomitant Major Depressive Disorder

Antidepressants Used in the Treatment of IBS?
Drug Class Drug Name Effects in Treatment of IBS May Be Beneficial in
Tricyclic Imipramine 10rocecal and whole-gut IBS-D
antidepressant transit times
Amitriptyline tincidence of loose stools IBS-D
1Feelings of incomplete defecation
Selective serotonin Paroxetine 10verall well-being IBS-C
reuptake inhibitor 1Change in the Clinical Global
Impressions-lmprovement and
Severity ratings
Citalopram 1Numbers of days per week of IBS-C
abdominal pain
1Severity of abdominal pain
Fluoxetine 1Bloating IBS-C
1Stool consistency
tFrequency
Serotonin- Duloxetine 1Pain IBS-D

norepinephrine
reuptake inhibitor

1loose stools
1Work and family disability

1Anxiety

1Severity of illness
1Quality of life

% None of the listed medications are FDA approved for the treatment of IBS.
IBS-C: irritable bowel syndrome with constipation; IBS-D: IBS with diarrbea.

Source: References 2, 3, 10, 24, 30-32.

significantly higher in the antidepressant groups,
especially the TCA group, compared with placebo,
with both drowsiness and dry mouth being the most
common complaints in the TCA group. In total,
36.4% of patients assigned to antidepressants expe-
rienced adverse events, compared with 21.1% of
those taking placebo.?”

In patients with IBS-D, TCAs at low doses have
shown benefits by controlling the perception of vis-
ceral pain and altering GI transit time." Additionally,
some patients who are taking TCAs commonly expe-
rience anticholinergic effects, such as constipation,
dry mouth, blurred vision, and urinary retention.
For a patient with IBS-D, this side effect of constipa-
tion may be beneficial. In one trial, IBS-D patients
were given imipramine for 4 days, which resulted in
prolonged orocecal transit time and whole-gut tran-
sit times, both of which are used to measure gut
motility.” In a separate study, amitriptyline was com-
pared with placebo and was shown to be signifi-
cantly more effective in decreasing the incidence of
loose stools and the feeling of incomplete defeca-
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tion.> Additionally, a 2-month study that included
50 IBS-D patients found that 10 mg of amitriptyline
was effective in reducing the incidence of loose stool
and feeling of incomplete defecation. Patients also
showed a greater complete response, which included
loss of all symptoms compared with placebo.?® Not
only is amitriptyline effective in adults with IBS, but
it has also improved the quality of life in adolescents
with IBS when taken for 6 to 13 weeks.®

As mentioned previously, TCAs have anticholin-
ergic properties that may slow the GI tract, leading
to benefits with chronic diarrhea in addition to
modulating the perception of visceral pain.>®
Because of TCAs’ significant anticholinergic proper-
ties, they should not be used in patients with both
pain and constipation (IBS-C).

Compared with TCAs, there is less evidence to
support the use of SSRIs or SNRIs with individuals
who have IBS-D with recurring abdominal pain. One
study evaluating the use of the SSRI, paroxetine,
showed a significant improvement in overall well-
being with paroxetine but no significant change in
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abdominal pain, bloating, or social functioning.?* A
separate study observed the use of paroxetine con-
trolled-release and also showed no significant differ-
ence in composite pain scores. The paroxetine study,
however, showed a significant change in the Clinical
Global Impressions-Improvement and Severity rat-
ings.?” A third SSRI study showed that citalopram
significantly reduced the numbers of days per week
and severity of abdominal pain. Significant improve-
ments in urgency and straining were seen at week
6.3%31 In contrast, a meta-analysis that observed the
efficacy of citalopram showed conflicting data. How-
ever, in this same meta-analysis, fluoxetine showed
improvement of IBS-C symptoms such as bloating,
stool consistency, and frequency.3® There are a lack
of data available for the use of SNRIs in IBS, but one
study showed that duloxetine significantly improved
pain, severity of illness, quality of life, loose stools,
work and family disability, and anxiety, independent
of its antidepressant effects in patients with IBS.10-32

Diarrhea-predominant individuals may
consider OTC loperamide, which is
indicated for the control and
symptomatic relief of acute and
nonspecific diarrhea in patients aged 2
years and older with chronic diarrhea
associated with inflammatory bowel
disease. High doses should be avoided

due to the risk of cardiac events.

TCAs and SSRIs appear to have some data in
providing relief in IBS, especially if IBS symptoms
are pain related, where TCAs appear to be more
effective. Adverse events can potentially limit both
classes as appropriate pharmacologic agents. More
studies that focus on SSRIs and SNRIs in patients
with IBS are needed to determine the clinical use of
these classes. Pharmacologic treatment agents
should be selected based on the patient’s presenta-
tion, predominance of constipation or diarrhea, and
individual symptomatology in order to personalize
therapy. An appropriate antidepressant would treat
the patient’s depression while providing relief of
IBS-related symptoms and not exacerbate the
patient’s overall GI symptoms.
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The Pharmacist's Role

Pharmacists can play a major role in the management
of IBS by identifying common symptoms associated
with IBS and counseling patients on the many treat-
ment options available, which may include antide-
pressants. Given the high percentage of adults with
IBS and concomitant mental illness, it would be
advantageous for pharmacists to educate patients on
the potential benefits and risks of using antidepres-
sants for IBS. Additionally, since there are well-known
psychiatric-related concerns that may develop with
an IBS-related diagnosis, pharmacists should instruct
their patients to seek out mental-health treatment if
they are not being managed by a mental-health pro-
vider. Cognitive behavioral therapy and behavioral
techniques aimed at modifying the patient’s avoidance
behaviors may serve as proper adjunctive therapy to
their existing antidepressant regimen. Even though
there is limited literature surrounding the use of anti-
depressants in IBS, pharmacists must keep up to date
with new literature in order to educate both patients
and providers about the safest and most effective
treatment options available.

Conclusion

There are a few treatment options that can be consid-
ered in a patient with IBS who has a concomitant
major depressive disorder. One of the biggest chal-
lenges is choosing the right agent that will not exac-
erbate IBS symptoms. In patients with treatment-
resistant IBS, antidepressant therapy may be
beneficial, and treatment should be determined based
on the patient’s diagnosed IBS type. There are some
data that show the benefits of TCAs, such as imipra-
mine and amitriptyline, for patients experiencing
treatment-resistant IBS-D. TCAs have also been
shown to prevent loose stools and improve the
patient’s overall quality of life. It is important to note,
however, that TCAs are commonly used as third-line
treatment options for major depressive disorder due
to the risks of adverse effects, so close monitoring
should be performed if this class of medications is
used for IBS. SSRIs and SNRIs have been studied in
smaller trials, but more large-scale, high-quality stud-
ies are needed in order to observe the effects of these
medications in the management of IBS with concom-
itant major depressive disorder. ¥
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2. Which serotonin receptors are
responsible for secretion,
sensitization, and motility in the
enteric nervous system?

A. 5-HT1 and 5-HT2

B. 5-HT2 and 5-HT3

C. 5-HT3 and 5-HT4

D. 5-HT4 and 5-HT7

3. Ninety-five percent of the
serotonin in the body is located
primarily in the

A. Digestive tract

B. Tegaserod
C. Alosetron
D. Eluxadoline

7. Which of the following is false
regarding tricyclic antidepressants
(TCAs)?

A. TCAs may be beneficial in the
treatment of IBS-D because of
the anticholinergic effects
experienced, specifically
constipation

B. Amitriptyline has been proven

stools, decreased severity of
illness

C. Reduced pain, impaired quality
of life, increased loose stools,
decreased severity of illness

D. Increased pain, impaired
quality of life, increased loose
stools, increased severity of
illness

9. Paroxetine did not show
significant improvement in which
of the following symptoms when
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B. Brain to improve the quality of life in studied in IBS?
C. Bones adolescents with IBS within 6 A. Overall well-being B : B o -
D. Heart to 13 weeks B. Abdominal pain and bloating U.S. Pharmacist is seeking authors to write clinical articles

4. When using the Manning
Criteria for the diagnosis of IBS,
how long should the patient
experience chronic or recurrent
abdominal pain?

C. TCAs appear to be less
effective in relieving pain-
related IBS when compared
with selective serotonin
reuptake inhibitors

D. In patients with IBS-D, TCAs

C. Social functioning
D. B and C

10. Which factors are important
to consider when selecting
pharmacologic treatment for a

and continuing education lessons on a variety of topics.
We are particularly interested in Neurologic Diseases,

Cardiovascular Diseases, Opioids & Pain Management,
New Drugs, Pediatric & Adolescent Health, Respiratory

A. 2 weeks at low doses have shown patient? Diseases, Men's Health, Women'’s Health, Diabetes,
B. 1 month benefits by controlling the A. Patient’s presentation Mental Health, and Gastroenterologic Diseases.
C. 3 months perception of visceral pain and . Predominance of constipation

D. 6 months altering gastrointestinal transit or diarrhea

5. Which of the following is #ot a
treatment option for constipation-
predominant IBS?

A. Dietary fiber

time
8. The serotonin-norepinephrine
reuptake inhibitor, duloxetine, is
FDA approved for the treatment

M

B
C. Individual symptomatology
D. All of the above
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