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Objectives

- Define IBS-C and recognize
pathophysiology

- Discuss mechanism of action, efficacy, and
adverse effects of IBS treatment options

- List clinical pearls for each treatment option

- Review the guideline recommendations for
IBS treatments

- Compare options for treatments
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— A POsitive Diagnostic Strategy:
Irritable Bowel Syndrome with Constipation
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- Recurrent abdominal pain on average at
least 1 day/week in the last 3 months,
associated with the following:

- Related to defecation

- Change in frequency of stool

- Change in form (appearance) of stool

- Symptoms must be present for at least 6 months
« Predominant stools >25% with BSFS 1 or 2
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Central nervous
system (CNS)

Autonomic
nervous system
(ANS) + spinal
pathways (gut-
brain-gut axis)

Enteric nervous
system (ENS)

Brain-Gut
Interactions via
CNS -ENS
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Pathogenesis of IBS is Heterogeneous
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Case

33yo F with IBS-C, interstitial cystitis seen for follow-up. Has abdominal pain and constipation with
BMs every 3-4 days, BSFS 2 stools. No alarm features. Using squatty potty, eating high fiber diet; Meds
are Miralax daily, amitriptyline, oxybutynin.

What is the next step in management?

A. Soluble fiber supplement
B. Linaclotide

C. Tenapanor

D. Anorectal manometry

E. Prucalopride
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| Symptom Management
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o0 for IBS

FODMAPs increase SCFA and intestinal HypnOSiS
secretions leading to bloating, pain,
diarrhea.

Studies show practicing 4 to hypnosis sessions

yoga provides a variety 1 may improve
Low FODMAP diet helps in IBS especially of health benefits. symptoms.
with Bloating = .
Cognitive . Diet \
Simplified low FODMAP diet easier, more Behavioral Therapy ( Changes
compliance with equal benefits of people treated 65% of IBS patients
1/3 with CBT for IBS associate
Avoid in patients at risk for eating will improve. symptoms with food.
disorders

Dietary Therapy in IBS Working Group et al.CGH 2025



Low or Gentle FODMAP Diet in IBS
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Vegetables

Fruits

Dairy and
alternatives

Protein sources

Breads and
cereal products

Sugars/
sweeteners
& confectionery

Nuts and seeds

HIGH
FODMAP FOODS

Artichoke, asparagus, garlic, green peas, leek, mushrooms, onion, red
capsicum (bell pepper)

Apples, apple juice, cherries, dried fruit, mhngo, nectarines, peaches, pears,
plums, watermelon

Cow’s milk, custard, evaporated milk, ice cream, soy milk (made from whole
soybeans), sweetened condensed milk, yoghurt

Most legumes/pulses, some marinated meats/poultry/seafood, some
processed meats

Wheat/rye/barley based breads, breakfast cereals, biscuits and snack
products

High fructose corn syrup, honey, sugar free confectionery

Cashews, pistachios
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MONASH
LOW FODMAP

A "Gentle"
FODMAP Diet

What does it eliminate?

Wheat & Rye-Based Products

Onion, Garlic, Leek,
Cauliflower, Mushrooms

Apple, Pear, Dried Fruit,
Stone Fruit, Watermelon

Milk & Yoghurt

Legumes
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Understanding Options for Constipation
Mechanism of Action

PEG Senna
Mg Oxide Picosulfate

Lactulose Bisacodyl Lubiprostone

Linaclotide Tenapanor
Plecanatide

P j

GC-C receptor ‘g

Smooth muscle

Extrinsic visceral
afferent pathway

G

Myenteric plexus

Adapted from L . Chang L ANMS 2024
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— Understanding Options for Constipation
Mechanism of Action

Lubiprostone

Linaclotide
Plecanatide

Comparison: other vs 'Placebo’

Treatment (Random Effects Model) RR  95%-Cl P-Score

Linaclotide 290 mcg = B 0.81 [0.76;0.86] .89

Tenapanor 50 mg —— 0.85[0.78;0.92] .63

Tegaserod 6 mg —— 0.85 [0.80;0.91] .59

Lubiprostone 8 mcg _ 0.87 [0.78; 0.97] 49

Plecanatide 6 mg —i— 0.87 [0.81;093] .47

Plecanatide 3 mg —— 087 [0.82;0.94] 42 Extrinsic visceral
| ! | afferent pathway

0.7 0.9 1 1.1

. Black et al ; Gastroenterology 2018
Favors experlmental Favors p|3¢3b0 Chang L 2024 ANMS



—— Lubiprostone for IBS-C

Lubiprostone

Type 2 Chloride channel agonist

17.9% Response Rate compared to 10% Placebo

Approved for women with IBS-C

NNT 12.5

AE: nausea, diarrhea, distension

Drossman D et al Aliment Pharmacol Ther 2009
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Linaclotide is Effective at 290mcg for IBS-C

T 230% Worst abdominal pain Binds to GC-C receptors in gut, releases
o 60l eocontayord o | — cGMP; Intracellular secretory effect
3 48.9%°
8 40- 34.5% : : .
g * Stimulates fluid secretion, promotes
I ]
2 20- **TEDA end point (primary end point) COﬂSIStenCy

8]
3 7 L
Placsbo  Lin 230 ug = Start low dose to minimize diarrhea
NNT = 6.9 — 2
& E 40° 33.7%"°
ncrease 1 OSBM irom baseline SN Anti-nociceptive effect takes >3 months
2 60~ (secondary end point)
L 47 B%"°
- 0 (0)
g 40- 0 Placebo  Lin 290 ug Response rate of 34% vs 14% Placebo
i NNT = 5.1
32 20-
— NNT 5-6
u_

Placebo Lin 290 pg
NNT =4.0

Chey et al. Am J Gastroenterol 2012.



Durable overall CSBM responders ®
(percentage of patients)

CSBM weekly responders ©
(percentage of patients)
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Plecanatide for IBS-C

P<0.001

P<0.001

Plecanatide 3 mg Plecanatide 6 mg

-+~ Placebo
-8 Plecanatide 3 mg
= Plecanatide 6 mg

5 6 7 8 9 10 11 12 13 14
Treatment time (weeks)
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Human Gl peptide uroguanylin analog
(guanylate cyclase activator)

Stimulates fluid secretion, promotes
consistency

Improves pain and bloating over months

Response rate 33% vs 19% placebo

Dose: 3mg daily ; anytime

NNT 10

Brenner D et al Am J Gastroenterol 2018



Plecanatide Treatment for IBS-C, by Bloating Severity

Plecanatide 3 mg or placebo for 12 weeks (two phase 3 RCTs)

Baseline stratification post hoc (11-point scale): moderate-to-severe bloating >5
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Bloating seventy Abdominal pain severity

8 0 - 0 -

3

-g '05 .0'5 -

E

E 4 1

@

g

g 15 1.5 -

=

3 2 P=0,002 -2 P=0.006

# Plecanatide = Placebo

76.9% of 1436 adults had moderate-to-severe bloating at baseline

Improvements in bowel and abdominal symptoms across the 12-week treatment penod

CSBEBMsiweek

P<0.0001

"Rated using an 11-pont scale (range. 0 ['nong’] to 10 ['wors! possibla]) Negative change from baseling Indcates improvement

CSEM complate spontaneous bowel mavament; 18S5-C smtable bowsl! syndrome with constipason; LSM least-squares mean: RCT randomizad controlied tral

Brenner et al Dig Dis Sci Apr 2024.
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— Understanding Options for Constipation
Mechanism of Action

Lubiprostone

Linaclotide
Plecanatide

Comparison: other vs 'Placebo’

Treatment (Random Effects Model) RR  95%-Cl P-Score

Linaclotide 290 meg B 0.81 [0.76;0.86] .89

Tenapanor 50 mg —— 0.85[0.78;0.92) .63

Tegaserod 6 mg —— 0.85 [0.80; 0.91] .59

Lubiprostone 8 mcg B 0.87 [0.78; 0.97] 49

Plecanatide 6 mg —i— 0.87 [0.81;0.93] .47

Plecanatide 3 mg —l— 087 [0.82;0.94] 42 Extrinsic visceral
| ! | afferent pathway

0.7 0.9 1 1.1

- Chang L 2024 ANMS
Favors experimental Favors placebo Black CJ et al. Gastroenterology 2018
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— Tenapanor for IBS-C
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Tenapanor for IBS-C
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« Dose: 50mg BID ; AE Diarrhea, 1 cardiac event

 NNT 7.8

QO

Responder rate (%)

44.0

w
@
-—

507 O Placebo b.id. (=299)
40- B Tenapanor 50 mg b.i.d. (n=307)
- 27.0
18.7

20 i

"
10

0
Combined

33.9

N
HH©
N

Abdominal pain

CSBM

Responder rate, n (%)

Risk difference vs. placebo, %

95% CI
Adjusted RR?

95% CI
CMH P valueb

56 (18.7) 83 (27.0)
= 8.3
- (1.7, 15.0)
= 1.42
— (1.05, 1.92)
= 0.020

99 (33.1) 135 (44.0)
= 10.9
e (3.2, 18.6)
. 1.32
. (1.07, 1.62)
- 0.008

88(29.4) 104 (33.9)
— 4.4
= (3.0, 11.8)
- 1.14
~ (0.90, 1.45)
=~ 0.270

Chey et al. Am J Gastroenterol 2020



ACG and AGA Recommend
the Use of

Tricyclic Antidepressants
to treat Global
IBS Symptoms
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Recommendation
ACG: Strong
AGA: Conditional

NNT 4.5
AE: drowsiness, dry mouth
Start at 10mg daily qHS,

increase gradually to 25mg-
75mg

Lacy BE, et al. Am J Gastroenterol. 2021;116(1):17-44.
Lembo, A et al. Gastroenterology. 2022;163(1):137-151



Pain Predominant Mostly Anxiety or Depression Mostly Gl Symptom

\ Anxiet /\
Add Add
BGBT** BGBT** Add
NM**
Collaborate
Increase dose . \
w/psychiatry to
of NM add NM \
4 BGBT:
\ \
|G dleee \ CBT, Hypnotherapy
neuromodulator Refer to psychiatry
(NM)
\\\
\
Symptomatic treatment, Symptomatic treatment, SYmptomaticitical ey,
lifestyle, diet, stress lifestyle, diet, stress \ lifestyle, diet, stress \\
management management management \\
Integrating NMs with Behavioral Therapy in IBS Mecical Genter

Keefer L, et al. Gastroenterology 2022;162:300-315



Polyethylene
Glycol (Miralax)

Linaclotide
(Linzess)

Plecanatide
(Trulance)

Lubiprostone
(Amitiza)

Tenapanor
(IBSrela)

TCAs
(Amitriptyline,
Desipramine)

Antispasmodics
Hyoscyamine,
dicyclomine

Osmotic laxative

Guanylate-cyclase C
receptor activator

Guanylate-cyclase C
receptor activator

Type 2 Cl channel

activator

Intestinal Na-H

exchanger 3 inhibitor

Serotonin and NE
inhibitor, cholinergic,

H1 antagonists

Muscarinic , Ca
Channel blocker,

smooth m relaxation

179 (1
capful) daily;
can use BID

72mcg-
290mcg daily
at breakfast

3mg daily
anytime

8mcg-24mcg
BID

50mg BID

10mg-75mg
at bedtime

1-2 tablets 3-
4 times daily
or PRN

<$40

$523

$528

$374

$1680

$9-$300

$10-$50

Bloating

Diarrhea
Significantly with
290mcg dose

Diarrhea
Less frequent

Diarrhea, Nausea

Diarrhea

Cholinergic effects,
elongates QT,
constipation

Dry mouth, reflux,
urinary retention,
dizziness

Improves stools
consistency; Not effective
for pain, low evidence

AGA/ACG: Strong Rec
290mcg for IBS-C,
improves pain

Pain and bloating
improvement

Approved in Women,|BS-
C dosing is 8mcg BID

Dose reduction in renal
failure

Start low dose and
increase quickly over 2-3
weeks to goal 50-75mg

Low evidence, ACG does
NOT recommend
UT Southwestern

Medical Cantar



AGA
Clinical
Practice
Guidelines

(MODERATE)*

LINE*
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All IBS patients

]
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Provider-patient relationship
Education and reassurance

Life-style modifications (exercise, sleep, stress reduction)
Dietary modifications (e.g., fiber, low FODMAP)

IBS-C

IBS-D

Constipation
Osmotic laxatives (e.g., PEG)

Abdominal pain

Antispasmodics (e.g.,
hyoscyamine, peppermint oil)

v

Diarrhea

Loperamide

Bile acid sequestrant
(e.g., colestipol)

v

Abdominal pain

Antispasmodics (e.g.,
hyoscyamine, peppermint oil)

Tenapanor)

Secretagogues (Linaclotide,
Lubiprostone, Plecanatide, ;

If persistent abdominal
pain and/or
psychological
symptoms

i) 1

Tegaserod

*Selection of the medication should be
based on the clinical features and needs
of the patient.

TCA, tricyclic antidepressant; SNRI,
serotonin-norepinephrine reuptake
inhibitor; PEG, polyethylene glycol; CBT,
cognitive behavioral therapy

Rifaximin

Low-dose TCA (e.g.,
Amitriptyline, Desipramine)

Eluxadoline

1

Add or switch to low
dose TCA (if not
already taking), SNRI,
Brain-Gut Behavior
Therapies (e.g., CBT,
hypnosis)

Alosetron

Medical Center
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Take Home Points

Diagnose IBS-C with positive strategy; Bristol stool form scale as an objective measure

Use symptom-based treatments with realistic expectations (Diet, fiber, exercise, PEG laxatives, antispasmodics)
Low FODMAP Diet: reintroduce foods and personalize diet after 4 weeks, avoid in eating disorders
Secretagogues (guanylate cyclase activators) Linaclotide and Plecanatide are strongly advised

TCAs especially for abdominal pain at 10mg daily at bedtime and increase gradually to 25-75mg dose

Incorporate brain-gut behavioral therapy for those who are motivated and have insight into symptoms and
triggers

Patient-centered, team-based approach with APPs, nursing, dieticians, psychologists, & psychiatrists = Success



33yo F with IBS-C, interstitial cystitis seen for follow-up. Has
abdominal pain and constipation with BMs every 3-4 days,
BSFS 2 stools. No alarm features. Using squatty potty, eating
high fiber diet; Meds are Miralax daily, amitriptyline,
oxybutynin.

What is the next step in management?

A. Soluble fiber supplement
B. Linaclotide

C. Tenapanor

D. Anorectal manometry

E. Prucalopride

Email : neha.patel@utsouthwestern.edu
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Constipation is a sign that
your body is holding a
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