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| Medicaid Clinical Summary

Irritable Bowel Syndrome (IBS) and Chronic Idiopathic Constipation (CIC),
are chronic and debilitating functional bowel disorders, affecting
approximately 11.5 and 28.5 million patients in the United States,
respectively. * In addition to disordered defecation, IBS is also
characterized by symptoms of recurrent abdominal pain. If not adequately
treated, both IBS-C and CIC can lead to significant symptom burden that
impacts health-related quality of life (HRQoL), work productivity, and
healthcare resource utilization (HCRU).>?

Both the 2021 American College of Gastroenterology (ACG) and 2022
American Gastroenterological Association (AGA) IBS Guidelines reflect the
complexity of the condition and the awareness that IBS is more than a
change in bowel habits. These guidelines also emphasize the need for
treatment with consistent benefits that treat global symptom s of IBS.1°%

Functional constipation (FC) is a common gastrointestinal (Gl) disorder in
pediatric patients with a global prevalence estimated at about 9.5% and
US prevalence of about 14.1% in patients 4 years of age and older.'>13

INDICATIONS AND USAGE!*

Linaclotide is a guanylate cyclase-C (GC-C) agonist indicated in adults for the
treatment of irritable bowel syndrome with constipation (IBS-C) and chronic
idiopathic constipation (CIC). Linaclotide is also indicated for treatment of FC
in pediatric patients 6 to17 years of age.

DOSAGE AND ADMINISTRATION4

The recommended dose of linaclotide in treatment of IBS-C is 290 mcg
orally once daily, and in treatment of CIC is either 145 mcg orally once daily
or 72 mcg orally once daily based on individual presentation or tolerability.

Linaclotide should be taken on empty stomach at least 30 minutes prior to
the first meal of the day. Llinaclotide capsules or capsule contents should
not be crushed or chewed.

IMPORTANT SAFETY CONSIDERATIONS:14

WARNING: RISK OF SERIOUS DEHYDRATION IN PEDIATRIC PATIENTS
LESS THAN 2 YEARS OF AGE

Linaclotide is contraindicated in patients less than 2 years of age; in
nonclinical studies in neonatal mice, administration of a single, clinically

relevant adult oral dose of linaclotide caused deaths due to dehydration.

Risk of Serious Dehydration in Pediatric Patients: Linaclotide is
contraindicated in patients less than 2 years of age. In neonatal mice
(human age equivalent of approximately O to 28 days), linaclotide
increased fluid secretion as consequence of age-dependent GC-C
intestinal agonism which was associated with increased mortality
within the first 24 hours due to dehydration. There was no age-
dependent trend in GC-C expression in children 2 to less than 18 years
of age; however, there are insufficient data available on GC-C intestinal
expression in children less than 2 years of age to assess the risk of
developing diarrhea and its potentially serious consequences in these
patients. The safety and effectiveness of linaclotide in patients with FC
less than 6 years old or in patients with IBS-C less than 18 years of age
have not been established.

Diarrhea: In adults, diarrhea was the most common adverse reaction in
linaclodtide-treated patients in the pooled IBS-C and CIC double-blind,
placebo-controlled trials. The incidence of diarrhea was similar in the IBS-C
and CIC populations. Severe diarrhea was reported in 2% of 145 mcg and
290 mcg linaclotide-treated patients, and in <1% of 72 mcg linaclotide-
treated CIC patients. In pediatric patients 6 to 17 years of age, diarrhea
was the most common adverse reaction in 72 mcg linaclotide-treated
patients in the FC double-blind, placebo-controlled trial. Severe diarrhea
was reported in one linaclotide-treated patient. If severe diarrhea occurs,
dosing should be suspended and the patient rehydrated.

Common Adverse Reactions (incidence 22% and greater than placebo) :
In IBS-C or CIC adult patients: diarrhea, abdominal pain, flatulence, and
abdominal distension. In FC pediatric patients: diarrhea.

LINZESS (linaclotide) CLINICAL PROGRAM

In 2012, the Food and Drug Administration (FDA) approved LINZESS
(linaclotide) based on the safety and efficacy demonstrated in four pivotal,
Phase Ill, randomized, double-blind, multicenter, placebo-controlled
studies to determine the efficacy and safety of LINZESS (linaclotide) in
both IBS-C and CIC. In 2020, the FDA approved a supplemental New Drug
Application (sNDA) based on the results of a Phase 3b, randomized,

For Informational Purposes Only. Not intended for product promotion.
Review LINZESS (linaclotide) full Prescribing Information for additional information at
www.rxabbvie.com or contact AbbVie Medical Information at 1-800-633-9110.

obbvie .\

LINZESS (linaclotide) CLINICAL PROGRAM cont...

double-blind, parallel-group, placebo-controlled study that evaluated the
efficacy and safety of linaclotide 290 mcg on the overall abdominal score
(abdominal symptoms including discomfort, pain and bloating) in 614 adults
with IBS-C over 12 weeks. The Abdominal Score data was collected from a
validated patient-reported outcome (PRO) tool, Diary of Irritable Bowel
Syndrome Symptoms- Constipation (DIBSS-C). Additionally, the FDA in 2023,
approved LINZESS (linaclotide) for treatment of functional constipation in
pediatric patients 6 to17 years of age. In the pivotal, 12-week double-blind,
placebo-controlled trial of 328 pediatric patients, linaclotide 72 mcg
demonstrated significant improved compared with placebo on the primary
endpoint of Least Squares 12-week Mean change from baseline in
spontaneous bowel movement (SBM frequency rate with a treatment
difference of 1.3 (95% confidence interval [CI] 0.7 to 1.8). SBM frequency
improved during week 1 and was maintained throughout the remainder of
the 12-week treatment period.

Assessing the Abdominal Symptoms of IBS-C:

DIBSS-C Abdominal Score

Multi-item Abdominal Score Derived from Three Abdominal Symptom Items

* The DIBSS-C is a PRO measure of bowel and abdominal
symptoms developed by the I8S Working Group of the
Critical Path Institute’s PRO Consortium for use in 1BS-
C clinical trials. =547

* Pain: Worst abdominal pain over the past 24 hours -

+  Bloating: Worst abdominal bloating over the past 24 hours

*  MCP-103-312 is the first randomized, double-blind,
placebo-controlled Phase 3 study to use the
Abdominal Score to evaluate treatment efficacy*

* D : Worst
hours

t over the past 24
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* 0000000000
Daily eDiary reports on an 11-point NRS, where:

. 0=“No”
* 10 = “Worst possible”

* Abdominal Score is the average of the three
components

ABDOMINAL SCORE RESULTS
PRIMARY EFFICACY ENDPOINT:

Change from baseline in Abdominal Score for the overall treatment period
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In the multi-component primary endpoint, patients treated with linaclotide
showed a 29.7% mean decrease from baseline in their weekly abdominal
score (bloating, pain, and discomfort) through the 12-week treatment
period, compared to 18.5% of the placebo-treated patients (*p<0.0001).

ABDOMINAL SCORE RESPONDER RATES FOR AT
LEAST 6 OUT OF 12 WEEKS

SECONDARY EFFICACY ENDPOINT:

A responder was based on at least
a 2.5-point improvement in the Abdominal Score from baseline for
at least 6 out of 12 weeks.
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In a secondary endpoint, 34% of patients treated with linaclotide 290 mcg
showed a clinically meaningful response, as defined by the abdominal
symptom score response, compared to 18.5% of patients treated with
placebo (p<0.0001).
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