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BACKGROUND

* |In the US, 4.3% of the population is reported to experience irritable bowel syndrome with constipation (IBS-C).’
« |IBS-C is a chronic condition that impacts quality of life.
— Patients with IBS-C report poorer health-related quality of life, increased work productivity loss, and greater
activity impairment than did matched comparators.?
— In a US survey of respondents who met Rome Il criteria (N=557), most respondents (76%) rated their

DISCUSSION

» Overall responder rate, the primary
outcome, was statistically significant

RESULTS

Table 1. Demographics and Baseline Characteristics of Per Protocol Patients Figure 5. Changes From Baseline in (A) Weekly Stool Consistency (BSFS score) and (B) Weekly Straining Severity
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BMI=body mass index; CSBM=complete spontaneous bowel movement; SD=standard deviation.

» Plecanatide significantly improved patient-reported symptoms (including stool consistency and straining severity) at Week 12 with
significant improvements seen by Week 1 (P<0.001 for both doses, Figure 5).

« Two phase 3, randomized, double-blind, placebo-controlled studies were identically designed to assess once-
daily oral plecanatide for the treatment of adults with IBS-C in the United States (Figure 1).

of serious and overall AEs, as well as AE-
related discontinuations, were observed,
compared to placebo. The low rate of
diarrhea compares favorably with other

« Atotal of 2176 patients were included in the pooled intention-to-treat population excluding duplicates; 1818 patients were included
in the per protocol population (placebo, N=602; 3 mg, N=621; 6 mg, N=595).

Figure 1. Study Design Schematics for the Phase 3 Studies
. « Demographics were similar between treatment groups and across studies (Table 1).
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Table 2. Change From Baseline in Secondary Endpoints?

Patient
Assessment

Plecanatide
6 mg

Plecanatide
3 mg

Figure 3. Percentage of Patients Who Were Overall Responders in the Per Protocol Population
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— Did not report worst abdominal pain intensity score (11-point numeric rating scale) of 0 for >2 days/week or an
average score of <3 for either of the 2 baseline weeks

* Primary efficacy endpoint in both trials was the percentage of overall responders (OR), defined as patients who
were both abdominal pain responders (230% decrease in worst abdominal pain vs baseline) and stool frequency
responders (increase =21 complete spontaneous bowel movement vs baseline) in the same week for 26 of 12
treatment weeks (Figure 2).

aLS mean values are the overall average estimate across the 12-week treatment period.
®Measured using the 7-point Bristol Stool Form Scale.

°Measured using an 11-point scale, where 0=none and 10=worst possible.

LS, least squares; SE, standard error.

***P<0.001 vs placebo. Plecanatide
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* Plecanatide treatment resulted in a significantly greater percentage of overall responders than did placebo (placebo, 17.6%;
3 mg, 27.5%; 6 mg, 30.4%; P<0.001 for both doses, (Figure 3).

 Limited differences between 3 mg and 6 mg plecanatide were identified (Table 2).

Figure 2. Definition of Responder Endpoints Table 3. Summary of Adverse Events (AEs) in the Safety Population

Abdominal Pain Intensity
Weekly Responder
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Figure 4. Percentage of Abdominal Pain Weekly Responders (A) and Stool Frequency Responders (B) for
26 of 12 Treatment Weeks
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— Change from baseline in straining severity

« Other endpoints included change from baseline in CSBM frequency, severity of abdominal symptoms, and
percentage of patients experiencing a CSBM or SBM within 24 hours after first dose.

« Safety and tolerability were assessed by the incidence, nature, and severity of adverse events (AEs).

* Results were analyzed using the per protocol patient population: patients who completed treatment or
discontinued due to an AE or lack of efficacy and were diary/treatment compliant with no major protocol violations.

***P<0.001 vs placebo. Plecanatide Plecanatide

« AEs were similar in all groups; diarrhea was the only AE occurring in 22% of patients with an incidence greater than placebo
(placebo, 1.0%; 3 mg, 4.3%; 6 mg, 4.0%).
« Rates of discontinuation due to diarrhea were low (placebo, 0%; 3 mg, 1.2%; 6 mg, 1.4%).

A significantly greater percentage of plecanatide-treated patients were weekly abdominal pain responders (P<0.001 for both doses)
and weekly stool frequency responders (3 mg, P=0.001; 6 mg, P<0.001) for 26 of 12 weeks (Figure 4).
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