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BACKGROUND RESULTS CONCLUSIONS
* The efficacy of plecanatide for patients

« Abdominal bloating is a key symptom of functional constipation
disorders and is associated with reduced physical and mental
quality of life,"? and increased healthcare use compared to

Patients Figure 1. Plecanatide Significantly Reduced Abdominal Bloating Severity Weeks 1-14
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on abdominal bloating symptoms are presented herein

METHODS
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LS=least squares; SE standard error.

in patients with CIC and IBS-C may improve
patient quality of life and reduce healthcare
resource utilization.
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Administered Placebo or Plecanatide (ITT Efficacy Population)

double-blind, placebo-controlled clinical study.
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— The percentage of durable overall complete spontaneous responders compared with those receiving placebo, (20.5% and 11.5%, respectively (P<0.001)).

bowel movement (CSBM) responders in the two studies
performed in patients with CIC

B Placebo I Plecanatide 3 mg Bl Plecanatide 6 mg References

**P=0.009 versus placebo; ***P<0.001 versus placebo.
aFor CIC studies, abdominal bloating was assessed on a 5-point Likert scale where 0=none and 4=very severe.
°For IBS-C studies, abdominal bloating was assessed on an 11-point Numeric Rating Scale from 0 (no abdominal bloating) to 10 (worst possible abdominal bloating).
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* Significant improvement in abdominal bloating from baseline, compared with placebo, was observed
In both the 3 and 6 mg plecanatide groups after 1 week and persisted throughout 12 weeks of
treatment (Figure 1B).

Discontinuation due to diarrhea 0 1.2% 1.4%

« Daily bowel movements and symptoms were recorded in an
electronic diary.

AE, adverse event; CIC, chronic idiopathic constipation; IBS-C, irritable bowel syndrome with constipation-predominant symptoms.

— Change in abdominal bloating scores remained significantly lower 2 weeks after ceasing treatment
when compared with placebo.

» Bloating outcomes were compared using pairwise comparisons Safety and Tolerability

of least-square means between the specified treatment group * The most common AE across all studies was diarrhea.

and the placebo group using a linear mixed-effects model with  Plecanatide 3 and 6 mg significantly improved abdominal bloating scores by —0.31 points (95% Cl, » The AE profiles for the 3-mg and 6-mg plecanatide dose groups were generally similar, except for
fixed effects for sex (stratification variable), baseline value, —0.49 to -0.13; P<0.001) and —0.37 points (95% Cl, —0.55 to -0.19; P<0.001), respectively, after a slight increase in severe diarrhea in the 6-mg dose group compared with the 3-mg dose group in
treatment, week, the interaction of treatment and week, and a 12 weeks of treatment (Figure 2). patients with CIC.

random intercept for patient.

* Discontinuation rates due to AEs, including diarrhea, were similar across studies and indications
(Table 2).

* No worsening, compared with baseline, was reported at any timepoint, including 2 weeks after

- Safety assessments were conducted using the collection of ceasing treatment.

spontaneously reported adverse events (AEs) and responses to
open-ended nonspecific questions.
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