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Figure 1. Primary Endpoints at Week 12 for the Pooled CIC (A) and Pooled IBS-C (B)
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® Abdominal blpating is a key symptom of functiona! consjcipation di;orders and is Patients A. o5 - B. ... ® The efficacyv of plecanatide for patients with both CIC
associated with reduced physical and mental quality of life,’? and increased healthcare 2683 participants wh t modified R Il criteria for CIC and 2189 participants wh
_ : _ ;- o participants who met modified Rome Il criteria for an participants who O - -
use compared to patients without bloating. met the criteria for IBS-C were included in combined phase 3 [TTefficacy populations . and IBS-C is consistent with the concept of these
f h ition. Participant inantly female, whit - © ' isti (
e Bloating is common in patients with iritable bowel syndrome with constiation (IBS-C) (_?_; 3?301)Condl ion. Participants were predominantly female, white, and aged <65 years _5 20 < dlsoro_lers_ eX|st-|ng on a spectrum of functional
and with chronic idiopathic constipation (CIC), although it is more prevalent and more ' m e 25° constlpatlon disorders.
severe in patients with IBS-C.? _ _ : .. ' O8 15- >
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® Plecanatide — approved for CIC and IBS-C - is a guanylate cyclase-C (GC-C) receptor Placebo  3mg 6mg _ Placebo _ 3mg 6 mg a8 s 10 CIC and IBS-C, including significantly improved bloating
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® Two CIC®" and 2 IBS-C?® trials with plecanatide have been completed and represent Sex, n (%) 0L 0 - -
the largest phase 3 trials to date in each of these disorders. [] Placebo M Plecanatide 3 mg M Plecanatide 6 mg ® Future research is needed as to whether the eﬁlcacy
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Cl, confidence interval; CIC, chronic idiopathic constipation; CSBM, complete spontaneous bowel movement; IBS-C, irritable bowel syndrome
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e Safety populathns from the 4 trials (2 CIC, 2 IBS-C) were combined for this | = -05 = 1.Ringel Y, Williams RE, Kalilani L, Cook SF. Clin Gastroenterol Hepatol. 2009;7(1):68-72;
post hoc analysis. Stool consistency? 2.23 (0.98) 2.16 (0.93) 2.21 (0.98) 2.03 (1.02) 1.97 (0.91) 1.92 (0.91) o -1.67 o A quiz 63
e Patients enrolled in these trials were adults (aged =18 years) who met modified Rome I Straining score® 2.36 (0.84) 2.36(0.85) 2.38(0.89) 6.58(1.93) 6.66 (1.85) 6.69(1.88) -0.6° -1.8° > Neri L lovino P: Laxative Inad o Relief S LRS) G N oenterol
criteria for either CIC or IBS-C. Abdominal pain® 1.61(1.07) 1.58(1.06) 1.67 (1.10) 6.26 (1.71) 6.26 (1.70) 6.22(1.76) [ 1 Placebo W Plecanatide 3 mg B Plecanatide 6 mg -Mirt'” ; 81\/25?;8(4)5?1(?5 nadequate Relief Survey (LIRS) Group. Neurogastroentero
e Upon completion of the 2-week baseline/screening period, patients were randomized Abdominal bloating® 1.96 (0.91) 1.95(0.92) 1.99(0.94) 6.47 (1.77) 6.48 (1.70) 6.40 (1.78) wP0,008 versus placebo; *P<0.001 versus placebo. o Shah ED. A v s BMR. Chey WD, J N Mot 2018
' i i _ _ aFor CIC studies, abdominal bloati d on a 5-point Likert scale where 0= d 4= . .Sha , Almario CV, Spiege , Che . eurogastroenterol Motil. ,
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— Medication was taken once dally with or without food. Abdominal fullnessP - - - 6.50 (1 _74) 6.48 (1 _71) 6.43 (1 _76) igisfrﬁ’%z?éiji:patEErc]:?)nstci)p?alt?c?n; IBS-C, irritable bowel syndrome with constipation-predominant symptoms; ITT, intent-to-treat;
, Standara error o € mean. . . . . . . .
e Efficacy assessments were made from the combined intent-to-treat (ITT) populations Patient global rating - 3.6(0.72) 3.6(0.74) 3.5(0.74) 4. Trulance (plecanatide) [package insert]. Bridgewater, NJ: Salix Pharmaceuticals Inc.; 2019.
and were limited to endpoints that were common between the CIC and IBS-C trials. IBS disease severit - - - A R A ,
P Y - 5.Boulete IM, Thadi A, Beaufrand C, et al. World J Gastroenterol. 2018;24(17):1888-1900.
. . . *Ethnicity was self-reported. Percentages may not add up to 100% due to rounding. Safety and TOIerablllty
¢ The prlmary endpomts fOI’ eaCh StUdy were. aStool consistency was assessed using the 7-point Bristol Stool Form Scale.

For CIC studies, abdominal bloating was assessed on a 5-point Likert scale where 0=none and 4=very severe; for IBS-C studies, abdominal e The most common AE across all studies was diarrhea. 6.DeMicco M, Barrow L, chkey B, et al. Therap Adv Gastroenterol. 2017:1 0(1 1)837-851 .
— The percentage of durable overall Complete spontaneous bowel movement (CSBM) bloating was assessed on an 11-point Numeric Rating Scale from 0 (no abdominal bloating) to 10 (worst possible abdominal bloating).

responders in the two studies performed in patients Wlth CIC BMI, body mass index; CIC, chronic idiopathic constipation; CSBM, complete spontaneous bowel movement; IBS-C, irritable bowel syndrome

with constipation-predominant symptoms; SBM, spontaneous bowel movement; SD, standard deviation. * The AE profiles for the 3-mg and 6-mg plecanatide dose groups were generally similar, 7.Brenner DM, Fogel R, Dorn SD, et al. Am J Gastroenterol. 2018;113(5):735-745.
=  Weekly CSBM responder: a patient who had >3 CSBMs/week and an increase o ] except for a slight increase in severe diarrhea in the 6-mg dose group compared with
from baseline of >1 CSBM for that week Cllnfc.al Efflca.cy the 3-mg dose group in patients with CIC.
= Durable overall CSBM responder: a patient who was a weekly CSBM Pan‘IC{p aﬁ.ts with CIC _ _ _ _ _ _ _ _ _ _ . _
responder for >9 of the 12 treatment weeks, and at least 3 of the last 4 weeks * A significantly greater proportion of patients treated with plecanatide (3 or 6 mg) were ° !Dls.con.tlnuatlon rates due to AEs, including diarrhea, were similar across studies and
of treatment classified as overall responders compared with those receiving placebo (Figure 1A). indications (Table 2).

* Plecanatide 3 and 6 mg significantly improved abdominal bloating scores by —0.12

— Overall responder, defined as a patient who was a weekly responder (CSBM + >30% _ _
points (95% CI, —0.18 to —0.06; P<0.001) and —-0.08 points (95% Cl, -0.14 to -0.02;

improvement in abdominal pain) for >6 of the 12 treatment weeks, as defined

oreviously for IBS-C P=0.009), respectively, after 12 weeks of treatment (Figure 2). Table 2. Summary of Adverse Events (Safety Population)
. . . L . * Two weeks after ceasing treatment, no significant difference in abdominal bloating was _ _ D. Brenner is a consultant and speaker for Allergan/lronwood Pharmaceuticals, for Salix
¢ Abdominal bloating was a secondary patient-reported endpoint in all studies. observed between placebo and either treatment group. Plecanatide  Plecanatide Pharmaceuticals Inc, and a consultant for Shire Pharmaceuticals; H. Franklin is an employee
) . . . . - 0 H b) -
— In the CIC studies, a_bdomlnal bloating was reported on a 5-point Likert scale of « No worsening, compared with baseline, was reported at any timepoint. Patients, % Placebo 3 mg 6 mg and stockholder at Salix Pharmaceuticals Inc: G. Sayuk is a consultant and speaker for
0 to 4 (0=none, 1=mild, 2=moderate, 3=severe, and 4=very severe). b o IBS.C y y y Salix Pharmaceuticals Inc, and for Allergan/lronwood Pharmaceuticals, and a consultant for
: : : : rtici t 't - Diarrh 1.39 4.69 5.19 :
— In the IBS-C studies, abdominal bloating was reported on an 11-point a ICl_paﬁ_S W _ _ _ _ arnea > ° ° the Gl Health Foundation.
Numeric Rating Scale from 0 (no abdominal bloating) to 10 (worst possible e A S|gp|.f|cantly greater proportion of patients ’Freated with plle.canatlde 3 or_6 mg) were o
abdominal bloating). classified as overall responders compared with those receiving placebo (Figure 1B). N=2791 Discontinuation due to AEs 2.2% 4.1% 4.5%

- , o * Plecanatide 3 and 6 mg significantly improved abdominal bloating scores by —0.31
* Daily bowel movements and symptoms were recorded in an electronic diary. points (95% Cl, -0.49 to -0.13; P<0.001) and -0.37 points (95% Cl, -0.55 to -0.19; Discontinuation due to diarthea 0.4% 1.9% 1.8%

: : L : P<0.001), respectively, after 12 weeks of treatment (Figure 2).
* Bloating outcomes were compared using pairwise comparisons of least-square

. . : — Significant improvement in abdominal bloating from baseline, compared with Diarrhea 1.0% 4.3% 4.0%
means between the specified treatment group and the placebo group using a linear , , C n Ow e g m en S
mixed-effects model with fixed effects for sex (stratification variable), baseline value, placebo, was observed in both the 3- and 6-mg plecanatide groups after 1 week

treatment, week, the interaction of treatment and week, and a random intercept and pers.lsted thrqughout 1_2 weeks of treatlment.. - :\?—32-1082 Discontinuation due to AEs 0.4% 2.5% 2.2%
for patient. — Change in abdominal bloating scores remained significantly lower 2 weeks after B Funding for this study was provided by Synergy Pharmaceuticals Inc. Poster support
ceasing treatment when compared with placebo. Discontinuation due to diarrhea 0 1 20 1 4% was funded by Salix Pharmaceuticals Inc. Medical writing and editorial support was
* Safety assessments were conducted using the collection of spontaneously reported e No worsening, compared with baseline, was reported at any timepoint, including 2 weeks | | provided by The Medicine Group (New Hope, PA, USA), in accordance with Good

adverse events (AES) and responses to Open'ended nonspeC|f|C questions. after ceasing treatment. AE, adverse event; CIC, chronic idiopathic constipation; IBS-C, irritable bowel syndrome with constipation-predominant symptoms. Publication Practice guidelines.



