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Efficacy, Safety, and Tolerability Measures - :

Figure 3. Percentage of Patients Who Were Overall Responders Figure 6. Percentage of Abdominal Pain Intensity Weekly Responders (A) and Stool Frequency Table 3. Summary of Adverse Events (AEs)

Weekly Responders (B) for >6 of 12 Treatment Weeks
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@ |rritable bowel syndrome with constipation (IBS-C) is a chronic condition affecting approximately 5% of Aht:;,re";aﬁ; :::\pg\;zg:uy *xx ool A B Patients, n (%) N=730 N=726 N=726
the United States population (~16 million people),’ though prevalence may be underestimated as many = 25% 50% 50% >1AE 136 (18.6%) 173 (23.8%) 144 (19.8%)
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people exhibit IBS-C symptoms without a formal diagnosis. £ﬂﬁﬂp. Weekly Overall Sustained Efficacy 2 a0e % @ a0 2 o Elien 7(1.0%) 31 4.3%) 20(4.0%)
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@ |BS-C significantly impacts patients’ quality of life, work productivity, personal activity, and healthcare Meets both Hs:goe:dzfm w'::‘i( 1'5;:"’:?& 3 -% 8 §- é ° Mild 85 (11.6%) 96 (13.2%) 78(10.7%)
expense burden,"3® with many treated patients reporting low levels of treatment satisfaction with + —) °5"§,°“":,',’Lg‘f —) 12"6";,?‘:“' —> o arhrncel s o2 ] Moderate 44 (6.0%) 60 (8.3%) 55 (7.6%)
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® Plecanatide is structurally identical to human uroguanylin, with the exception of a single amino acid ‘l'géesﬁ’j“f S 59 ST .o (o 10% 'AE Ieading to discontinuation 3(0.4% 18 (2.5% 16 (2.2%)
substitution (glutamic acid for aspartic acid in the 3rd position), and both contain 2 disulfide bonds Ziom baseline Primary F"f_‘jacv Pre: ° § g 10% g ° ) o 0k ( ) ( )
and 2 charged amino acids within the pH-sensitive region. These features are important for the peptide Frdpen Ef!br\'n: y LE(:VZJ m/u 0% 16.0% 25.7% 26.6% " 27.3% 36.8% 39.1% " 31.4% 40.9% 41.9% Dlarrheal 0 9.(1-2%) 10 (1.4%)
conformation required for binding to the GC-C receptor, and the amino acid substitution in plecanatide Stool Frequency caey - ° Placebo 3mg 6mg 0% Placebo 3mg 0% Placebo 3mg 6 mg Serious AEs 6(0.8%) 60.8%) 50.7%)
enhances the affinity of plecanatide to the GC-C receptor, demonstrating 8 times greater binding to GC-C vs Weekly Responder (N=733) (N=728) (N=728) (N=733) (N=728) (N=733) ( 28) (N=728) - -
uroguanylin in preclinical models. Based on preclinical studies, plecanatide appears to act in the intestines * Measured daily. CSBM, complete spontaneous bowel movement; WAPI, worst abdominal pain intensity. T Plecanatide ~ Plecanatde TWtO deaths WE;‘? ’:PDHSTdhdU”"g (stsﬁu::‘v- Onﬂd Da‘iﬂ"( SUZCU'“:JSG toa pulm;‘)nﬁry embol:";t du"ﬂgd the scresmngdpsnod (ie., ;Id "
coinciding with physiological areas of fluid secretion and pain sensation. P . 5 d ) " g Plecanatide iecanatide iecanatide :gt ::::l:‘salustz'dyr:gbg e second death was due to accidental drowning, which occurred after randomization, and was considere

. . . " . . rimary Efficacy Endpoint **P<0.001 vs placebo. !
.
Plecanatide is approved in the United States for the treatment of adults with chronic idiopathic  The percentage of Overall Responders, defined as a patient who was a Weekly Responder for >6 of 12 P<0.001 vs placebo.
constipation and is under evaluation for approval to treat adults with IBS-C. . . . L . . . ) ) . Safety
treatment weeks (Figure 2). . Pl_ecanatlde treétment resulted in a significantly greater percentage of Overall Responders compared . Plecanatlde_ treatment resulted in a s!gmflcantly greater percentage of patients who were A_bdomlnal « The rate of AEs was similar across treatment groups (Table 3), with diarrhea as the only AE occurring in
" " Secondary Efficacy Endpoints with placebo (Figure 3). :gmfl?':er:s;y Wekekly Respor(]jdters |(F|gtt1>re 6A) and Stool Frequency Weekly Responders (Figure 6B) for >2% of patients and at an incidence greater than placebo.
* Key secondary efficacy endpoints included the percentage of Sustained Efficacy Responders (Figure 2), ot the 12 weeks compared to placebo. " y . N . y N o
Obj eCtlve the change from baseline in stool consistency, and the change from baseline in straining severity. : E;:E:ngl::;g; ?;:i:;;n v»:!fhogit;l:'r;n:z |Sefl:‘3é(uhzfrgziin:r:ﬁogeated patients compared with 0.4% of
i i ~daily i i i - * Other secondary endpoints included: '
To evaluate the efﬂcacy_ and safety of p\ec_apatldg 3 mg and 6 mg once-daily in adult patients with IBS-C,  oranon fromr)t,:asehpne i OSBM heauency rates Follow-up ercentage of Patients Experiencing a CSBM (A) or SBM (B) First 24 Hours + Severe diarrhea was reported in 1.0% and 0.4% of patients in the plecanatide 3 mg and 6 mg treatment
through a pooled analysis of two phase 3 clinical trials. g ! .q Y S period A B groups, respectively, and in 0.1% of patients receiving placebo.
- Change from baseline in the severity of abdominal symptoms z 30% 60%
— Percentage of patients experiencing a CSBM or SBM within 24 hours after the first dose of study medication e 30% | . =
— Mean scores on Patient Global Assessment questionnaires for treatment satisfaction and treatment é ° & &£ 50%
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Safety 3 o o © The hallmark of IBS-C (; pain and quent stools), as well as
\ \ \  Safety was assessed by the incidence, nature, and severity of adverse events (AEs). D; 20% - ° S 30% y (stool i straining severity, abdominal bloating), were
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‘ Placebo QD ; op;\?ll)lljlp ‘ : Statistical Analysis 3 S 1o i 0% significantly improved with 12 weeks of p: with
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: :  The primary efficacy analysis and secondary efficacy analyses of the responder endpoints used the E H N 5 ©® Both components of the primary Overall int ( in inal pain
Patient e S @D 1 ollow-up 1 Cochran-Mantel-Haenszel test stratified by gender. g 10% -| > Placebo (N=733) - ® 10% plus increase in weekly CSBM frequency) demonstrated statistically significant results;
Assessment 9 ! eriod * Continuous (change from baseline) efficacy endpoints were analyzed by analysis of covariance, with the 3 = Plecanatide 3 mg (N=728) o 10.6% & 32.3% 44.6% 47.0° thus, both contributed to the significance of the primary endpoint.
model including fixed effects for gender (stratification variable) and treatment and a covariate for the " 9 0% kel 0% idod S8 il
6 i EE ; Folio i corresponding baseline value. = Plecanatide 6 mg (N=728) Placebo 3mg 6mg Placebo g 6 mi ® Plecanatide-treated patients experienced low rates of AEs, including diarrhea and
' 9 ' ' 0% (N=783)  (N=728)  (N=728) (N=733)  ( (N=728) low rates of treatment discontinuation due to diarrhea, indicating a benign safety and
Pre-treatment | | | 0 1 2 3 4 5 6 7 8 9 10 " 12 13 14 Plecanatide Plecanatide tolerability profile.
assessment” " Treatment 3 treatment g Week ** P<0.001, ** P<0.01 vs placebo.
: : : “++ P<0.001, ** P<0.01, * P<0.05 vs placebo. ! ° Re§ults f_rom t_ftlﬁ Patient G_Iobal nt qu " cate t:-1 gtfeat‘er ove:_all
2 weeks : 12 weeks : 2 weeks : — . . . . . wi wi and a greater intention to continue
Baseline End of End of Table 1. Demographic and Bas * Significant differences favoring plecanatide over placebo were apparent following the first week of ° Sl_g;v\flr;a::y mor%ple(r:]an?tldz-treatefd pztlentsdgxpgrlenced a CiBM (IFlgul:e 7A) Ordan SBM (Figure 7B) in i iving pl o ide than those iving pl b
Treatment Study treatment and continued throughout the 12-week treatment period (Figure 4). within 24 hours after the first dose of study medication compared to placebo-treated patients.
o Placebo ide 3 mg ide 6 mg ® The pooled results of two large-scale, randomized, double-blind, placebo-controlled,

'Elrzcttrr::tlrcn Z\r:w :f:zszmre;r:: d'g:n S‘;:?ig .f"?,‘?,"'f,y,. Egﬁé :Tselwne parameters was completed during the last two weeks of the N=733 N=728 N=728 Figure 5. Percentage of Patients Who Were Sustained Efficacy Responders Table 2. Change From Baseline in Secondary Endpoints* phase 3 trials of adults with IBS-C ated that daily oral ide (at 3 mg

P P v Age, years, mean (range) 43.9 (18-81) 43.5 (18-83) 43.1 (18-83) 30% —, and 6 mg) offers a pr new option for with IBS-C. F

* Both studies were identically designed, phase 3, randomized, double-blind, placebo-controlled trials of Gender . Placebo Plecanatide 3 mg Plecanatide 6 mg is currently under review by the Food and Drug Admini: ion for the of IBS-C

adults with IBS-C in the United States (Figure 1). 2 *xk N=733 N=728 N=728 in adults.
Female 74.2% 73.8% 74.0% e % —|
* Patients were randomized (1:1:1) to placebo, plecanatide 3 mg, or plecanatide 6 mg, stratified by ’ 5 5 g 25% CSBMs/week, LS mean (SE) 0.74 (0.078) 1.22 (0.079)** 1.41 (0.079)**
gender, for 12 weeks of treatment. Male 258% 26.2% 26.0% kd R f
S % | Stool consistency, LS mean (SE)* 0.90 (0.055) 1.42 (0.054) 1.48 (0.055)™"
Key Inclusion/Exclusion Criteria s § 20% i 55 ( ) { J ( J e erences
* Males and females (aged 18-85 yrs; BMI of 18-40 kg/m?) meeting Rome Il criteria for IBS-C were White 73.4% 727% 71.2% i Straining severity, LS mean (SE)® -1.41 (0.080) -2.02 (0.078)" -2.11(0.080) i i i
eligible to participate. Black 221% 21.4% 24.6% g 15% PR . 126 0070 py— pyep— 1. Hungin AP, Chang L, Locke GR, Dennis EH, Barghout V.. Aliment Pharmacol Ther. 2005;21(11):1365-75.
lominal pain, mean -1, . -1 . -1 . . " . " .
« Patients were ineligible to participate if: Other 45% 5.9% 42% g 2. I1_gsc‘xy3 ag%r\ggann F, Chang L, Chey WD, Lembo AJ, Simren M, Spiller R. Gastroenterology. 2016;150(6):
_ i W 10%-| Abdominal bloating, LS mean (SE)® -1.19 (0.068) -1.51 (0.068)"* -1.56 (0.068)"* -407.e5.
They were pregnant or lactating. BMI, kg/m?, mean (range) 28.0 (18-40) 28.2 (18-40) 28.0 (17-42) - 9 §
— They had any pre-existing medical condition that was considered clinically significant enough to D 2 i i o .y . 3. Heidelbaugh JJ, Stelwagon M, Miller SA, Shea EP, Chey WD. Am J Gastroenterol. 2015;110(4):580-7.
N S L N . isease characteristics, mean (SD) b Treatment satisfaction, mean 24 2.8 2.7 N . . ’
potentially interfere with study assessments or the patient’s participation in and completion of the study. % 5% - 4. Ruiz-Lopez MC, Coss-Adame E. Rev Gastroenterol Mex. 2015;80(1):13-20.
CSBMs/week 0.23 (0.5) 0.24 (0.5) 0.27 (0.5) i i © -~ rar " .
+ Patients who met the Rome Il oriteria for IBS-G must also have demonstrated the following during he o > I : 0) > (09) - (09) 3 15.6% 150 Treatment continuation, mean 3.4 3.8 3.8 5. Nyrop KA, Palsson OS, Levy RL, Von Korff M, Feld AD, Turner MJ, Whitehead WE. Aliment Pharmacol
2-week pretreatment electronic diary assessment: I R 0(1.0) 009 209 0% * LS mean values are the overall average estimate across the 12-week treatment period. SE, standard error. *** P<0.001 vs placebo. Ther. 2007;26(2):237-48.
— Completed >5 of the 7 daily diary entries in both weeks Straining severity 6.6 (1.9 6.7 (1.9) 6.7 (1.9) Placebo 3 mg 2 Measured using the 7-point BSFS. ®Measured using an 11-point scale, where 0=none and 10=worst possible. °Mean absolute score 6. Rey E, Balboa A, Mearin F. Am J Gastroenterol. 2014;109(6):876-84.
) . (N=733) (N=728) (N=728) at week 12. Measured using a 5-point scale where 1=not at all satisfied/likely and 5=very satisfied/likely.
— Reported <3 complete spontaneous bowel movement (CSBMs) per week or <6 spontaneous bowel Abdominal pain 6.3 (1.7) 6.3(1.7) 6.2 (1.8)
movement (SBMs) per week Plecanatide . S . .
" P f f " " " . . * Plecanatide significantly improved the frequency of CSBMs, as well as patient-reported symptoms
- Did not report Bristol Stool Form Scale (BSFS) score of 7 for >1 day/week or 6 for >1 day/week for ° 618? pautems were |gcluded '”tm; 'm(?lf“t':"’:;”“ea’ population, with similar demographics between **4P<0,001 vs placebo, including stoolgconsist;cypstraining sevgrity aﬁd abdominal pain and gloating ﬂ?able 2) Y OWIedgments
either of the two weeks reatment groups and across studies (Table 1). g g -
~ Did not report worst abdominal pain intensity score (11-point numeric rating scale) of 0 for >2 days/  These studies enrolled a large percentage of men (~26%) compared with other phase 3 IBS-C clinical « A significantly greater percentage of plecanatide-treated patients were Sustained Efficacy Responders At week 12, significantly more plecanatide-treated patients indicated being satisfied with and having a Funding for this study and poster support were provided by Synergy Pharmaceuticals Inc. Writing and

week or an average score of <3 for either of the two weeks trials and a large number of patients with moderate scores (>6) in straining and abdominal pain severity. than were placebo-treated patients (Figure 5). desire to continue with treatment compared to placebo-treated patients (P<0.001, all comparisons). editorial support was provided by The Medicine Group.



