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- + Safety outcomes in NCT01923428,' T3MPO-1,>2 and T3MPO-23 have been previously
Tena pa nOr Ca n I m p rOVE Abd Om ] na I Sym ptO mS Patients reported. Tenapanor was generally well tolerated with an acceptable safety profile.

I d d f Ch o B I M « The pOO|ed pOpulation included 1372 intent-to-treat patientS (688 placebO, 634 tenapanOr; Table 1)  The most common treatment_emergent adverse event (TEAE) during the randomized
n e pe n e nt 0 a nges I n OWE Ove m e nt — Patient demographics were generally similar across the studies. treatment period for both the entire integrated safety analysis set and the low-CSBM
o o o Table 1. Pati 5 hi d Baseline Ch T 4 Safetv Analvsis S subgroup subset was diarrhea.
F req Uency i n Ad U It Patlents Wlth I BS'C able 1. Patient Demographics and Baseline Characteristics (Integrated Safety Analysis Set)  In patients treated with tenapanor, the incidence of diarrhea was predictably lower in the
: 2 : : : Low-CSBM subgroup Overall low-CSBM subgroup subset (6.9%) than in the entire integrated safety analysis set (14.8%)
Darren Brenner,” Anthony Lembo,* Yang Yang,” and David Rosenbaum Tenapanor 50 mg bid  Placebo bid  Tenapanor 50 mgbid  Placebo bid (Table 2).
"Northwestern University, Chicago, IL, USA; 2Digestive Disease Institute, Cleveland Clinic, Cleveland, OH, USA; 3Ardelyx, Inc., Waltham, MA, USA N=275 N=366 N=684 N=688
Age, mean (SD), years 46.6 (12.5) 46.0 (13.3) 45.7 (13.1) 45.0 (13.5) li‘:;:rﬁé I‘ie:::?sgt;ige:ﬁ:; I'S\:}’:trsiﬁ‘éle"s';z 'S):tr)'"g the Randomized
: BMI, mean (SD), kg/m? 29.6 (6.6) 30.0 (6.8) 30.0 (7.0) 29.9 (6.8) & y And’y
Introduction Duration of IBS-C before randomization, mean (SD), years® 10.9 (11.9) 11.9 (12.0) 11.2 (11.6) 11.6 (11.9) Low-CSBM subgroup Overall
0
* Irritable bowel syndrome with constipation (IBS-C) is a common disorder of gut-brain interaction characterized by Female, n (%) 226 (82.2) 307 (82.2) 559 (81.7) 572 (83.1) Tseon;pagic:lr Plabcizbo Tseonranpagiccylr Plabcizbo
abdominal pain, fewer bowel movements, and/or hard/lumpy stools.’ Race, n (%) ns _ ng _
N=275 N=366 N=691 N=691
. L . T . . : Black 39 (32.4) 114 (31.1) 195 (28.5) 214 (31.1)
»  Tenapanor is a first-in-class, minimally absorbed, small-molecule inhibitor of intestinal sodium/hydrogen White 165 (60.0) 235 (64.2) 452 (66.1) 442 (64.2) Datients with CEAE 103(37.5)  125(342) 298 (43.1) 236 (34.2)
: - 2 - - ~ - atients with an . . . .
exchanger |sofc?rm. 3. (.NHE3) approved by the FDA for adu.lts with IBS-C. | | Other® 21 (7.6) 17 (4.6) 37 (5.4) 32 (4.7) y
0 ;I'hrgugh NHECB |nh|b|t||on, tgnapanor rdeducels the zcalbsorp.tlon of sodium and retains water content in the gut, Baseline weekly efficacy values, mean (SD) TEAE by prgferred term reported by
eading to softer stool consistency and acceleratead transit. AS3 6.93 (1.56) 6.61 (1.64) 6.43 (1.64) 6.43 (1.65) >2% of patients
- In nonclinical studies, tenapanor was shown to decrease both intestinal permeability and visceral hypersensitivity. Abdominal pain score 6.73 (1.66) 6.46 (1.62) 6.24 (1.67) 6.27 (1.65) Diarrhea 19 (6.9) 4(1.1) 102 (14.8) 16 (2.3)
— Tenapanor increased transepithelial electrical resistance, decreased paracellular permeability, and normalized .CSBI\/I.frequency | | | 0.06 (0.24) . 0.08 (0-25) | 0.15(0.42) | 0.76 (0.40) Nasopharyngitis 11 (4.0) 11 (3.0) 21 (3.0) 20 (2.9)
colonic sensory neuronal excitability and signaling through inhibition of the transient receptor potential cation e e e et S e e oo o o Atk e ot et o o e i o7 h ol popuaton et o h olling rmbers of paens e (=654 tnapaner Urinary tract infection
Channel SU bfamlly V member 1 (T QPV’] ),3'5 AS3, 3-i'éem abdominal sympfom score; bid, t\;viceaday; BMI, body mass index; C’SBM, complete spontaneous bowel mover’nent; IFI)BS,’irritabIe bowei syndrome; IBS-C, irritable bowel syndrome with constipation. y / (25) 8 (22) 14 (20) 23 (33)
*  We conducted a post hoc analysis of pooled data from the phase 2b (NCT01923428)° and phase 3 T3MPO-1 ch i Abdominal S S i the L CSBM Sub Nausea 4(1.5) 10(2.7) 19(2.7) 17(2.5)
(NCT02621892)" and T3MPO-2 (NCT02686138)? studies to examine the effects of tenapanor on abdominal pain and ange in ormimea ymptom cores In the Low- ubgroup | | | | . Headache 6 (2.2) 8 (2.2) 11 (1.6) 17 (2.5)
other abdominal symptoms independent of changes in bowel function in IBS-C. *  The low-CSBM subgroup in the tenapanor arm had a greater decrease from baseline than patients in the placebo arm in both AS3 (Figure Flatulence 6(2.2) 7 (1.9) 17 (2.5) 12 (1.7)
2A) and average weekl| minal pain score (Figure 2B). L
) and average weekly abdominal pain score (Figure 2B) Vomiting 4(1.5) 9 (2.5) 10 (1.4) 13(1.9
Flgure 2. LS Mean Change (iSE) A (A) AS3 and (B) Average Weekly Abdomlnal Paln Score An the LOW-CSBM SUbgroup Data are n (%). bid, twice a day; CSBM, complete spontaneous bowel movement; TEAE, treatment-emergent adverse event

+ Study methods have been described previously for all individual studies.®® Patients were randomized to tenapanor

50 mg or placebo twice a day for 12 (phase 2b and T3MPO-1) or 26 (T3MPO-2) weeks (Figure 1). A 4o B. 0.0
*  Phone diaries were used to collect daily data on abdominal symptoms (including pain, bloating, and discomfort, | AN | N o
each on a scale of 0 to 10; see Box). ~0.5 - ‘ -0.5 \ Conclusmns
*  The 3-item abdominal symptom score (AS3) was derived from the mean of average weekly abdominal pain, 2 %
: : , . . : _ _ U _ _ . -
blogtlng, ahd discomfort scores at their worst (O=none, 10=worst possible).? | e 10 4 Sc’o 2 10 Tenapanor improved abdominal symptoms regardless
+ Patients with 0 complete spontaneous bowel movements (CSBMs) for 26 out of the first 12 weeks of treatment S _15- S8 -15- 1+ of improvement in CSBMs in adult patients with IBS-C.
were grouped as the "low-CSBM subgroup. = S5
(8 c S
: : -2.0 - Qe -2.0+ . . .
Figure 1. Study Design 5 ES Improvement in abdominal symptoms without
ek S T3MPO-2: 26-WEEK TREATMENT PERIOD > E -25- 8 -25- improvement in CSBMs may be a result of tenapanor’s
“TSCREENING ~ = PHASE2B/T3MPO-1: 12-WEEK TREATMENT PERIOD  —=><—— T3MPO-1 —> ; RPN = L novel mechanism of action that has been shown
CONSENT  RANDOMIZATION 4-WEEK " | - Placebo " | = Placebo ' i ili i
ON: : WITHDR AW AL PERIOD 5 o Tenapanor + Tenapanor to reduce both intestinal permeability and visceral
m o : o, o ° o o . °
N Tenapanor 50 mg bid 3.5~ 3.5~ hypersensitivity in nonclinical studies.
‘z : : BL Wk1 Wk2 Wk3 Wk4 Wk5 Wké6 Wk7 Wk8 Wk9 WK10 WKk 11 Wk 12 BL Wk1 Wk2 Wk3 Wk4 Wk5 Wké6 Wk7 Wk8 Wk9 Wk10 WKk 11 Wk 12
T : : Placebo bid Placebo 0.00 -0.29 -0.55 -0.70 -0.80 -0.88 -0.96 -0.98 -1.04 -1.21 -1.27 -1.28 -1.29 Placebo 0.00 -0.31 -0.58 -0.76 -0.86 -0.96 -1.06 -1.06 -1.16 -1.34 -1.38 -1.39 -1.40
e e S T Tenapanor 000 -0.39 -0.69 -0.91 ~1.12 124 -131 -1.37 -148 -1.64 -1.57 -1.66 ~1.74 Tenapanor 000 -0.40 -0.73 ~1.00 122 -137 -138 -145 -1.58 -1.72 -1.68 -1.77 -185 Overall, tenapanor demonstrated an acceptable
: : Tenapanor 50 msg bid AS3, 3-item abdominal symptom score; BL, baseline; CSBM, complete spontaneous bowel movement; LS, least-squares; wk, week. / SafEty and t0|erab|||ty prOflle.

Tenapanor 50 mg bid Placebo

Abdominal Symptom Response Rate in the Low-CSBM Subgroup

T3MPO-1

Placebo bid Tenapanor 50 mg bid

........................................................................................................................................................ * Compared with patients in the placebo arm, a greater proportion of the low-CSBM subgroup in the tenapanor arm had a 22-point Disclosures
g Tenapanor 50 mg bd 3 reduction in AS3 (Flgu re 3A) and daverage WEEkly abdominal pain score (Figure 3B). Darren M. Brenner is a consultant, advisor, and/or speaker for AbbVie (Allergan), Alnylam, Aniji, Arena Pharmaceuticals, Ardelyx, Bayer,
Entrinsic Bioscience, Gemelli, GI Health Foundation, Ironwood, Laborie, Mahana, Owlstone, RedHill, the Rome Foundation, Salix, Takeda,
% ; : . . . . . . . . . and Vibrant. He is a member of the board of directors for the International Foundation for Gl Disorders (IFFGD). Anthony J. Lembo is a
- : Placebo bid F|gu re 3. Percentage of Patients With >2-Point Reduction in (A) AS3 and (B) Average Weekly Abdominal Pain Score in the consultant for AEON, Alkermes, Allakos, Allergan, Ardelyx, Arena, Atmo, BioAmerica, Evoke Pharma, Gemelli, Ironwood Pharmaceuticals,
B= ( 5 : LOW CSBM Subgroup grthol\/tljed, Pfizer, Takleda, andf\;\ltzjralnt, ?nd has stock with Allurion, Bristol Myer Squibb, and Johnson & Johnson. Yang Yang and David
= osembaum are employees of Ardelyx, Inc.
POOLED POST HOC ANALYSIS (12 WEEKS)
Tenapanor 50 mg bid (n=684) Placebo bid (n=688) A. ) B. ) Acknowledgments
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*The phase 2b study was a multiple-dose study (5 mg, 20 mg and 50 mg) with a placebo arm. Only patients randomized to tenapanor 50 mg bid or placebo bid were included in the analysis population. Inizio company, and funded by Ardelyx, Inc.
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Box. Interactive Voice Response System (IVRS) Diary

The IVRS diary collected information on daily stool frequency, stool consistency, straining, abdominal pain, abdominal
discomfort, abdominal bloating, abdominal fullness, abdominal cramping, and rescue medication usage. IBS severity and
constipation severity were assessed weekly through the IVRS diary.?

Example questions:®
, , , , 20 20
* How would you rate your worst abdominal pain over the past 24 hours? ...your abdominal discomfort over the past 24 hours? ...
your abdominal bloating over the past 24 hours? ...your abdominal cramping over the past 24 hours? ...your abdominal fullness
over the past 24 hours? 0 _J. o I|
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Dr. Brenner can be contacted for further information on this study at Darren.Brenner@nm.org.

Questions were assessed separately using the following scale for responses: Wk1 Wk2 Wk3 Wk4 Wk5 Wk6 Wk7 Wk8 Wk9 Wk10 Wk 11 Wk 12 Wk1 Wk2 Wk3 Wk4 Wk5 Wk6 Wk7 Wk8 Wk9 Wk 10 Wk 11 Wk 12 :
- o _: o Copies of this poster obtained through the quick response (QR) code are for personal use only
None o) 1 2 3 4 5 6 7 3 9 10 Very Severe Tenpalpansr Z,i 13,;1 13,2 ?32 32,3 3?3 ;,:,g 32,; 32,; :232451 ;3; zzlg,é TenPalpanl;)r 83 157 219 274 311 341 346 378 416 406 410 423 e and may not be reproduced without permission from the authors,
*Entries into the IVRS diary must have been recorded between 6:00 PM and 11:59 PM (local time). "Example questions reflect questions relevant to the analysis presented. The full IVRS diary included 4 weekly acebo 4 ' ' ' ' ' ' ' ' ' ' ' acebo 5.6 126159193 200 240 242 263 301 301297 321
questions and 7 daily questions (with sub-questions for each bowel movement and each use of rescue medication).
IBS, irritable bowel syndrome. AS3, 3-item abdominal symptom score; CSBM, complete spontaneous bowel movement; wk, week.
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