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* The pooled population of the phase 2b and phase 3 studies included 684 intent-to-treat patients CSBM Response Status in the (A) Phase 2b Study, (B) T3MPO-1, and (C) T3MPO-2, and (D) 13 of 26-Week CSBM
Complete Spontaneous Bowel Movement Who recelved tenapanor (Table 1) Response Status in T3MPO-2
— Patient demographics were generally similar between 6 of 12-week CSBM responders and the
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. low-CSBM subgroup. A. Week B. Week
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_ Age, mean (SD), years 46.4 (12.9) 45.1 (13.2) 45.7 (13.1) TEN: Low-CSBM subgroup (n) 33 31 30 32 32 29 28 27 27 27 26 26 23 203 177 173 168 161 151 151 145 148 144 142 132 131
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- Irritable bowel syndrome with constipation (IBS-C) is a common disorder of gut-brain interaction characterized by Race, n (%) ¢ Week - Week
abdominal pain. infreauent bowel movements. and/or hard/lumpv stools.’ ’ BL 1 2 3 4 5 6 7 8 9 10 11 12 BL1 23456 7 8 91011121314151617181920212223242526
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- Bloating is also a common, bothersome abdominal symptom in IBS-C and a frequent reason to seek treatment.? White 197 (67.0) 255 (65.4) 452 (66.1) - E £ -1.0- : S S S R - E S -1.0- L
»  Tenapanor is a first-in-class, minimally absorbed, small-molecule inhibitor of intestinal sodium-hydrogen Other? 12 (4.1) 25 (6.4) 37 (5.4) 288 0. et 1 >S3% ..
exchanger isoform 3 (NHE3) approved by the Food and Drug Administration for adults with IBS-C.34 Body mass index, mean (SD), kg/m? 30.0 (7.2) 30.0 (6.8) 30.0 (7.0) cQ W £8w
»  Through NHE3 inhibition, tenapanor reduces the absorption of sodium and retains water content in the gut, Duration of IBS symptoms before %fg -3.0 - E %fg -3.0 -
leading to softer stool consistency and faster transit.>® randomization, mean (SD), years 11.3(10.6) 11.2(12.3) 11.2(11.6) o § s 40- | | = § 3 40-
— In nonclinical studies, tenapanor was shown to decrease both intestinal permeability and visceral hypersensitivity.”® Baseline average weekly score of U ~5.0 -~ TEN: Low-C5BM subgroup  ~¢= TEN: C5BM responders U =5.0 7 . TEN: Low-CSBM subgroup  ~e- TEN: CSBM responders
— The phase 2b (NFZTO1 923428) and phase 3 T3AMPO-1 (N;T02621 892) apd T3MPO-2 (NCTQZ68§1 38) stuqlles efficacy measure, mean (SD) TEN: Low-CSBM subgroup () 154 141 131 120 122 113 107 102 105 98 101 102 99 17 158150147 138131 124 118192 110112 111108 98 100 93 92 96 53 %0 o1 89 89 89 85 86 &7
showed that patlentS treated with tenapanOr 50 mg twice a day eXperlenced both Slgnlflcant INncrease In B|Oating 6.20 (1.84) 6.92 (1.64) 6.61 (1.80) TEN: Responders (n) 139 137 135 137 137 138 136 136 134 133 130 127 126 121120116119 121120119120 117121 119118117117 115115116 113113112107 110 103 107 102 107 99
compl.ete spontaneous bowel movements (CSBMs) and decrease in abdominal pain compargd with those CSBM frequency 0.17 (0.39) 0.15 (0.44) 0.16 (0.42)
receiving placebo.’' The most common adverse event seen across tenapanor studies was diarrhea. Unless otherwise indicated. data are mean (50). BL, baseline; CSBM, complete spontaneous bowel movement; TEN, tenapanor.
— We previously demonstrated that tenapanor improved bloating along with other abdominal symptoms in IBS-C L comlate e omel movement. 155, reiable bowel amdrome.
in the phase 3 studies.’" Figure 4. Correlation Between the Average Weekly Scores of Abdominal Bloating and Abdominal Pain in the
+  We conducted a post hoc analysis of pooled data from the phase 2b and 3 studies to assess the relationship Abdominal Bloating Scores Placebo Group (A, B) and Tenapanor Group (C, D) at Baseline and During Week 12
between improvement in bloating and overall CSBM response with tenapanor treatment. * In the pooled population, both 6 of 12-week CSBM responders and the low-CSBM subgroup A _ B c _ A
showed improvements in abdominal bloating throughout the first 12 weeks of treatment, with mean "_10- Placebo Baseline "_ 10~ Placebo Week 12 ' .10, TenapanorBaseline " __,,_ TenapanorWeek12
reductions of 3.53 and 1.60, respectively, in weekly abdominal bloating score during week 12 (Figure 2). £ r=0.80/8 2 r=0.8454 = r=0.8342 . ;.:') o r=0. 8581
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- Study methods have been described previously.”'" To summarize, the clinical trials enrolled adults with IBS-C who Figure 2. Mean (tStandard Error) Change From Baseline in Ave.rage Weekly Bloating TG 0 Ty O- Tg 07 wAERENT . B Y 6- e
o . . ’ . Score by 6 of 12-Week CSBM Response Status (Pooled Population) S o S0 o L L S0
met the Rome Ill criteria. Patients were randomized to tenapanor 50 mg or placebo twice a day for 12 (phase 2b £ 4. €3 ,._ £3 ,._ sy €3 ,._ OIS
and T3MPO-1) or 26 (T3MPO-2) weeks (Figure 1). A phone diary was used to collect data on daily abdominal § §° § % § % ST § %’ -,,:
bloating on an 11-point scale. BL 1 2 3 4 5 6 7 8 9 10 11 12 < 2 - < 24 < 2 - <9 24 FEe
 For this analysis, patients treated with tenapanor were categorized as those who met and those who did not meet §° S . 0.0% _ &, - B gl&it o 5, - 5, I i, P
the overall CSBM response, defined as achieving an increase of >1 Weekly CSBM from baseline for >6 out of the E 'g § =1.0 - a ® é s - 3 - D;I(;raeté;;;d 0 2 4 6 8 10 0 2 4 6 8 10 0 2 4 6 8 10 0 2 4 6 8 10
first 12 weeks of treatment (ie, 6 of 12-week CSBM responses). T2 20- - - Abdominal bloating Abdominal bloating Abdominal bloating Abdominal bloating
«  For T3MPO-2 specifically, tenapanor-treated patients were also categorized as those who met and those who did o 5= -3.0- 5 5 B (average weekly score) (average weekly score) (average weekly score) (average weekly score)
not meet the overall CSBM response, defined as achieving an increase of >1 weekly CSBM from baseline for 213 e 3 40 - T3 —$—+—2
out of 26 weeks (ie, 13 of 26-week CSBM responses). s 9>2 '
! ] S . | Low-CSBM subgroup - TEN: CSBM responders
» Patients who met these criteria were grouped as “responders,” and those who did not meet these criteria were >0
grouped as “the low-CSBM subgroup.” TEN: Incomplete responders (n) 390 349 334 329 315 293 286 274 280 269 269 260 253 COHC| usions
«  We assessed mean change from baseline in average weekly bloating score stratified by overall CSBM responder status. TEN:Responders(n) 294 289 288 289 287 290 290 288 286 280 276 271 260
Figure 1. Study Design BL, baseline; CSBM, complete spontaneous bowel movement; TEN, tenapanor. /‘7' Patients V\rl:th IBS-C treated with tenapslnor demonstrated markeg impr:overcrjwent in ave”rage weekly bloating
: 0 DH score, with a greater improvement in bloating among patients who achieved an overall CSBM response.
< T3MPO-2: 26-WEEK TREATMENT PERIOD S - Similarly, in the individual studies, both 6 of 12-week CSBM responders and the low-CSBM subgroup
2-WEEK ' : had improvements in abdominal bloating, with mean reductions of 3.62 and 1.54 in the phase 2b
SCREENING PHASE 2B / T3MPO-1: 12-WEEK TREATMENT PERIOD T3MPO-1 study, 3.28 and 1.78 in T3MPO-1, and 3.69 and 1.37 in T3MPO-2, respectively, in weekly abdominal @ A high ;orrela.uon.wa.s Qbserved l:.)etwe.en the average wegkly scores of abdo.mlnal bloating and
CONSENT ~ RANDOMIZATION ’WITHDI:I;VV\\IIIIE-\E.KPERIOD | bloating score during week 12 (Figure 3A-C). N\, abdominal pain, signifying a relationship between abdominal pain and bloating.
~IE : Tenapanor 50 mg bid : * In the T3MPO-2 study, both 13 of 26-week CSBM responders and the low-CSBM subgroup had
z ‘< . : improvements in abdominal bloating with mean reductions of 4.16 and 1.97, respectively, in E'z, Tenapanor treatment improved both abdominal bloating and abdominal pain.
T Placebo bid weekly abdominal bloating score during week 26 (Figure 3D).
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, ................................................................................................................. ..... ......................... Correlation of Abdominal Bloating With Abdominal Pain &@ Tenapanor was generally well tolerated. with mild to moderate diarrhea as the most common adverse effect.
9_ : Tenapanor 50 mg bid S :  There was a high correlation between improvement in abdominal bloating and abdominal pain.
. aCeno oI . . . . .
= m . - _ * Figure 4 demonstrates the high correlation between the average weekly scores of abdominal bloating .
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¥ screenin L 8 p— : + Safety outcomes for the phase 2b study (NCT01923428),° T3MPO-1 (NCT02621892),"° and reerasingne TANg Tong, and Busan KEERIen are emp oy e O AV e paferences
M Placebo bid T3MPO-2 (NCT02686138)'" have been previously reported. The integrated safety analysis set . | o | —
’ < > ' included 1382 patients, with 691 in the tenapanor group and 691 in the placebo group . L SEE R S T S e R s s e S
POOLED POST HOC ANALYSIS (12 WEEKS) ' _ . . T a T = information on this study at FUSEIER S 3: IBSRELA. Presc.ribinginform.ation.'Ar(.alerx, In.c.;2022. 9. CheyWD etaI.:4mj G'astroenterol. '2017.;112:763-74.
Tenapanor 50 mg bid (n=684) Placebo bid (n=688) - Tenapanor was generally well tolerated with an acceptable safety profile. K g Copies of this poster obtained through the quick 4 JSphencerAGSettall.SCcIi.TrEmsﬁV Ved. 2014:6:227ra236. 10. Chey W ettall.AAmj J Gastroenterol., 2020:115:281.93.
»  The most common treatment-emergent adverse event was diarrhea, which was reported in 14.8% =, A ] Listpﬁenfspﬁ)uﬁeﬁftﬁZﬂrtEirrsrﬁir;?:ouf?rgﬂytﬁgiL?ﬁﬁrs_ 6. Rosenbaum DP et al. Ciin Drug Investig z’o1é;38;3f41'-51. - ' - '
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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. Of tenapanOr'treated patlents frOm the IntegratEd Safety analySIS set. = An%ug' ScienzificpMeetiJr(\g; Otctober13-18, 20%7? Orlantdo, FE- =

bid, twice a day. » Diarrhea was mostly mild to moderate in severity.
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