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BaCkgrOu nd Table 1. Patient Demographics and Baseline Characteristics for Patients With Severe
Hyperphosphatemia (sP 27.5 mg/dL)

Figure 2. Mean sP Over Time During the RTP of the PHREEDOM Trial in Patients with Severe Safety

Hyperphosphatemia (sP >7.5 mg/dL) - Treatment-emergent adverse events and serious adverse events during the RTPs of both studies for patients
with severe hyperphosphatemia in the safety analysis sets are shown in Table 2.

- Tenapanor is a first-in-class, investigational phosphate absorption inhibitor (PAl). Preclinical studies have NCT02675998 trial PHREEDOM | | | | |
shown that tenapanor blocks paracellular phosphate absorption in the gastrointestinal tract by local ~ 9- -®- Tenapanor? * Diarrhea was the most commonly reported adverse event in patients with severe hyperphosphatemia
inhibition of intestinal SOdium/hydrOgen exchanger isoform 3 (NHE3)’ which increases transepitqe|ia| All doses? 30 mg dose Tenapanor® Sevelamer 'E @ Sevelamer (NCT02675998 trlal, 43.1%;: PHREEDOM tgnapanor, 51 2%, Table 2), and diarrhea led to StUdy drug
electrical resistance and decreases intestinal permeability to phosphate.’ Inhibition of NH3 by tenapanor also (n=107) (n=37) (n=204) (n=52) & o _ - discontinuation in 6.4% and 17.7% of patients, respectively.
leads to increased stool sodium and water content in animals and humans. -2 Age, mean years (SD) 54.2 (12.1) 54.0 (12.7) 5.5 (12.8) 56.6 (12.6) = MeTcir?;\pp;lrl]locrc?tin;iflcgggie(égt%vge)ek 26: - In PHREEDOM, serious adverse events occurred more frequently in the sevelamer group.

o C . . . . .

In patients with chronic kidney disease, increasing serum phosphate (sP) concentratio ns;_gare associated with Sex, n (%) < 5_ Sevelamer: 9 pills/day (7200 mg) Table 2. Summary of Adverse Events in Patients With Severe Hyperphosphatemia (sP 27.5 mg/dL)

increasing risk of mortality, hospitalization, and cardiovascular morbidity and mortality. o 62 (57.9 24 (64.9 130 (63 12615 o

dleé . : . : .

- Tenapanor met the primary sP-lowering endpoint in 2 phase 3 monotherapy trials (NCT02675998 and Fermale 45 (42.1) 1335.1) 14 36.3) 20 (38.5) % {\} —0— - NCT02675998 trial PHREEDOM
PHREEDOM [NCT03427125]) and demonstrated an acceptable safety and tolerability profile in patients with . ' ' ' ' e 0- } } % % All doses? 30 mg dose Tenapanor Sevelamer
hyperphosphatemia undergoing maintenance dialysis.%" Race, n (%) | S - (n=109) (n=38) (n=209)° (n=52)

« Tenapanor also improved control of hyperphosphatemia in patients on maintenance dialysis when used in Bla.Ck or Alfrican American > (55.1) 21(>6.8) 80(39.2) 23 (44.2) A S | | | | | | Any TEAE, n (%) /5 (68.8) 28 (73.7) 166 (79.4) 36 (69.2)
combination with phosphate binders compared with placebo plus phosphate binders in the phase 3 AMPLIFY White 44 (@1.1) 16(43.2) 107(52.5) 27(51.9) BL 1 2 A 3 12 17 29 26 TEAEs in >5% of patients, n (%)
trial (NCT03824587)." Asian 1(0.9) 0 10 (4.9) 2(3.8) Week Diarrhea 47 (43.1) 20 (52.6) 107 (51.2) 6 (11.5)

- - American Indian or Alaska Native 2(1.9) 0 4 (2.0) 0 Number of patients i

» Using data from the NCT02675998 and PHREEDOM trials, we evaluated the effect of tenapanor monotherapy | ' Tenapanor 200 189 181 157 148 145 198 s Hyperphosphatemia 10(9.2) 3(7.9) 20 (9.6) 1(1.9)
in patients on maintenance dialysis with severe hyperphosphatemia, which we defined as having a baseline Other 1(0.9) 0 3(1.5) 0 Sevelamer 49 48 50 49 49 49 47 47 Hyperkalemia 2(1.8) 1(2.6) 11 (5.3) 4(7.7)
sP >7.5 mg/dL. Ethnicity, n (%) S Hypocalcemia 3(2.8) 2 (5.3) 3(1.4) 1(1.9)

Not Hispanic or Latino 385 (79.4) 26 (70.3) 136 (66.7) 40 (/6.9) “Tenapanor dose in. PHREEDOM started at 30 mg bid and cou!d be down-titrated. Upper respiratory tract infection 2 (1.8) 2 (5.3) 1 (0.5) 2 (3.8)

Hi , , bid, twice a day; BL, baseline; RTP, randomized treatment period; sP, serum phosphate. . _ . _

Unknown 0 0 2 (1.0) 0 Any serious TEAEs, n (%) 8 (7.3) 1(2.6) 40 (19.1) 16 (30.8)
Figure 3. LS Mean Change From Baseline in sP Over Time During the RTP of the PHREEDOM Trial Serious TEAEs in >1% of patients, n (%)

: - - - - BMI, mean kg/m? (SD 32.5(8.4 34.0 (8.5 32.1(7.6 32.0(13.6 : : : . b of patients, n (%)

The ;tudly cgl?oggns and patient populations of the NCT02675998 and PHREEDOM trials have been reported g/m*(SD) (8.4) (8.5) (7.6) (13.6) in Patients with Severe Hyperphosphatemia (sP 7.5 mg/dL) R )48 ; ) 10 ) 38

Previously.” Type of maintenance dialysis, n (%) | | |

. . . : L ' Chronic kid di 2 (1.8 0 0 0

_— Both trlals enrolled patlents oNn maintenance d|a|yS|S W|th sP 26.0 and <1 0.0 mg/dL and a>1 .5 mg/dl_ Hem0d|a|y5|5 107 (1 OO) 37 (1 OO) 179 (878) A4 (846) () o evee e Pu:-r(:]r;lia: r;:lboliiranse 1 EO 9; : (2 6) ) 0
increase in sP after phosphate binder washout. Peritoneal dialysis 0 0 25 (12.3) 8 (15.4) 3 -m- Tenapanor? -~ Oveljload , N 1019 ) 38

— In the NCT02675998 trial, patients were randomized (1:1:1) to receive tenapanor 3, 10, or 30 mg twice a Baseline sP, mean mg/dL (SD) 8.8 (1.1) 8.7 (1.1) 8.5 (1.0) 8.7 (1.0) ShBb —1 — -®- Sevelamer § o (05 5 . 1'9 , 3'8
day (bid) for an 8-week open-label randomized treatment period (RTP); the 30 mg dose could be down- ' 8 A T o T cE ypErralemis - (0-9) (1.9) (3-8)

: : : : : : IF - Acute respiratory failure 0 0 4 (1.9) 0
tltrgted stepwise during Fhe first 4 Weeks.of the RTP based on gastromtes.tlnal tolerablllty. After the RTP, Baseline iFGF23, mean pg/mL (SD) 13.4004(14139.2) | 14397.8(12951.1) | 17.976.3(17.700.1) | 15.921.7 (16.325.8) = .qE) . I\[ p. .y.
patients were rerandomized (1:1) to continue their tenapanor dose or switch to placebo in a 4-week s - Hypertensive crisis 0 0 3(1.4) 0
° o . m m o o .
randomized withdrawal period (RWP). Baseline PTH, mean pg/mL (SD) 418.1 (243.6) 373.7 (197.1) 454.0 (260.3) 465.1 (296.0) £ 0 % } { % Acute myocardial infarction 0 0 3(1.4) 1(1.9)

- In PHREEDOM' patlents were rand0m|zed (31 ) tO tenapanor Sta rtlng at d dose Of 30 mg Dld for 26 WeekS ZI) E _3 ] % El)gtt?eirtes :ﬁaﬁ;teNdCfr%rZ%E;gfeagéstvr\glhrZi\e/ievreedhti%ng:r?cffg’?;eorglsef:)?‘rg rtrr\]ge(?‘;a)feegj%arzg?fisfeta), or 30 mg (with dose titration) bid. PTenapanor dose in PHREEDOM started at 30 mg bid and could be
during the RTP or sevelamer carbonate (hereafter referred to as sevelamer) per the label for 52 weeks. Those Most recent Kt/V, mean (SD) 1.6 (0.3) 1.6 (0.3) 1.6 (0.4) 1.7 (0.5) E down-titrated: TEAES of serious AEs lsted occurred in >5% or >1% respectively,of enapanor-treated patients with severe hyperphosphatemia from NCT02675998 tril (il doses or 30 mg dose) or the
who completed 26 weeks of tenapanor treatment were rerandomized (1:1) to continue their tenapanor dose — EP—— e _4 AE, adverse event; AV, arteriovenous; bid, twice a day; TEAE, treatment emergent adverse event.
or SWitCh tO p|aceb0 fOI’ d 1 2'Week RWP, fO”OWGd by d 14'Week Open-|a bel Safety eXtenSion. aPZt?eanrti Eﬁﬁﬁ;eNCTOOrZFg;SISSSStﬁ;I rZi\:ievreed tyepnzrgar?osrpafaecﬂ:e E)?‘rg mge(?‘?x:d))/,ir(])argg?f?fe'd), or 30 mg (with dose titration) bid. "Tenapanor dose in PHREEDOM started at 30 mg bid and could be down- ,; é ZI|. é 1|2 1I7 ZIZ 2I6

itrated. ‘Native Hawaiian or other Pacific Islander or other.
L Titration Of the tena panor dose.in ']O mg incremeonts was a”owed .during the RTP and Safety ext.ensiOn, E;[d Ew(ijcelgldtay; I:MI, body masgi]ndepx; iFGF|23|3, in?actﬁbrcgglastgrowth factor 23; Kt/V, a marker of dialysis adequacy; PTH, parathyroid hormone; sP, serum phosphate. Number of patients Week CO n cI u sio n s
down to a minimum of 10 mg bid or up to a maximum of 30 mg bid. Sevelamer dose could be titrated o , , , , e . . e e . -
up or down, as needed, based on the community standard of care. Reduction in sP in patients with severe hyperphosphatemia o o Sevelamer 49 49 50 49 50 49 48 47 » During the 8-week RTP of NCT02675998 and the 26-week RTP of PHREEDOM, the mean sP

»In this nonprespecified, post hoc analysis we evaluated the sP change and safety during the RTP of each * Mean sP decreased over time in patients with severe hyperphosphatemia in both studies (Figures 1 and 2), _ , , _ , decreased over time in patients with severe hyperphosphatemia (baseline sP 27.5 mg/dL) who
StUdy in patients Wlth severe hyperphosphatemia at base“ne (SP >7 5 mg/d L) « In PH REEDOM, the Iea.st-.squares (LS) mean reductions in sP among patients V.Vlth severe hyperphosphatemia Er)r:err\tigcrlsdsarlgv\\//vglrieIi_rS].Crl?Jzaer;sinS‘IEEﬁ,eaanndail;;/iil.ues come from an ANCOVA model with treatment and pooled site as factors and period-level baseline value as a covariate. Only were treated Wlth tenapanOr.

+ For this analysis, we assessed sP change in evaluable tenapanor- or sevelamer-treated patients during the during the RTP were similar between the tenapanor and sevelamer groups (Figure 3). bic twice  day; ANCOVA, analysis of covariance, LS, least squares; RTP randomized treatment period. +In PHREEDOM, the mean sP reduction in patients with severe hyperphosphatemia was similar
first 26 weeks (ie, RTP) of the study. * In PHREEDOM, among patients with severe hyperphosphatemia who completed the 26-week RTP, a similar between patients treated with tenapanor and sevelamer; however, this treatment effect seen with
— For the tenapanor-treated populations in NCT02675998 and PHREEDOM, this included all patients who trend was observed in the proportions ,Of tenapanor- and sev.elamer-treat.ed. patients with sP reductions ! w ! ! ! ! tenapanor was achieved with a lower pill burden, 1 pill twice a day.

were randomized to tenapanor, received =1 dose of tenapanor, and had >1 postbaseline sP assessment of >1.2, >1.5, or 2.0 mg/dL or who achieved sP <5.5 mg/dL (Figure 4). A similar pattern was observed for Figure 4. Additional Measures of Treatment Effect in Patients With Severe Hyperphosphatemia Overall, the safety of tenapanor in the subgroup of patients with severe hyperphosphatemia was
. ! - ' B atients with severe hyperphosphatemia who completed all 52 weeks of the study. Who Completed 26 or 52 Weeks of the PHREEDOM Trial o everall . . .
during the RTP of each respective study. P YPEIPROSP P 4 P similar to that observed in the overall study populations during the RTP of the NCT02675998 and
- For tlhe sevelam.er-(tjria:tgd pOpr|at'O|” n PHREdEEOdM;1th'S |nglud?d aIIPpatlents who \:jverg rar%dofmlzezcéto Figure 1. Mean sP Over Time During the RTP of the NCT02675998 Trial in Patients with Severe >1.2 mg/dL >1.5 mg/dL >2.0 mg/dL Achieved sP PHREEDOM trials.>"
\?\/ee\/:kzrg]fgrggsril\érewt =1 dose of sevelamer, and had 21 postbaseline sF assessment during the first Hyperphosphatemia (sP 27.5 mg/dL) Reduction Reduction Reduction <5.5 mg/dL — Diarrhea was the most commonly reported adverse event in patients with severe
. | | | A Al dosecs 5 20 me dose 50 100 - g5 g5 & Tenapanor (n=112) nyperphosphatemia who received tenapanor treatment, and rates of diarrhea were similar to those
" The sevelamer group was a safety control in the PHREEDOM trial, and the study was not intended or ' - SN e ey S.F 804 7 eq P _ seen in the overall study populations during the RTP of the NCT02675998 and PHREEDOM trials.>'°
powered to make efficacy comparisons between the tenapanor and sevelamer treatment groups. ~ 9 - ~ 9 - EL 0wmoS 67 W Sevelamer (n=47) . L . . L

) dditional nonor find ¢ hoc analvsic of patients from PHREEDOM who combleted the 26 ’ = = x% SS9 60- 55 * These results suggest that tenapanor, a novel investigational PAI dosed as a single twice-daily pill,

1 ah additional nONPrespecitied, post hOt analysIs oT Patients 1ro CVEWNO COMPIEEd the £o-WEE 8D 6D 2o T=cT o 38 may provide a clinically meaningful reduction in sP with an acceptable safety profile for patients

RTP or the 52-week study, we evaluated the percentage of patients who achieved sP reductions >1.2, 21.5, or = = =g 29 g 40 — 30 : : . : : : : :

. = = >S5S E& with severe hyperphosphatemia on maintenance dialysis who are at high risk of cardiovascular

>2.0 mg/dL or who achieved sP <5.5 mg/dL. U 8- o 8- WY Y59 - . .

| | o | | = = ~N s YN morbidity and mortality.
» Safety was evaluated in the safety analysis set, which included all patients who received >1 dose of study < c o 0 —
treatment in the RTP. 2’- 2’- Ref
s 7" S 7 - | b0 100 - M Tenapanor (n=34) ererences
- S E —_ B Sevelamer (n=45) 1. King A et al. Sci Transl Med. 2018;10(456).eaam6474. 5. Palmer SC et al. JAMA. 2011;305(11):1119-27. 9. Block GA et al. | Am Soc Nephrol. 2019;30(4).641-52.
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* Inthe NCT02675998 trial, 107 of 215 patients had severe hyperphosphatemia at baseline across the 3 dose . :tTeni; Week of g’un; n‘ig Week NO JOoQ 20- Stuart M. Sprague receives research grants from and is a consultant for Ardelyx, Inc. _
groups. In the 30 mg dose group, 37 of 72 patients had severe hyperphosphatemia. Tenpapanor 00 97 oz on  a- - . Tenpapanor T TR . . E ) Yang Yang, David M. Spiegel, and David P. Rosenbaum are employees of Ardelyx, Inc. . ity :

* In PHREEDOM, 204 of 407 tenapanor-treated patients had severe hyperphosphatemia at baseline, and 52 of Acknowledeements o
136 sevelamer-treated patients had severe hyperphosphatemia at baseline oo Tt NG al rece - - - tration) b hown for patients with hyperphosphatemia wh leted ks of th ks of th al & Copies of this poster obtained through the quick
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