Ardelyx Announces Tenapanor Reduces Pain Caused by IBS-C Through Inhibition of TRPV-1 Signaling

October 16, 2017
Preclinical data provide new mechanistic insights linking tenapanor's analgesic action to a well-established pain pathway for the treatment of patients with IBS-C

FREMONT, Calf, Oct. 16, 2017 PRNewsuiel - Ardely.Inc. (NASDAQ: ARDX) todyreported that data rom prcinical studies have shov hat enapanor vorks o educe abdomina paincaused by inable bowl syndrome ithconstpation (15.C) hrough th ntbiion of TRPV-1 dependen signling. TRPV:L beter known as th ot il pepper ecepor isa weliestablshed pain
target known for transmitting painful stimuli from a variety of sources incluing heat, protons and iapanor, y: of NHE3, h ly in two positive Phase 3 studies in patients with 1BS-C, and the abilty to reduce abdominal pain and alleviate constipation.
‘The preclinical data on tenapanor's pain mechanism are being presented by investigators from the Johns Hopkins University School of Medicine in a poster session on Tuesday, October 17, 2017 at the American College of (ACG) World C 017. The being held October 13— 18, 2017 in Orlando, Florida.

These precinial data were generated at Dr. Jay Pasicha'slaboratory at Johns Hopkins Universiy School of Medicine under a sponsored research agreement it Ardlyx. Using an estabished rodent modelof 1BS-1ike coloic hypersensilvi; the results show hat enapanor treatment reduced viseral hypersensidiy (pai in th iteral rgans) and normaized colonic sensory neuronal
excitabilty and TRPV-1 currents. Treatment with tenapanor also increased stool excretion and stool water content. Tenapanor had a significantly better effect on visceral placebo or PEG, ot known to have an analgesic effect.

“This may be a critical aspect of tenapanor's therapeutic mechanism for 1S-C patients. This work links tenapanors ability to improve: ptoms of visceral bdominal pain, two of the m for patients with IBS-C. to a that tenapanor
dependent pain signaling in neurons lining the GI tract,” said Jeremy Caldwell, Ph.D., chief scientiic officer of Ardelyx. “Based on this research, tenapanor influences TRPV-1 mmrecw “ahich we plan t furth Imvestigate {0 fully elucidate s st cless mecharism of acion. o he best of ot knuw\edge mnapannv s the only potential reatment option for IBS-C that b shown e abily
10 reduce abdominal pain through inhibition of TRPV-1 signaling, representing a completely novel therapeutic option for these patients.”

The findingsrelate to tenapanors mecharism of acion futher suppor the posiive Phase 3 B5.C resuls tha we have reportd troughout 2017,inclucing he exciting dta from ur second pscr Phase 3 study, T3PMO-2, which we aid David Rosenbaum, Ph.D., chief development aﬁoev of Aty “Our TIMPO program i nearing cnmplel\un‘ and we are moving
forward to submit our first New Drug Application to the U.S. Food and Drug Administration for this indication in the second half of 2018. With the combination of tenapanor's firstin-ck its abilty 10 reduce 3 alevite consipaton, we p asignifi pproach for

In addition to the poster session, Bil Chey, M.D., a principal investigator in the TaMPO clinical program, will present detailed data from Ardelyx's first, positive Phase 3 study, TMPO-1, evaluating tenapanor for the treatment of people with 1BS-C, which were ariginally announced in May 2017. The data will be presented in an oral session at the meeting on Tuesday, October 17, 2017 at
pm.

About Tenapanor
Tenapanor, invented and developed by scienists at Ardelyx, is a frstin-class, proprietary, minimaly absorbed, oral, experimental medication in late-stage clinical development. It has a nique mechanism of action that, in [BS-C, acts by inhibiing, or blocking, the NHES transporter in the gastrointestinal (GI)tract to reduce the absorption of dietary sodium. Blocking NHES results in an
increase in the amount of sodium in the gut. This increased sodium in the gut leads to an increase of fluid in the gut, loosening stool and helping to relieve constipation. We have also seen a desired benefitin the abdominal pain component of IBS-C in our studies to-date.

Tenapanor s also in Phase 3 development for the treatment o in patients with h in HES s n the GI ract, reducing the absorption of dietary sodium and resulting in increased the cells preferential reduction in
PhoSphote Uptake by Bhtening uncions of pores (atregulate Aosehale abSorTHon o the G ract We have ot oserved T pact on e ons. utients of maomOleces In o o cimca . suggesting that tis ffect s preferental for phosphate
About IBS-C
. 0r IBS-C, is inal disord by significant abdorminal pain and rdelyx estimates that 11 million people in the United States suffer from IBS-C. This condition significantly impacts the health and qualiy of e of affected patients. The cause of IBS-C is unknown.
About Ardelyx, Inc.

Avdely s focused on enhancing the way patients vith cardiorenal and gastrintestnal (GI) iseases are treated by using the gut as the gateway o delivering medicines that matter. diorenal and Gl business portfol dat hvmgmg e, efectve mediines wih distot saety and dosing advartages to undersrved patents. Ardelys
cardiorenal portfolio includes the Phase 3 development of tenapanor for the treatment of in people with are on dialysis and the Phase 3 develnpmem of RDX7675 for the treatment of people with tenapanor for the treatment of people with iritable bowel
‘syndrome with constipation (1BS-C). and RDX8940, the company’s TGRS agonist. For more information, please visit b/ ardelyx com/ and connect with us on Twitter @Ardelyx.

Forward Looking Statements

o the extent historical facts regarding Ardely, they are pursuant t of the Private Securies Reform Ac of 1995, nluding he potenia for tenapanor i veatng patents wih IB5-C,includng benapanurs
abilty to reduce pain in IBS-C patients by mmhmng TRPV-L sgnaing; and Ardey(s expectaons egaring the tming o the compltonof s T3MPO program and the ming o 5 submssion of an NDA for enapanor o e reaiment of 5-C pa tisks and uncertainties that could cause the development of Ardelyx's

candidates or Ardelyx's future results, performance or achievements to differ significantly from or implied by the statements. Such risks rainties include, among others, the uncertainties inherent in o e s rocess. Ao Undenakes o algation 1 pdate o s any

approval
orwartlonking Satements Fo  urihercesCiionof e ks and Uncertinies that coud cause Al osuts [0 Gt Tom hose oxprossed 1 1neae o100k Satemerts, a5 wella ke oA o Ardoy's bUsneSs It Genera,poase 1l 1o Ay Quara Repor o Form 1 1o Qi wih tho Securios and Exchange Commistion on AUGUSL 8. 2017, and 5 e crrent
and periodic reports to be filed with the Securities and Exchange Commission.
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