Ardelyx Receives FDA Approval for IBSRELA® (Tenapanor), an NHE3 Sodium Transport Inhibitor, for the Treatment of Irritable Bowel Syndrome with Constipation

September 12, 2019
Approval supported by two Phase 3 trials demonstrating a statistically significant reduction in constipation and abdominal pain in adult patients with IBS-C
Novel MOA offers anew and differentiated option for patients with IBS-C and the physicians who treat them
Discovered and developed by Ardelyx, IBSRELA represents the first-ever product approval for Ardelyx
Conference call to be held today at 4:30PM ET

FREMONT, Calif., Sept. 12, 2019 /PRNewswire/ -- Ardelyx, Inc. (NASDAQ: ARDX), a specialized mpany medicines o improve treatment for people with cardiorenal diseases, today announced that the U.S. Food and Drug Administration has approved IBSRELA® (tenapanor), a 50 mg, twice daily oral pll for the treatment
of ritable bowel syndrome with constipation (1BS-C) in adults. IBSRELA is a minimally-absorbed small molecule that acts locally in the gastrointestinal (G tract to inhibit the sodium-hydrogen exchanger NHES, resuling in an increase in bowel movements and a decrease in abdominal pain for IBS-C patients.
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“IBSRELA has he potental o provide I85-C patents and ihe docors wih  novel mecharism and an nnovaive approach o managing 55, Highly burdensome and ifcut-o-reat condiion afeting more than 1 mionpeople i the Unied Sate.”commented ike Raa,pesident and chefexeculve offcer of Adelyx. Thisapprol s an exremely imporiantand rewrding

milestone for Ardelyx, and represents the culmination of years of dedication to advancing our di d medicines e apartner that has to drive launch and marketing of IBSRELA in this large and underserved IBS-C patient population.”
- Raab contued, Withth approal of BSRELAfor 185-C, long wih the successfl completo of o AVPLIFY il n typerphosphateia, weve deliered on wo majorcorporate miestones nte st to flaw on by the remarkabie and talented team at Ardelyx. Withthese milesones accormplished, and the PHREEDOM tal reacing out in Q4  have great
confidence o file our NDA for year with potential approval and launch in 2021. We are excited about this next chapter for Ardelyx as we begin the development of our playbook for launch and ization of tenapanor for d are excited more of our

vision in the coming months.”

Phase 3 Study Desians.
“The Phase 3 IBS-C program included two randormized, double-biind, placebo-controlled trials. The trial designs were identical through the first 12 weeks of treatment, and thereafter differed in that Trial 1 (NCT02686138) continued for an additional 14 weeks of treatment (26 weeks double-blind treatment), whereas Trial 2 (NCT02621892) included a 4-week randomized withdrawal (RW)
period (12 weeks double-blind treatment). Patients who were enolled in these trals met the Rome Il crieria for IBS-C, related to abdominal pain and bowel movement frequency.

‘Brimary Endpoint
‘The primary endpoint for both trals was the proportion of patients who were. ders during the 12-week A responder, as defined by the FDA, was a patient who experienced at least a 30% reduction in the weekly average abdominal pain score compared with baseline and an increase of at least 1 complete spontaneous bowel movement (CSBM) in weekly average
from baseline, in the same week, for at least 6 of the first 12 treatment weeks.

Results
In both Phase 3 1BS-C trials, IBSRELA met the primary endpoint as compared vith placebo (Trial 1: 379 versus 24%, IBSRELA versus placebo, respectively. Trial 2: 27% versus 19% IBSRELA versus placebo, respectively).

In Trials 1 and 2, the proportion of responders for 9 out of the first 12 weeks, including at least 3 of the last 4 weeks, was greater in IBSRELA-treated patients compared to placebo-treated patients. In addition, in Trial 1, the proportion of responders for 13 out of 26 greater in IBSRELA-treated topl patients. In both trials, improvements from
baseline in average weekly CSBMs and abdominal pain were observed by Week 1, with improvement maintained through the end of treatment.

In both studies, the most common adverse event was diarhea (16% with IBSRELA vs 4% with placebo in Trial 1; and 15% with IBSRELA vs 2% with placebo in Trial 2), with severe diarrhea reported in 2.5% of IBSRELA-treated patients compared to 0.2% on placebo-treated patients during the 26 weeks of Trial 1 and the 12 weeks of Trial 2. Overalldiscontinuation rates were low among
patients treated with IBSRELA (7.6%) and placebo (0.8%) and the most common adverse reaction leading to discontinuation was diarrhea (6.5% of IBSRELA-reated patients compared to 0.79% of placebo-treated patients).

Indications and Usa
IBSRELA (enapaner s ndcated fo reatment of rable bowel syndrome withconstpaton (1BS-C) n aduts

IMPORTANT SAFETY INFORMATION

WARNING: RISK OF SERIOUS DEHYDRATION IN PEDIATRIC PATIENTS
IBSRELA is contraindicated in patients less than 6 years of age; in young juvenile rats, tenapanor caused death presumed to be due to dehydration. Avoid use of IBSRELA in patients 6 years to less than 12 years of age. The safety and effectiveness of IBSRELA have not been established in pediatric patients less than 18 years of age.

Contraindications
« IBSRELA is contraindicated in pediatric patients less than 6 years of age.
« IBSRELA is contraindicated in patients with known o suspected mechanical gastrointestinal obstruction
Warnings and Precautions
Risk of Serious Dehydration in Pediatric Patients

IBSRELA is contraindicated in patients below 6 years of age. The safety and effectiveness of IBSRELA in patients less than 18 years of age have not been established. In young juvenile rats (less than 1 week old; approximate human age equivalent of less than 2 years of age), decreased body weight and deaths occurred, presumed to be due to dehydration, following oral administration
of tenapanor. There are no data available in older juvenile rats (human age equivalent 2 years to less than 12 years).

Avoid the use of IBSRELA in patients 6 years to less than 12 years of age. Although there are o data in older juvernile rats, given the deaths in younger rats and the lack of clinical safety and efficacy data in pediatric patients, avoid the use of IBSRELA in patients 6 years to less than 12 years of age

Diarrhea

Diarrhea was the most common adverse reaction in two randomized, double-biind, placeb trials of IBS-C. reported in 2.5% of IBSRELA-treated patients. If occurs, d pat
Adverse Reactions

In the two IBS-C trals, the most in IBSREL/ i d greater than in diarrhea (Trial 1: 16% IBSRELA vs 4% placebo; Trial 2: 15% IBSRELA vs 2% placebo).

Please also see the full Prescribing Information, including Box Warning, for additional risk information.

About Irritable Bowel Syndrome with Constipation (1BS-C)
Irttable bowel syndrome with constipation (1BS-C) is a GI disorder in which abdominal pain is nstipation, and sig the health and quali
Cxemely bothersame..n the same sty G &y mpiom 16 (o an Average 4. daye of irupted prouctity- 0.8 daye of mssed wark per montn

of ife of at least 11 million people in the US. A study published in the American Journal of Gastroenterology in 2015 showed that over 50 percent of IBS-C patients rated their pain, constipation and straining as being

About IBSRELA for IBS-C

IBSRELA (enapanon e a localy actng b of he sodumiycrogen exchanger 3 (NHES), an antiporter expressed on the apical surface of the small intestine and colon primar nsible for the absorption of In vitro and animal studies indicate its major metabolite, ML, is not active against NHE3. By inhibiting NHES on the apical surface of the enterocytes,
tenapanor of sodium from the Tesuling I o Increase Inwate secretion o the intssinallmen, which accsleates ntesinalransh e and resuts n  sofer 100 Gonsitoncy
Tenapanor has also been shown 10 reduce abdominal pain by decreasing visceral and by g intestinal permeabilty in animal models. In rat model of colonic hypersensitvity, tenapanor reduced visceral hyperalgesia and normalized colonic sensory neuronal excitabiliy.

Conference Call Information
‘The company wil host a conference call today, September 12, 2019 at 4:30PM ET to discuss the approval of IBSRELA for the treatment of IBS-C. To participate in the conference call, please call (855) 296-9612 (toll-ree) or (920) 663-6277 (tol) and reference call ID number 5897497. A webcast of the call can also be accessed by visiting the Investor page of the company’s website
www ardelyx.com and will be available on the website for 60 days following the call.

About Ardelyx, Inc.
Ardelyx is

the lives of people with develpin st lass meiines hat mate. Ardelys cardrenal pipeine ncludes he Phase 3 development o tenaparar for e reamentof byperpfosphatemia npeoplewith CKD o diyss, and RDX0L3,  potassium secreagogue program fr the poteial reatment of igh potassu. or
a pmmem patients with heart disease. On September 3, 2019, the company reported positive data from AMPLIFY, a pivotal Phase 3 study investigating tenapanor in a combination with phosphate binders in patients with chronic kidney. /s not previously lone. The study
d all ke Gatsially oA mean eduion n Serum phospONS om baSEine o he end of e eament erod. On Seplomber 12. 2016, Ardey rocenvd appovalaf [BSRELA (ehapanon ff th reament ofiabl bowe éynrome wihconstpation 158-). To ffcenty bing s veatmerts

o market, Ardeix s pulsumg sﬂaleglc collborations for IBSRELA for BS-C and tenapanor for hyperphosphatema i certaintertories. Ardelyx has establshed agreements with Kyowa Kirn Gompany Limied in Japan, Fosun Pharma in China and Knight Therapeutics in Ganada. For more nformation, lease vist b/ ardely com and connect with us on Twiter @Arde

Forward Looking Statements

o the extent th d in th not descripti historical facts regarding Ardelyx, they are forward-looking statements reflecting the of made pursuant o the sfe harbor of the Privat Secuies Refor Actof 1995, incluing the potental for BSRELA ntreating 1BS-C patient,the potental for Ardeys
product Candiates treating the diseases and condidons lorwmch they are being developed, Ardely's abilyto estabih addiional ollaboratios, nclucing @ colboration or the IBSRELA, Ardelyx’ regarding e size of e patent ppulatons for [BSRELA and o 5 praduct cadidates, Arilys expectediming of s NDA fingfor enaparr for
hyperphosphatemia in CKD patients on dialysis, and the potential tenapanor for u tements tisks and uncertainties that could ca of Ardelyx's XS fure esuts, prformance o achevements o ifersgifcanty from
those expressed or implied by m am looking satements Such include, inherent n the ciinical , the unoenalrmes the reg pproval process, and uncenaintes i hedr process. Ardely to update or revise any forward-looking stat

For a further rainties that could o i o those expressed n hase onward Io0king saemant. a5 wellas v feaing 10 Ar general, please refer to Report on Form 10-Q filed with the Securities and Exchange Commission on Augusl 9,2019, and its future current and periodic repons b
e il the Socutis and Exchange Commision
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Investor and Media Contact: Kimia Keshtbod, 510-745-1751, kkeshtbod@ardelyx.com, or Sylvia Wheeler, Wheelhouse Life Science Advisors, swheeler@wheelhouselsa.com, or Alex Santos, Wheelhouse Life Science Advisors, asantos@wheelhouselsa.com
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