Ardelyx Reports Positive Results from Its Phase 2b Clinical Trial Evaluating Tenapanor in IBS-C Patients

October 1, 2014

FREMONT, Calif, Oct. 1, 2014 /PRNewswire/ - Ardelyx, Inc. (NASDAQ: ARDX), a clinical-stage company 3 . today announced its 371 patient Phase 2b clinical tral evaluating tenapanor in patients with constipation-predominant iitable bowel syndrome (1BS-C). Results from this study
demonstrated statistcally significant and clinically meaningful improvement in IBS-C symptoms for placebo, At the 50 mg dose, the study met s primary efficacy endpoint of an increase in the complete spontaneovs bowel movement (CSBM) responder rate. Most secondary endpoints, including abdominal pain and other
‘abdominal and 1BS-C symptoms, demonstrated clinically meaningful improvements. Tenapanor was wel-tolerated, and the safety resuls were consistent with those observed in previous tenapanor trials.

ARDELYX

“We are pleased to see that tenapanor continues o demonsirate the degree of actvty that was shown i the Phase 2a clinical tial for 1BS-C, said Mike Raab, President and CEO of Ardelyx. "We are excited about the potential for tenapanor in 1BS-C. We will work with our partner, AstraZeneca, (o determine the best approach for the development of tenapanor in 1BS-C and the renal
indications that we are evaluating.

“The magnitude of tenapanor in this trial, with only a modest incidence of diarthea In addition, of i administered 50 milligrams of tenapanor twice a day, over 65 percent responded that they were ‘quite satisfied' or ‘very satisfied" with tenapanor versus about 38 percent with
placebo, a result that was also staistically significant” said David Rasenbaum, Ph n ‘Ardelycs Ve President of qu Development.

‘Tenapanor, a minimally-absorbed inhibitor of the intestinal sodium transporter NHE3, has demonstrated the ability to reduce the absorption of dietary sodium and phosphate. Ardelyx licensed tenapanor to AstraZeneca in October 2012. In addition to 1BS-C, Ardelyx and AstraZeneca are evaluating tenapanor for the treatment of hyperphosphatemia in patients with end-stage renal disease
(ESRD) in an ongoing Phase 2b study, and in an ongoing Phase 2a study, tenapanor is being evaluated for its effect on markers of kidney disease and fluid status in patients with chronic kidney disease (CKD).

The Phase 2b Clinical Trial
The clinical trial was a Phase 2b, randomized, double blind, placebo-controlled, multi-center smdym evaluate the safety and efficacy of three dose levels of tenapanor in 371 subjects with IBS-C as defined by the Rome Il criteria and who had active disease as determined during a two-week screening period. qualied

and to the.
50 mg of tenapanor or placebo twice day for Atthe end of eriod, ollowed fo an aditional 4 weeks. The primary endpoin, overall CSBM responder rate, was achieved n 60.7 percent of patientsfecetving tenapanor 50 mg twice daiy ersus 33.7 percent receiing placebo (p &< 0.001). A responder was deﬁneu as a patient wm)
Rad an ncrease of greater than or equal to one CSBM from baseline during 6 out of 12 weeks. The Felts are reported on an intent-to-treat basis.

‘The overall responder rate, or dual composite endpoint percent, was achieved in 50 percent of patients receiving tenapanor 50 mg ly 236 An overall resp defined as a patient who was an overall CSBM responder and who experienced at least a 30 percent decrease in abdominal pain from baseline in the same week for 6
of 12 weeks.

Most secondary endpoints ed al for patients receiving 50 g tenapanor twice daily compared to placebo-treated patients.

A dose response relationship among all doses was observed in the primary endpoint, as well as in most secondary endpoints, although statistical significance was not achieved at the 5 mg or 20 mg doses. Additionally, the activity of tenapanor was maintained throughout the entire 12-week treatment period.

Tenapanor was welltlerated i these patents, and the safty esuls were consistent ith hose observed inprevioustenapanor rfls. The most common adverse events at 50 mg twice dlly (greatr than or equal to S percent) freque patent vere drfhea at 112 percentvs. 0 percen,and unary act
infections at 5.6 percent vs. 4.4 percent. Overall rates of to for the tenap 15 (50 mg i daily) and 3.3 pacent for the placebe-reated ptions. Based on the analysi of plasma samples tested a5 part of the stucy, e tenapano d. The findings of
expected o be presented in an appropriate peer-reviewied forum.

BSC

1BS-C is a gastrointestinal disorder in which abdominal pain or discomfort is associated with constipation, significantly affecting health and quality of ffe. Itis 1BS-C. There is or biomarker for IBS-C and therefore, its presence is pioms and by disorders. IBS-C is very o butis ciinically
distinguished by its significant pain component.

Based on reports in the literature regarding the prevalence of IBS in the U.S. population and the individuals who have 1BS-C d to other forms of IBS, Ardelyx estimates that approximately 1.4 percent of the U.S. population has IBS-C, or about 4.4 million individuals. Of those, approximately 1.0 millon patients have been diagnosed with IBS-C. Additionally, there are
about 6.6 million 1BS-C patients in Europe and about 3.4 milion in Japan.

Tenapanor

Tenapanor (also known as RDX5791 and AZD1722) is a minimally-absorbed small molecule inhibitor of NHE3, a transporter of sadium in the gastrointestinal tract. Orally administered tenapanor has been shown in clinical trials to reduce the intestinal absorption of both dietary sodium and phosphorus. A total of 12 clinical tials of tenapanor have been completed or are ongaing, including
/er 830 subjects who have been administered tenapanor to date. In addition to the IBS-C Phase 2b clinical tral, Ardelyx and AstraZeneca are evaluating tenapanor in two other indications:

+ ESED patlents on hemodilvisto et hyperphossh stemia Phase 2b random\zed double-blind, placebo controlled clinical trial in 150 ESRD patients to evaluate the effects of tenapanor on serum phosphorus. Enrollment is ongoing and the resuts of this clinical trial are expected in the first half of 2015
D he protein alb e: Phase 2a randomized, double-blind, placebo-controlled clinical trial in 140 patients to evaluate the effects of tenapanor on kidney function and fluid overload. Enrollment is ongoing and the

n
results of this clinical trial are expected in the second hau of 2015

Conference Call /Web Cast Information
Ardelyx management will host a live conference call and webcast today at 8:00 a.m. Eastern Time to discuss the Phase 2b IBS-C results.

‘The live webcast and a replay may be accessed by visiting Ardelyx's website at hitp:/ic ardelyx comi

Please connect to the Company’s website at least 15 minutes prior to e for ar that may be needed to wely, pl 296-9612 (U.S.) or (920) 663-6277 (international) o listen to the live conference call. The conference ID number for the live call is 13895374, Please dial in approximately 10
minues prior to the call. Telephone replay wil be available approximately two hours er e cal To aceess he remay please call (855) 859-2056 (U.S) or (404) 537-3406 (m(emanana\) "The conerence D number for e replay is 13895374, The telephone replay will be available until October 8, 2014,

About Ardelyx, Inc.

Ardelyx is a clincal-stage biopharmaceutical company focused o  development and innov . small molecule therapeutics that in d i P a proprietary drug discovery and design platform enabling it in a rapid
20 costefcient mannen, 1 Gscaver and deogh novel ru cancidates. Utizing s pafom, Ardeys s dscovered and deslgned tenapanor.

delyx formed rship with Ast in October 2012 tenapanor. In addiion to tenapanor, P il inhibitors for the treatment of hyperphosphatemia in ESRD, a program licensed to Sanofi, and independently is advancing several additional research programs focused in cardio-renal,
gastrointestinal and metabolic docases Ardelyxis located in Fremont, California. For more information, please visit Ardelyx's website at wuw ardelyx com.
Forward Looking Statements
To the extent in thi historical facts regarding Ardelyx, they are reflecting the e pursuant o o the Privle Securies Reform Act o 1995, inciing statements regarding the poental fo tenapanor in reatng (35.C patens, the
potential of tenapanor in treating the renal indications for which itis currently being evaluated, the availabiliy and timing of data from ongoing tenapanor clinical trials, and the potential of our dru uch forward ibstantial risks and uncertainties that could cause the development of tenapanor, or Ardelyx’s future restlts,

very

perormance o achievements o difersignifcanty from those expressed or impled by the forwarcooking tatements. Such fsks and unceraintes nclude, among others, the uncetantes mnelem in the clinical development pmcess Ardelyx's reliance upon Asuazeneca for the development of tenapanar, and AstraZeneca’s right under the license agreement to choose which indication
o indications for which tenapanor will be developed. Ardely undertakes no obiigation to update or revise any For afurther the risks and could cause actual results to differ from those expressed in these forward-looking statements, as well as risks relating to Ardelyx's business in general, please refer to Ardelyx's second
quarter report fled on Form 10-Q filed with the Securities and Exchange Commission on August 8, 2014.
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