Ardelyx Presents Positive Results from Its Phase 2b Clinical Trial Evaluating Tenapanor in IBS-C Patients at Digestive Disease Week 2015

May 19, 2015
FREMONT, Calif, May 19, 2015 JPRNewswire/ - Ardelyx, Inc. (NASDAQ: ARDX), a clinical-stage foday presented Phase 2b cincal il resuls that demonsiated statisialy sinifcant and cinially meamngm improvement in IBS-C symptoms for tenapanor-treated paters compared to
atents recenang placeba A% previously repate 1 50 g dose of tenapancr, i Suy e 16 primary ficacy endpomt of an nreas i he :ommele spontaneous bowel movemen (CSBM) responder ate. Most endpoints, including d 1BS-C symptoms, meaningful napar

well-tolerated, and the safety results were consistent with those observed in previous tenapanor trials.

J\RDELYX

‘The findings were presented today in an oral presentation entiled, “Efficacy and Safety of Tenapanor in Patients with Constipation Predominant Iritable Bowel Syndrome: A 12-Week, Double-Blind, Placebo-Controlled, Randomized Phase 2b Trial" at the Digestive Disease Week (DDW) 2015 conference being held in Washington, D.C. from May 16-19, 2015.

“IBS-C impacts the quality oflfe of millons of patients yet s stil one of the most enigmatic diseases of the gut,” said William Chey, MD, Professor of Internal Medicine at University of Michigan. “Tenapanor, it successfully developed, wouid represent an entirely new mecharism of action for the treatment of IBS-C that could give patients important options for their disease.”

“More than 14 million people worldwide are estimated to suffer from IBS-C, many of whom are not effectively treated by therapies,” , President & Chief of Ardelyx. “Based on tenapanor's clinical results through the Phase 2b program, we believe that it has the potential o offer a best-in-class treatment for this underserved population.”
Phase 2b Clinical Trials for Tenapanor in IBS-C

‘The Phase 2b clinical trial was a randomized, double blind, placebo-controlled, multi-center study to evaluate the safety and efficacy of three dose levels of tenapanor in 356 subjects with IBS-C as defined by the Rome il criteria and who had d d during a Subjects who qualified and who were randomized into the study received 5, 20,
or 50 mg of tenapanor or placebo twice daily for Atthe end of this followed for an additional 4 weeks. The primary endpoint, overall CSBM responder rate, was achieved in 60.7 percent of patient tenapanor 50 mg 337 placebo (p & 0.001). A responder was defined as a patient who had
an increase of greater than or equal to one CSBM from baseline during 6 out of 12 weeks. The results are reported on an intent-to-treat basis.

‘The overall abdominal pain responder rate hieved of tenapanor 50 mg twice daily versus 48.3 percent receiving placebo (p = 0.026). An overall abdominal pain responder was defined as a patient who experienced at least a 30 percent decrease in abdominal pain from baseline for 6 of 12 weeks.

‘The overall responder rate, or dual composite endpoint percent, was achieved in 50.0 percent of patients receiving tenapanor 50 mg twice daily versus 23.6 percent receiving placebo (p & 0.001). An overall responder was defined as a patient who was both an overall CSBM responder and an overall abdominal pain responder in the same week for 6 of 12 weeks.

As shown in the table, other key secondary endpoints that for patients 50 mg tenapanor twice daily compared to patients included . abdominal bloating, straining, stool consistency, CSBM per week and SBM per week.

Phase 2b Primary and Key Secondary Endpoints

[Endpoint | fre 50mg twice daily| p-value
Primary Endpoint: responder 112 weeks*
b1 CSBM increase 337%] 60.7% To&<0.001]
Secondary Endpoints: responder analysis 6 of 12 weeks"
[230% abdominal pain reduction 48.3% 65.5% [ p=0.026
[230% abdominal pain reduction and >1 CSBM increase in same weeK 23.6% | 50.0% | &< 0.001]
‘Secondary Endpoints: LS mean change from baseline 10 week 12"
[Abdominal pain (0-10) 23 EX) P=0014
[Abdominal discomfort (0-10) 20 30 P=0.004
[Abdominal bioating (0-10) 16 26 P=0023
[Straining (0-5) 0.7 12 P=0.006
[Stool consistency BSFS™ 10 22 lp &< 0.001]
csBmweek 09 2.7 lp &< 0.001]
[sBMweek 16 34 P=0.006
*P-value uses Cochran-Mantel-Haenszel analysis
** P-Value Uses Analysis of covariance analysis
+ BSFS is the Bristol Stool Form Scale with 1= hard and 7 = watery
A dose response relationship among al doses was observed in the primary endpoint, as wellas in most jpoints, although s not achieved at the 5 mg or 20 mg doses. Addiionaly, the activiy of tenapanor was maintained throughou the entire 12-week treatment period.
Tenapanor was weldtolerated i hese patnts, and h sy ress were conistent wih thse observed npreviou enaparar il The st cammon adverse event ! 50 mg wice daly (reater hanor equal o  percent) ot frequently in patients were diarthea at 1.2 percent vs. O percent, and urinary tract
infections at 5.6 percent vs. 4.4 percent. Overall rates of (33 per for apa tients (50 mg tice daly Anc .3 pércent for (6 placebo-eated paent. Baced on he anayss ofpasma samples osed as P of i Sy, v mimimaly SyStemi natre of tenapaner was conimed
‘The abstract for oral presentation is available in Gastroenterology, Vol. 148, Issue 4, S-191-5-192, 2015, Please refer to te for a copy of the DDW side pr at tplic ardelyx com.

Ardelyx formed a partnership with AstraZeneca in October 2012 to develop and commercialize tenapanor. Under the terms of the agreement, AstraZeneca is obligated to communicate to Ardelyx, on or before June 29, 2015, whether it wil continue the development of tenapanor. Should AstraZeneca decide to pursue the development of only the IBS-C indication, Ardely will be entitled to
10 million. Should 10 pursue the development of any other indication or muliple indications, Ardelyx will be entitied to receive a $20 millon milestone payment. Ardelyx is scheduled for an end of phase 2 meeting with the FDA scheduled in June. If AstraZeneca decides 1o return the program 10 Ardelyx, the Company seeks to be in a position to
it a Prace 3 cinical program for tenapanor in [BS-C in the fourth quarter of 2015.

About Irritable Bowel Syndrome with Constipation (18S-C)
1BS-C is a gastrointestinal disorder in which abdominal pain or discomfort is associated with constipation, significantly affecting health and quality of ffe. It is unknown what causes 1BS-C. There is no specific test or biomarker for IBS-C and therefore, its presence is P d by disorders. IBS-C is very o butis clinically
distinguished by its significant pain component

Based on reports in the literature regarding the prevalence of IBS in the U.S. population and the percentage of individuals who have [BS-C as opposed to other forms of IBS, Ardelyx estimates that approximately 1.4 percent of the U.S. population has IBS-C, or about 4.4 millon 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.

About Ardelyx, Inc.

Adlycis acicalsago biopramaceuical companyfoused on development and inn . small molecule ract to treat cardio-renal, metabolic diseases. Ardelyx has developed a proprietary drug discovery and design platform enabling it,in a rapid and
cost-fficient manner, to discover and design novel Utiizing this plattom, P di 4 ana e deswgned tenapanor. Ame\yx lormed  partnershp wih Astazeneca n October 2012 o deelop and commercialze enaparor. n adeiion o lenapanar Ardelyx h inhibitors for the treatment of hyperphosphatemia in patients
on dialysis, a program licensed to Sanofi, and i is ad focused in cardio-renal, delyx is located in Fremont, California. For more information, please visit Ardelyx's website at v ardelyx com

Forward Looking Statements

o the extent that in th historical facts regarding Ardelyx, they are the pursuant to of the Private Securities Reform Act of 1995, including statements regaring the potental for tenapanor in treating IBS-C patiens, the
timing of AstraZeneca's decisions regarding its future plans for :enanmn the potential receipt and timing of from AstraZeneca any decision by itto continue the. develnpmem oftenapanor and ou uure development plans and th tming herel,f he rgts o tenaparar are retumed (o us. Such onward-ooking satemens vl substanial risks
and uncertainties that could cause the development of tenapanor, or Ardelyx’s future results, performance or achievements to differ significantly from those expressed or .mpnea by the forward-looking statements. Such risks and uncertainties include, among others, the inthe pro ight under the license agreement to choose
whih incicaton o ndications fr which tenapanor il be developec, and AstraZeneca's right under the fcnse agreement o erminate the 10 Ardelyx. Ardelyx undertak update or revise any statements. For afurth e ke and uncerantes tha coud cause actal el o difr o (hose expreseed i
these forward-looking statements, as well as risks relating to Ardel general, please refer t report filed on Form 10-Q with the Securities and Exchange Commission on May 12, 2015.
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