Ardelyx Submits New Drug Application for U.S. Marketing Authorization of Tenapanor for IBS-C to U.S. Food and Drug Administration

September 13, 2018

FREMONT, ept. 13, 2018 /PRNewswire) - Ardelyx, Inc. (Nasdag: ARDX), today announced the submission of its New Drug Application (NDA) to the U.S. Food and Drug requesting U.S. marks tenapanor for the treatment of patients with iritable bowel syndrome with constipation (1BS-C). Tenapanor, Ardelyx's lead product candidate, is a
minimally- sysxemn: small molecule that acts locally in the gastrointestinal (GI) tract to inhibit the sodium transporter NHE3 and reduce sodium uptake from the gut.
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“This NDA submission represents an important advancement n the treatment of people with IBS-C," said Wiliam Chey, M.D., pr t of Michigan and an investigator in Ardelyx's [BS-C ciinical trials. “Despite the high prevalence of this disorder and
avaliable. Curtent FDA approved treatments work o alvial constpaton frough he secreton of choride in th i ract, an mprove symptoms n oy some pmwems W approved, tenapanor would be the available that works b uptake from the gut. The resuling ncreasec fluid i the gut softens stools and mproves bonel regulary I adiion, 1 clnical
trials, tenapanor a statisticall 1BS-C, a critical and difficult-to-manage symptom for these patients. In preclinical work, Ardelyx found that this reduction in pain is associated with the inhibition of TRPV-1 dependent signaling, which is unique from other current IBS-C therapies. | believe tenapanor has the potential to be

in pair
important new treatment and look forward to the potential opportunity o b ot my patients in the future.”

“We are excited to have submitted our first NDA, which is the culmination of eight years of work by our team and a commitment from patients and our investigators, to whom we are very thankful," said Mike Raab, president and chief executive officer of Ardelyx. “Tenapanor has demonstrated clear efficacy and tolerabilty in our Phase 3 clinical program. With its novel mechanism of action,
we believe it could make a significant diference in the ives of patients who struggle ith the symploms of IBS-C and provide physicians a new opion for realing their patents. If accepted, our partners, Knight Therapeutics and Fosun Pharma will be able o leverage our NDA, bringing them closer o filng n ther tertories and launching tenapanr for I8S-C in Canada and China. We will
continue to evaluate additional collaborations to bring tenapanor to patients and physicians in the United States and around the world who need another treatment option.

Ardelyx's NDA submission is supported by a clinical package e than have Ardelyx trals and an 19 the excellent safety profie. The data include results from the completed IBS-C registration T3MPO program, which consisted of two Phase 3 trals, T3MPO-1
and T3MPO-2, and a long-term safety extension trial, T3MPO-3. Both the TAMPO and TaMLG-5 il nchioves s significance for their primary endpoi tenapanor had on reducing constpation and abdominal pain that patients with [BS-C experience. The favorable safety profie of tenapanor, wich has been shown across al rias, was
further supported by the completed T3MPO-3 study.

Based on standard FDA review timelines, Ardelyx expects to receive notification of acceptance of the fiing for substantive review before the end of the year.

About Tenapanor for IBS-C

‘Tenapanor is a minimally-systemic small molecule that acts locall in the gastrointestinal (G) tract to inhibit the sodium transporter NHE3 and reduce sodium absorption in the Gl tract, thus dinal fluid. In addition, data that tenapanor reduces abdominal pain caused by IBS-C through the inhibition of TRPV-1 dependent signaling. TRPV-1,
better known as the *hot chili pepper receptor." is a well-established pain target known for transmitting om a variety heat, protons and

About 1BS-C

Initable bowel syndrome with constipation (1BS-C) is a Gl disorder in which abdominal pai constipation, and health ity of e of atleast 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

“extremely bothersome." In the same study, GI symptoms led to an average 4.9 days of “msmmed productvty” and 0.8 days of missed work per montn.

About Ardelyx, Inc.
Ardelyx is focused on enhancing the way people with renal diseases are treated by developing firstin-class medicines. Ardelyx's renal pipeline includes the Phase 3 development of tenapanor for the treatment of in people with disease who are on dialysis and RDX013, a potassium secretagogue program for the potential treatment of high potassium, or
yperkalernia, a problem among certain patients with kicney andor heart disease. In aciion, Ardely has completed Phase 3 developmen of tenapano for the treatment of irtable bowel syncrome with constipaton (1BS-C) an subitted a New Drug Appication o the U.S. Food and Drug Adminitration seeking U.S. marketing approvalfo his indication. To sffcenty bring s
treatments to market, Ardelyx is pursuing strategic collaborations for tenapanor for IBS-C and hyperphosphatemia in certain territories. Ardelyx has established agreements with Kyowa Hakko Kifin in Japan, Fosun Pharma in China and Knight Therapeutics in Canada. For more information, please visit itp:/u ardelyx comi and connect with us on Twitter @Ardely
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