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FREMONT, Calif, Aug. 29, 2018 /PRNewswire/ - Ardelyx, Inc. (Nasdag: ARDX), today announced that the novel mechanism of action for tenapanor for the treatment of hyperphosphatemia, or elevated serum phosphorus, has been published in the peer-reviewed journal Science Translational Medlcme Tenapanor, Ardelyx's lead product candidate, is a sodium/hydrogen exchanger 3

(NHES) inhibitor currently belnu evaluated in a second, Phase 3 registration tral, the PHREEDOM trial, for the treatment of hyperphosphatemia in patients with end-stage renal disease (ESRD) who are on dialysis. The paper, tilled “Inhibition of 3in ct by tenapanor reduces paracellular phosphate permeabilit,” can be accessed in the
current online edition of t

HNRDELWYX

“The elucidation of tenapanor's mechanism is a landmark discovery in our field causing us to completely rethink our understanding of phosphate transport and absorption,” said Geoff Block, M.D., director of clinical research at Denver Nephrology Research, and a PHREEDOM trial investigator. “Nearly all patients with ESRD have elevated serum phosphorus, a problem that if not managed
properly through diet changes and prescription medication, can lead to an increase in morbidity and mortalit in patients. Today, our only therapeutic option is to use phosphate binders, which are inadequate in reducing serum phosphorus in the majority of patients and associated with a number of challenges, including low rates of compliance because of the large number of plls that must
be

. significant tolerabilty lated 10 the safety of our patients. | believe tenapanor could shift our tr a h and offer a 0 patients, need better options.”

Ardelyx scientists, in collaboration with global academic experts, established the mechanism by which tenapanor reduces gastrointestinal phosphate absorption using in vivo studies in rodents, as well as Ardelyx's human stem cell-based translational technology called the Ardelyx Primary Enterocyte and Colonocyte Culture CS). In the past, wo
pthwiys o phosphate bsorpion n e qu: acive ransellar ranspor ey raugh e cels Inng e gut and paseive parcellar i Mrough gt juncion proten . Historically, focused almost exclusively on the transcellula there specific ransporter proteins bring phosphate into and through intestinal cells and into the
blood irrough adynamically reqiated paracellar patfway. T paiway o phosphat flu s i by tenapanor na manre hatappears argely specmv: for phosphate, whereas the overall absorption of ather ions and large molecules appear not to be affected. Tenapanor's phosphate
mechanism is due to is direct action on NHES, which exchanges orn o e b of gut for an intracellular proton. Inhibition of N tenapanor results in proton retention in the cell tight junction phosphate, reducing paracellular phosphate absorption. Dy g of the ps iy f the tight
junction pore has only very recently been recognized, and tenapanor is the first agent to demonstrate this dynamic regulation of Davacellular phosphale permeabilty.

Tenapanor's novel mechanism of action reductions in in humans, as reported in the findings from Ardelyes first Phase 3 clinical study evaluating tenapanor for the treatment of hyperphosphatemia in ESRD patients on dialysis. That tral met ts primary endpcum demonstating a statstcally sigifcant diference in change i serum
phosphorus between patients and from the end of the eight-week tr period to the end of the four-week randomized withdrawal period, in the responder population. Tenapanor was also well-tolerated in the trial, with limited the and related to

Gl events in the randor

ed withdrawal period.

“Tenapanor's dynamic mechanism of lowering phosphate by tight junction modulation with just two small plls has the potential 1o offer a first-of-its-kind approach to treating this large and growing patient population,” commented David Rosenbaum, Ph.D., chief development officer of Ardelyx. “This important innovation, unique insigt
into the biology of the gut and chemistry capabilties that enable us to design and optimize gut-resticted compounds. Tenapanor, if approved, would offer an entirely new way of treating ESRD patients who need a convenient, effective and tolerable medicine for managing phosphorus.”

Ardelyx's Phase 3 PHREEDOM trial is enrolling patients, and the company expects to report results from this registration study in 2019,

About Hyperphosphatemia

Phosphorus, a vialefement required for most cellular processes, i present in amost every f00d in the Western diet, and, in individuals with normal Kichey funciion, excess dietary phosphorus s eficienty removed by the kmneys and excreted nurine. I aduls wilh unctonin Kineys,nomal serum phosphorusfvels are 250 4.5 mo/dL. Wit ey faire, leated phosphorus
becomes harmful and is diagnosed serum phosphorus leve ter than 4.5 mg/dL., according to KDIGO guidelines?. A\thoug > (ESRD) eliminate harmful agent handle a typical daily phosphate intake and other means of managing phosphorus levels must be
employed. In addition to dialysis, ESRD patients are put on restrictive d o phospl marketed for the treatment of nyperphuspha‘emla

About Ardelyx, Inc.
Ardelyx is focused on enhancing the way people with renal diseases are treated by developing first

class medicines. Ardelyx's renal p\pelme includes the Phase 3 development of tenapanor for the treatment of hyperphosphateia in people with en-stage renal disease who ae on dalyss and RDXO13, a potassium secretagogue program orthe potertial reatment of igh potassium, or
Ph

hyperkalemia, a problem among certain patients with kidney andior . In addion, Ardelyx ase tenapanor for irrtable aNew Drug the U.S. Food and Drug Administration for this indication early in the fourth quarter of 2018. To efficiently bring its

treatments to market, Ardelyx is pursuing strategic for tenapanor for 1BS-C and in certain terrtories. Ardelyx ros osalshed agreements with Kyowa Hakko Kirin in Japan, Fosun Pharma in China and Knight Therapeutics in Canada. For more information, please visit ho:/fuw ardelyx com/ and connect with us on Twitter @Ardelyx.

Forward Looking Statements

o the extent that not descriptions of historical facts regarding Ardelyx, they are forward-looking statements reflecting the current of e purauant o th sl asbor of the Private Securtes Reform Act of 1995, ncludingthe potenta for Axdeys productcandidats i eatg he dieases and
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substantialrisks and uncertainties that could cause the development of Ardelyx's product Ardelyxs future results, p fo e sigfcanty o those expressec ot il by e ‘Such isks and ide, among others, the uncertainties inherent N and h cinical including the

vegu\amry approval pracess. Ardly undertakes 10 obligaton 0 pdate ot revise anyforvarcooking tatemens, Fr a frthr descripton of the risks and unceraities h d results to differ from P in these forward-looking statements, as well as po relating to Ardelyxs business in general, please refer to Ardelyx's Quarterly Report on Form 10-Q fled
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