Ardelyx Announces Positive Topline Results from Pivotal Phase 3 PHREEDOM Study Evaluating Tenapanor in CKD Patients on Dialysis

December 3, 2019
The primary endpoint was met (p<0.0001)
77% of tenap; d patients in the population had a mean reduction in serum phosphorus of 2.0 mg/dL from baseline
IDA submission for tenapanor for the treatment of hyperphosphatemia on-track for mid-2020
Additionally, initial results from Phase 4 NORMALIZE study show that 42% of patients achieved normal serum phosphorus, a 45% improvement over DOPPS current practice data
Conference call to be held today at 8:00 AM ET

FREMONT, Clf, Dec. 3, 2010 PRNewsire  Ardely, n. (Nasda: ARDX), a specilized focused on developing firstin-ci d improve veament orpeope il cardorenal isease, today repred posive opine resulsrom PHREEDOM,  ongtem hase 3 sy evaluaing he emcaay and safety of lenapanor as monotherapy for the
reatment of Kidn (CKD) on disis.Inte tudy, patens randoized (o he tenapanorarm were ealed n  26-veek openlabel veaiment period and were al period. a statistically
ant difference in least squam (LS) mean serum phosphorus change (1.4 ML, p<0.0001), as compared to placebo. During the 26-week eriod, 7% of patients in the i pulation (+=408) had a dectease in Serum phosphorus, with & mean reducton rom bascline of 2.0 mo/dL Tenapanur is an investigational, frstin-clss, phosphate

poy
absorpnon inhibitor being developed to treat hyperphosphatemia in patients with CKD on d\a\ys\s 1f approved, tenapanor will be the only non-binder treatment for the control of serum phosphorus in patients with CKD on dialysis.

J\RDELYX

It approved, tenapanor is poised to change the way we manage hyperphosphatenia in patients on dialysis.” said Myles Wolf, M.D., MMSc, Charles Johnson, M.D. professor of medicine and chief of Duke Nephrology. “Tenapanor would be a firstin-class therapy that targets the primary pathway of phosphate absorption to significantly lower serum phosphate while requiring patients to take
just one smal pill twice per day. This would make tenapanor an important innovation and potentially an ideal first-ine therapy for patients receiving dialysis for whom new effective treatments are desperately needed."

“These resuls are very exciting and represent a capstone 1o our tenapanor ciinical development program, which is focused on the development of a new and important therapy for patients with hyperphosphateia,” said Mike Rab, president and chief execuive officer of Ardelyx. ‘Based on the PHREEDOM data that demonstrate tenapanor as an effective monotherapy, and the
previously released AMPLIFY data that demonstrate the benefis of a dual mechanism approach with tenapanor plus binders in those who require more aggressive phosphate management, it is clear that tenapanor has a role to play in the management of al dialysis patients with hyperphosphatemia. With these results in hand, our focus will now turn to completing and submitting our NDA,
which we expect in mid-2020."

PHREEDOM
Key Topline Results

Primary Endpoint:

As compared to patients treated with placebo, patients in the efficacy analysis set treated with tenapanor had a statistically significant difference in LS mean serum phosphorus change from the end of the 26-week treatment period to the endpoint visit n the 12-week randomized withdrawal period (-1.4 mg/dL, p<0.0001)

satety:

Tenapanor was generally well-tolerated. As anticipated due (0 the mechanism of action, the most common self-reported adverse event was loose stools/diarthea at an incidence rate of 52.5%, with approximately 90% of these events judged by the investigator to be mild to moderate in nature. The majority of the events were reported within the first five days of treatment and were transient
notwithstanding continued treatment with tenapanor. In the 26-week open-label 1, 16% of the tenapa patients discontinued treatment due to diarhea. Additionaly, during the randomized withdrawal period, only 0.8% of tenapanor-treated patients discontinued due to diarrhea.

I the safety analysis set of the 26-week open-label tenapanor (n=419) 137), 17.2% of patients compared to 22.6% of patients experienced a event. The median dose for tenapanor was 60 milligrams per day throughout the study and the median dose for sevelamer was 4.8 grams
per oy aftr fandomizatin and inceased 10 7.2 grams par day by he end ofthe 26-week open-abel catment perod.

NORMALIZE

Initial Results

Patients completing the PHREEDOM trial from both panor arm and active safety arm had the option to participate in NORMALIZE, an ongoing open-label 18-month extension study. The goal of this study garding tenapanor and sevelamer to patients' levels to normal (<4.6

mg/dL) while minimizing medication burden.

Patients entering the study from the tenapanor arm with serum phosphorus levels in the normal range are followed with . Patients entering the study from panor arm with serum phosphorus *4.6 mg/dL. tablets added Iy t phosphorus levels. the study
‘am have tenapanor tablets added to their treatment regimen and have sevelamer tablets withdrawn based on their serum phosphorus value, to achieve normal serum phosphorus levels.

In this iniial analysis, 96% of eligible patients have chosen to enroll into NORMALIZE. Of the 73 patients thus far treated for more than one month of reatment, 425 have achieved normal serum phosphorus of less than 4.6 mg/dL and of those, 58% have accomplished this with either tenapanor alone or with tenapanor in combination with only one to three sevelamer tablets per day.
‘These data represent a 459 improvement compared to current treatment practice data reported in the June 2019 Dialysis Outcomes Practice Patterns Study (DOPPS) Practice Monitor.

PHREEDOM Study Design

PHREEDOM is a one-year study with a 26-week open-label treatment period and a 12-week double-biind, placebo-controlled randomized withdrawal period followed by a 14-week open-label period. The total of 564 who had a serum between 6.0 mg/dL and 10.0 mg/dL and had an increase in serum

phosphorous of at east 1.5 mg/dL. after an up to 3-week phosphate binder wash-out period. Patients were randomized 3:1 to either the tenapanor arm (n=423, =408 intent to treat) of the active safety control arm (sevelamer 41). Those patients randomized to ‘he actve safety control arm are treated with sevelamer for 52 weeks. Patients in the tenapanor arm received tenapanor twice

dal\y ata saring dose of 30 mg wih dose acjustments allowed based on serum phosphorus evel and gastointesinal tolrably. At the nd ofthe 26-week reatment eriod, patens inth tenapanor am were randormized 1.1t entr the randomized withcrawa period and ether remin o th tenapanor dose they were takingorfeceive placebo for up o an addtional 12 weels. Afer the
ithdrawal period, patients the study for an additonal of the fong-term Patiens in the active am received sevelamer at an iniial dose based on s package insert with dose changes allowed atthe discretion o the principal investgator for p {0 one year.

“The primary efficacy endpoint of the study was the difference in change in serum phosphorus between the pooled tenapanor-treated patients and placebo-treated patients in the efficacy analysis set from the end of the 26-week treatment period to the endpoint visit of the 12-week randomized withdrawal period. The efficacy analysis set (n=131), which was accepted by the U.S. Food and
Drug Administration as the primary analysis set,included patients who completed the 26-week treatment period and achieved a 1.2 mg/dL decrease in serum phosphorus in the same period

About Tenapanor for Hyperphosphatemia

Tenapanor, discovered and developed by Ardely, is a first-in-class, proprietary, minimally absorbed, oral, mediicine in late-stage clinical development for the control of serum phosphorus in patients with CKD on dialysis. Tenapanor has a unique mechanism of action and acts locally in the gut to inhibit the sodium hydrogen exchanger 3 (NHES). This results in the tightening of the epithelial
cell junctions, thereby significantly reducing paracellular uptake of phosphate, the primary pathway of phosphate absorption. In addition to the positive results of the PHREEDOM trial, the company previusly reported results from its first Phase 3 monotherapy study with tenapanor in patients with CKD on dialysis, reporting that the primary endpoint was met (p=0.01)

About Hyperphosphatemia

resulting in level of i blood i estimated 1 affect more than 745,000 dlysis paent n o dveloped countes T keney i h argan rosposible o egultng phosphorusfves, but e Keney he
result, hyDerphospha(emm is aneary universal condiion among pecpe wih CKD and especiall hose on diyss. Despite reatment wih phosphate bnders (he nl approved therapy for D patients phosphorus evels at any port intime (Spheri Giobel ndghis st Dynamix, Dialysis
2018). Phosphorus levels greater than 5.5 mg/dL have been shown to be tor for patients requiring dialysis (Block 2004), and interationally recognized treatment guldehnes rebommen Iuwenng covaiea phosphate levels toward the normal range (<4.6mgdL).

Conference Call Information
‘The company will host a conference call today, December 3, 2019 at 8:00 AM ET to discuss the PHREEDOM findings. To participate in the conference call, please call (855) 296-9612 (tolkfree) or (920) 663-6277 (tol) and reference call ID number 8065608. A webcast of the call and accompanying slides can also be accessed by visiting the Investor page of the company's website
‘wuw ardely.com and will be available on the website for 60 days following the call.

About Ardelyx, Inc.

Ardelyx is focused on enhancing the way people with cardiorenal diseases are treated by developing first-in-class medicines. Ardelyx's cardiorenal pipeline tenapanor, a reatment of n people with chronic kidney (CKD) who are on dialysis, and RDX013, a potassium secretagogue program for the potential treatment of high potassium, or
hyperkalemia, a problem among cetan patents with idney andlor heart disease. In acifon, Ardly has received approval of BSRELA® (ienapanor). To effcenty bing s veaments o market, Al is for tenapanor for IBS-C and in certain territories. Ardelyx has established agreements with Kyowa Kirin (formerly known as
Kyowa Hakko Kiin) in Japan, Fosun Pharma in China and Knight Therapeutics in Canada. For , please and connect with us on Twitter @Ardelyx.

Forward Looking Statements

o the extent th int Pistorcl s regarding Ay, they are fnuarcooking statements refectng the pursuant to the safe harbor of the Private Securities Reform Act of 1995, including the potentialfor Ardelyx's product candidates in treating the diseases and
condiions for wmcn they are being deve\oped ine potental or reuse o tenapanor ‘and as part of a dual mech: T wi tenapanor and bincrsfor the eatment f yperphosphatemia, he potentl fr (enapancr ith Binders o achieve serum phosphorus levels of Jos than 55 . and ess inn 4.6 mo/dL and Ardelys expected ming oran NDA
submission for tenapan ks ot ncoriinios tht ot o he development of Ardelyx's product candidates or Ardelyx's future results, performance or achievements to differ significantly from implied by the statements. Such risk include, among
athers, the uncertainties inherent in the clinical deve\npmem process, mc\udmg he reguiatory approval process. Ardely ndertakes o obligatio {0 update o evise any onalc-iooking statemerts. For afurthe descripton of the isks and uncertainties that could cause actual results 0 ) difer from those expressed in these forwarc-ooking satements, as well s isks relatng to Ardelyx's
business in general, please refer (o Ardelyx's Quarterly Report on Form 10-Q fled with the 6.2019, and its ‘and periodic reports (o be filed with the Securities and Exchange Commission
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