Ardelyx Announces Positive Results from the Pivotal Phase 3 AMPLIFY Study Evaluating Tenapanor in Dialysis Patients Who Have Uncontrolled Hyper ia Despite Pl Binder Treatment

September 3, 2019
The primary and all key secondary endpoints were met.
Tenapanor in combination with binders met the primary endpoint demonstrating a statistically significant (p=0.0004) reduction of serum phosphorus compared to binders alone.
Approximately two times more patients achieved the established serum phosphorus treatment goal of less than 5.5mg/dL in the tenapanor arm compared to binders alone (p -valuess0.0097) for each week of treatment.
Conference call to be held today at 8:30AM ET.

FREMONT, Calif., Sept. 3, 2019 IPRNewswire/ - Ardelyx, Inc. (Nasdag: ARDX), a specialized biopharmaceutical company focused on developing first-in-class medicines to vmpmve reatment for peopl diseas positive results from AMPLIFY, a pivotal Phase 3 study of tenapanor in combination with phosphate binders in patients with chronic kidney
disease (C controlled with binders alone. The AMPLIFY study met the primary endpoint and all key . including a statistically slgmﬁcam (9=0.0004) reciction in serum phosphorus leves for paiens reated with tenapanor and phosphate binders compared to phosphate binders alone.
Tenapanor i an nvesiigatonal frstin-clas, small molecue, non-binder, phosphate absorpion nhbitor being developed 1o eat hyperphosphatemia in ptients with CKD on diaysis.
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"t believe tenapanor has the potentsl to change me \andscape of nyperphusphalemla treatment - finally, a novel agent that can lower serum phosphorus alone or in conjunction with binders
mortali

said Glenn Chertow, M.D., M.P.H., division chief of nephrology and professor of memcme at Stanford University. “Faced with an extremely high mortalty rate of approximately 18% per year in dialysis
of

patients, we are very focused on rus. phosphorus is events and bone fracture among patients receiving dialysis, and more than half despite taking a fist full of binders three times daily with meals. The AMPLIFY siudy results
idence that controlling o0 e i e vt

Mike Raab, president and chief of Ardety added, e are il wih th posive esus o the AMPLIFY study demansirating tht tenapanor can e sigifcaty more patens ach serum phosphorus treatment goal of less than 5.5 mg/dL. This result is striking as serum phosphorus levels above 5.5 mgldL are associated with increased mortality.

For too long, h for patients and clinicians. With tenapanor, patients may finally be able to achieve their treatment goal. We look forward to reporting results from our second Phase 3 monotherapy study, PHREEDOM, in the fourth quarter of this year. With additional positive results from that trial, we will complete our New

Drug Application for tenapanor, encompassing two indications: munomempy and combination therapy for the treatment of hyperphosphatemia. The promising results from AMPLIFY bring us one step closer to providing this important medicine to patients with CKD on dialysis.”

Key Study Results

For the primary endpoint, patients treated in the tenapanor arm (tenapant 116) ha =0,0004) mean reduction in serum phosphorus from baseline to the end of the four-week treatment period of 084 mg/dL, as compared to those treated in the binder arm (placebo in combination with phosphate binders, n=119) who had
@ meaneducton of 018 gL Paients n the tenapanorarm had stattcally sgnfeant decreases inserum phosphons aunng all four weeks 1anging rom 084 (121 Mol (p/alues<0,0004). During he reament period up (0 49.1% f paties nth (enapanor am achieved a serum Phosphorus f <6.5 ML which was satstcaly Sgnfcant compared wilhup 0 23.5%  the
binder arm (p-values<0.0097). There was a statistcally significant 22% to 24% reduction (p-values<0.0027) in FGF23 levels in the tenapanor arm as compared to the binder arm. Elevated levels of FGF23 are associated with an increased risk of major cardiovascular events.

Salely
Tenapanor was wel tolerated. Only 4.3% of patients in the tenapanor am discontinued treatment compared to 2.5% in the binder arm. The single adverse event with a placebo-adjusted rate greater than 3% was at36%, where: were rep the first five days of treatment, were transient in nature and the median time to resolution was four days
after onset. Notably, only 2.6% of patients in the tenapanor arm discontinued treatment due to loose stools/diarhea, as compared to 0.8% in the binder arm. There were no serious adverse events related to tenapanor.

About AMPLIFY
AMPLIFY, a double:bind, lacebo-contolle andomized sudy,envoled a tota of 236 patents with CKD on iaysis, who despite  satle phosphate binder rgimen, had a serum phosphorus evelgreater than o equal o 55 mgll. and ess than or equal o 10 mll. at sresring. Afer  unin of wo o four weeks, patents were randomized 1L t0 receve tenapanororplacebo wice
daily while continuing their established phosphate binder regimen. Baseline serum phosphorus at randomization was at a mean level of 6.8 mg/dL. Tenapanor was intiated at a starting dose of 30 mg twice daily with tenapanor dose adjustments allowed based on serum phosphorus I tolerabily.

“The primary endpoint of the study was the comparison of the change from baseline in serum phosphorus levels at week four between the tenapanor and binder amms. The key secondary endpoints included a comparison of the proportion of patients achieving a serum phosphorus level below 5.5 mg/dL at week four and relative change from baseline in FGF23 levels between the tenapanor
and binder arms at week four. (

About Tenapanor for Hyperphosphatemia

Tenapanor, discovered and developed by Ardely, is a first-n-class, proprietary, oral, medicine 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, if approved, tenapanor will be easier than phosphate binders for patients to take with a regimen of just one small pll, taken twice daily. The company previously reported results from it first Phase 3 monotherapy study with tenapanor in CKD patients on dialyss,
reporting that the primary endpoint was met (p=0.01) and that 50% of patients (n=164) experienced a mean serum phosphorus reduction of 2.56 mg/dL.

Ardelyx believes that, if approved, tenapanor can become a foundational therapy for all CKD patients on dialysis who experience elevated serum phosphorus.

About Hypemnnsnnmemm

resulting in level of inine boad tht s estmate o afectmor than 745,000 dialysi patentsin major developed counrie. The Kiney i heorgan esponsilefor requiating phosphorus evels,butwhn ey function s sgnfcanty impare, hosphorus s not adequately lminated rom he by A&

D and especially those on dialysis. Despite treatment with phosphate binders (the only approved therapy for 70% of C Vet phosphorus Ieves bve ime (Sphr Reayori Dynami, Dilyis 2018). Phosphorus evels greater
anss TmGL e bean shown 0 be an ndepandent i actor or Jrorte morbidity and mortalityin dialysis patients (Block 2004), and common treatment goals are to manage serum phosphorus levels to <5.5mg/dL.
About Fibroblast Growth Factor 23 (FGF23)
FGF231s a protein in humans that is responsible for phosphate and vitamin D metabolism. Prospective clinical studies have demonstrated a linear association between elevated levels of FGF23 and a greater risk of major s and mortality. FGF23 is associated with greater left ventricular mass and greater prevalence of left ventricular hypertrophy (Amaral
2012).

Conference Call Information
‘The company wil host a conference call today, September 3, 2019 at 8:30AM ET to discuss the AMPLIFY findings. To participate in the conference call, please call (855) 206-9612 (toll-free) or (920) 663-6277 (toll and reference call ID number 9789472. A webcast of the call can also be accessed by visiting the Investor page of the company's website waww.ardelyx.com and will be
available on the website for 60 days following the call

Ahuul Ardelyx‘ Inc.

the lives of people with ping first-in-class medicines that matter. Ardelyx's cardiorenal pipeline includes the Phase 3 development of tenapanor for the treatment of in people with CKD on dialysis, and RDX013, a potassium secretagogue program for the potential treatment of high potassium, or
hypevka\emwa. a problem among certain patients with kidney andor heart disease. In addtion, Ardelyx has. cnmnleled Phase 3 development of enapanor o th reatment o rfable bowe syndrome wihconstaton (B5) and submted a new g appiatn, or NDA, 0 he U Food and Drug Administraton. o FDA, for te reamen of patets il B5-Cwich has been grarted a
action date under the Prescription Drug User Fee Act (PDUFA) of September 12, 2019, To to market, Ardelyx for tenapanor for IBS-C and in certain territories. Ardelyx has established agreements with Kyowa Kirin Co., Ltd. in Japan, Fosun Pharma in China and Knight Therapeutics in Canada. For

more information, please visit hutp://wuw ardelyx com and connect with us on Twitter @Ardelyx.

Forward Looking Statements

To the extent in th historical facts regarding Ardelyx, they are flecting the made pursuant to the safe harbor of the Private Securities Reform Act of 1995, including the potential for Ardelyx's product candidates in treating the diseases and
condiions for which they are being developed, the potential for he vse of enapanor & monciferapy and in combifiaton with phosphate binter for the treatment of hyperphosphatemia,the potental for tenapanor combination with phosphate binders levels o less th /dL, Ardelyx's expected timing for receipt of data from PHREEDOM, its ongoing
Phase 3 ciical il evaluatng tenapanor 2 monotherapy or e Teamen of yperphosphatmiain CKD patents on dialysis, Ardeyxs its plans for tenapanor, e size of the patient populations for its product candidates, and Ardelyx's expectations. regacg tre potentialfor tenapanor to become a
foundational herapy fr al patints on dialysis who experience elevated serum phosphorus. Such d uncertainties that could cause pment of Ardelyx's or Ardelyx’s future results, perf differ significantly from implied by the statements. Such
tisks and lude, among others, the in the clinical including approval process. Ardelyx undertakes no obligation to update or revise any forward For a further e ek an ncerantes ha CoutdCause actal15uls o difer om (0% expressed in these forward-looking
statements, as el 2 ks relating general, please refer to Report on Form 10-Q fled with the Securities and Exchange Commission on August 9, 2019, and it future current and periodic reports to be filed with the Securities and Exchange Commission.

£ View original content to download buml

'SOURCE Ardelyx

Investor and Media Contacts: Kimia Keshtbod, 510-745-1751, Sylvia Wheeler, ife Science Advisors, Alex Santos, Wheelhouse Life Science Advisors, asantos@wheelhouselsa.com


https://c212.net/c/link/?t=0&l=en&o=2567653-1&h=1143457667&u=https%3A%2F%2Fclinicaltrials.gov%2Fct2%2Fshow%2FNCT03824587&a=NCT+03824587
https://c212.net/c/link/?t=0&l=en&o=2567653-1&h=1990906586&u=http%3A%2F%2Fwww.ardelyx.com%2F&a=www.ardelyx.com
http://www.ardelyx.com/
http://www.prnewswire.com/news-releases/ardelyx-announces-positive-results-from-the-pivotal-phase-3-amplify-study-evaluating-tenapanor-in-dialysis-patients-who-have-uncontrolled-hyperphosphatemia-despite-phosphate-binder-treatment-300910411.html

