Founded with a mission to improve the lives
of patients by discovering, developing and
commercializing innovative, first-in-class
medicines that meet significant unmet
medical needs
September 2022

Forward-Looking Statements
To the extent that statements contained in this presentation are not descriptions of historical facts regarding Ardelyx, they are forwardlooking statements reflecting the current beliefs and expectations of management made pursuant to the safe harbor of the Private
Securities Reform Act of 1995, Ardelyx’s expectations regarding peak annual net revenue for IBSRELA; Ardelyx’s expectations regarding its
ability to generate revenue sufficient to achieve positive cash flow for IBSRELA; the expectations of surveyed gastroenterologists regarding
use of IBSRELA in the next three to six months; Ardelyx’s expectations regarding the commercial potential for XPHOZAH, if approved for
treating hyperphosphatemia in CKD patients on dialysis, including Ardelyx’s expectation regarding the rate of adoption and use of
XPHOZAH, if approved; Ardelyx’s expectations regarding the size of the patient population and the size of the market for XPHOZAH, if
approved for treating hyperphosphatemia in CKD patients on dialysis, and the potential growth thereof; and statements regarding the
potential for Ardelyx’s product candidates in treating the diseases and conditions for which they are being developed. Such forward-looking
statements involve substantial risks and uncertainties that could cause the development and regulatory approval of Ardelyx’s product
candidates, the commercialization of IBSRELA, or any other products for which Ardelyx may obtain regulatory approval or Ardelyx's future
results, performance or achievements to differ significantly from those expressed or implied by the forward-looking statements. Such risks
and uncertainties include, among others, uncertainties associated with the commercialization of drugs, and the regulatory approval process
and the uncertainties inherent in research and the clinical development process. Ardelyx undertakes no obligation to update or revise any
forward-looking statements. For a further description of the risks and uncertainties that could cause actual results to differ from those
expressed in these forward-looking statements, as well as risks relating to Ardelyx’s business in general, please refer to Ardelyx’s Annual
Report on Form 10-Q filed with the Securities and Exchange Commission on August 4, 2022, and its future current and periodic reports to
be filed with the Securities and Exchange Commission.
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Ardelyx has Developed a Suite of Novel Products to Address Unmet Medical
Needs Across GI and Cardio Renal Therapeutic Areas

Commercialized
Product

First-in-class NHE3 inhibitor launched in
the U.S. Q2’22 for the Treatment of
Irritable Bowel Syndrome with Constipation
(IBS-C) in Adults
Peak potential of >$500M

Late-Stage
Asset

First-in-class Phosphate Absorption
Inhibitor for the control of serum
phosphorus in adult patients with chronic
kidney disease (CKD) on dialysis, pending at
the FDA
Significant market potential across 550K
patients on dialysis in the U.S.1
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Continued
Innovation

•

RDX013 for
Hyperkalemia

•

RDX020 for
Metabolic Acidosis

Ex-U.S.
Partnerships

Launched
IBSRELA®
Hyperphosphatemia
Hyperphosphatemia;
IBS-C

1. United States Renal Data System. 2020 USRDS annual data report: Epidemiology of kidney disease in the United States. National Institutes of Health, National Institute of Diabetes
and Digestive and Kidney Diseases, Bethesda, MD, 2020.
XPHOZAH (tenapanor) and RDX013 are investigational product candidates. RDX020 is a preclinical program

First-in-class, NHE3 Inhibitor,
Launched in the U.S. Q2’22 for
the Treatment of Irritable
Bowel Syndrome with
Constipation (IBS-C) in Adults

IBSRELA Launched April 2022
• Addresses important unmet
medical need
• Established therapeutic
area
• Un-cluttered market with
limited branded options
• Enables a targeted
commercial approach with
potential to optimize
product profitability
• Established in GI space,
enabling portfolio
expansion opportunities
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IBSRELA Important Safety Information
IMPORTANT SAFETY INFORMATION
WARNING: RISK OF SERIOUS DEHYDRATION IN PEDIATRIC PATIENTS
IBSRELA is contraindicated in patients less than 6 years of age; in nonclinical studies in young juvenile rats administration of tenapanor caused deaths presumed to be due to dehydration.
Avoid use of IBSRELA in patients 6 years to less than 12 years of age. The safety and effectiveness of IBSRELA have not been established in patients less than 18 years of age.
CONTRAINDICATIONS
•IBSRELA is contraindicated in patients less than 6 years of age due to the risk of serious dehydration.
•IBSRELA is contraindicated in patients with known or suspected mechanical gastrointestinal obstruction.
WARNINGS AND PRECAUTIONS
Risk of Serious Dehydration in Pediatric Patients
•IBSRELA is contraindicated in patients below 6 years of age. The safety and effectiveness of IBSRELA in patients less than 18 years of age have not been established. In young juvenile rats
(less than 1 week old; approximate human age equivalent of less than 2 years of age), decreased body weight and deaths occurred, presumed to be due to dehydration, following oral
administration of tenapanor. There are no data available in older juvenile rats (human age equivalent 2 years to less than 12 years).
•Avoid the use of IBSRELA in patients 6 years to less than 12 years of age. Although there are no data in older juvenile rats, given the deaths in younger rats and the lack of clinical safety
and efficacy data in pediatric patients, avoid the use of IBSRELA in patients 6 years to less than 12 years of age.
Diarrhea
Diarrhea was the most common adverse reaction in two randomized, double-blind, placebo-controlled trials of IBS-C. Severe diarrhea was reported in 2.5% of IBSRELA-treated patients. If
severe diarrhea occurs, suspend dosing and rehydrate patient.
MOST COMMON ADVERSE REACTIONS
The most common adverse reactions in IBSRELA-treated patients (incidence ≥2% and greater than placebo) were: diarrhea (16% vs 4% placebo), abdominal distension (3% vs <1%),
flatulence (3% vs 1%) and dizziness (2% vs <1%).
INDICATION
IBSRELA (tenapanor) is indicated for the treatment of Irritable Bowel Syndrome with Constipation (IBS-C) in adults.
Please see full Prescribing Information, including Boxed Warning, for additional risk information.
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IBSRELA Launch Off to a Strong Start
SATISTFACTION

Early and solid progress across several
key launch parameters that are
important proxies for future market
penetration and revenue growth

ACCESS
PRESCRIBER REACH
AWARENESS &
INTENT TO ADOPT
IBSRELA DIFFERENTIATION

PRIMED MARKET WITH
NEED FOR INNOVATION

Favorable prior authorization
approval rates
~9,000 MDs account for 50%
of the total Rx volume2
66% awareness and 41% use
reported by surveyed GIs1
First-in-Class therapy with
triple action MOA

Investments by others to establish Rx market; >30%
of patients identified as needing new approach1

Building Blocks for Success
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Early Clinical
Experience Positive1

1. Spherix Launch Dynamix: IBSRELA in Irritable Bowel Syndrome with Constipation (US), Month 3 Pulse, July 2022
2. IQVIA Xponent, 2021

IBS-C – A Condition with a Multifactorial Pathophysiology for Which Treatment
Options Have Been Limited to One Class of Therapy

Disturbed gut-brain axis

Increased
permeability

Immune
activation

Visceral
hypersensitivity

Altered
mobility

8

Guanylate Cyclase C
Agonist

Guanylate Cyclase C
Agonist

Acts on the chloride
channel

Acts on the chloride
channel

Acts on the chloride
channel

Approved 2006;

Approved 2012

Approved 2017

Chloride Channel
Activator

Dysbiosis

Sensory nerve

Generic Availability Q1’21

S E C R E TA G O G U E S

Figure adapted from Carco C, et al. Front Cell Infect Microbiol. 2020;10:468. doi:10.3389/fcimb.2020.00468. Product information: FDA. Drugs@FDA: FDA-approved drugs. Accessed
September 28, 2021. https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm. Amitiza. Prescribing information. Sucampo Pharma Americas LLC and Takeda Pharmaceuticals;
2020. Drugs.com. Generic Amitiza availability. Accessed September 28, 2021. https://www.drugs.com/availability/generic-amitiza.html. Linzess. Prescribing information. Allergan
USA, Inc; 2021. Trulance. Prescribing information. Salix Pharmaceuticals; 2021.

2021 Data Reflects Market Size of 4.9M TRxs and U.S. Sales of $2.8B for IBS-C
Indicated Products1
Market with Limited Options, Consolidated Around Two
Branded Therapies with Same MOA

TRxs for IBS-C Indicated Products
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1. IQVIA NPA Audit
Market basket defined as Rx products with indication for treatment of IBS-C which includes Linzess, Amitiza, Trulance, and Zelnorm . Linzess, Amitiza, Trulance and Zelnorm are also
indicated for CIC. IQVIA NPA audit data reflects all RXs irrespective of indication. Ibsrela is indicated for the treatment of IBS-C and is not indicated for CIC.

Amitiza
Generic
Availability

HCPs and Patients Report a Significant Unmet Need in the Treatment of IBS-C

Symptoms for which patients need additional relief

Patients who do not adequately respond
to IBS-C treatment with…1

Patients needing
additional IBS-C
symptom relief2

% of Patients

% of patients

2

Amitiza (lubiprostone)

40%

(n=71)

Zelnorm (tegaserod maleate)
(n=40)

Trulance (plecanatide)
(n=71)

Linzess (linaclotide acetate)
(n=75)
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36%

35%

31%

77% of patients taking a prescription IBS-C
treatment continue to experience residual abdominal
and stool-related symptoms. Of these, abdominal
bloating/distention was the most frequent3

1. Reason Research IBS-C GI Quantitative Study, Q3 2021
2. Reason Research IBS-C Patient Study, Q3 2021
3. Quigley EMM, Horn J, Kissous-Hunt M, Crozier RA, Harris LA. Better understanding and recognition of the disconnects, experiences, and needs of patients with irritable bowel
syndrome with constipation (BURDEN IBS-C) study: results of an online questionnaire. Adv Ther. 2018;35(7):967-980

IBSRELA: First-In-Class, Novel Mechanism NHE3 Inhibitor, with a Triple Action
to Treat IBS-C
By Inhibiting NHE3, IBSRELA:
Blocks dietary sodium
absorption*, thus retaining
luminal water content, which
accelerates intestinal transit
time and results in a softer
stool consistency
Decreases intestinal
permeability** to reduce
abdominal pain
Decreases visceral
hypersensitivity** to reduce
abdominal pain
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* In clinical studies of healthy volunteers, IBSRELA has been shown to block the absorption of up to 3 g of dietary salt, with no impact on serum sodium levels.
** Based on animal models and the relevance to humans is not known

Robust IBSRELA Clinical Data Package: Two Phase 3 Registration Trials, Both
Met Primary Endpoint
Key Results from Long-Term Phase 3, T3MPO-2 Trial
• Achieved primary endpoint: Significantly more patients treated with IBSRELA compared to placebo (p<0.001) were
overall responders*
• Achieved additional secondary endpoints:
‐ 54% improvement in abdominal pain from baseline to week 26 (reduced from 6.3 to 2.9)**
‐ 48% improvement in abdominal bloating from baseline to week 26 (reduced from 6.7 to 3.4)**
‐ On average, over the 26-week treatment period, patients treated with IBSRELA achieved 3.3 complete
spontaneous bowel movements per week
‐ 81% treatment satisfaction (moderately, quite or very satisfied) at week 26
‐ 41% improvement in quality-of-life scores at week 26 compared to baseline
• The most common adverse reactions in IBSRELA-treated patients (incidence ≥2% and greater than placebo) were:
diarrhea (16% vs 4% placebo), abdominal distention (3% vs <1%), flatulence (3% vs 1%) and dizziness (2% vs <1%)
Severe diarrhea was reported in 2.5% of IBSRELA-treated patients
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*Overall responders: at least a 30% reduction in average weekly worst abdominal pain from baseline AND an increase of at least 1 complete spontaneous bowel movement from
baseline, both in the same week, for at least 6 of the first 12 weeks of treatment.
**Severity of symptoms (abdominal pain and bloating) assessed on an 11-point scale where 0 represents no symptoms and 10 represents very severe symptoms. The average weekly
abdominal pain scores were calculated as the average score for all days during a valid week. If a patient did not have data reported for at least 4 days during a given week (either due
to a gap in reporting or due to discontinuation), the patient was considered to be a non-responder for the week. Scores reported in the intent-to-treat analysis set.

Well-Established IBS-C Rx Market Accessible Via Targeted Approach

11M
U.S. Patients
with IBS-C1
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4.9M

9,000

Prescriptions for IBS-C
indicated products2

Physicians account for
approximately 50% of the
Rx volume3

1. Meta-analysis: 11.2% of population has IBS. 11.2% of 300 million in US = 33.6 million with IBS. Source: The Epidemiology of Irritable Bowel Syndrome, Clinical Epidemiology 2014:6
71–80; % of IBS that is estimated to be IBS-C is approximately one-third, thus 11 million with IBS-C. Source: Global IBS Impact Report.
2. IQVIA NPA Audit 2021 Market basket defined as Rx products with indication for treatment of IBS-C which includes Linzess, Amitiza, Trulance, and Zelnorm . Linzess, Amitiza,
Trulance and Zelnorm are also indicated for CIC. IQVIA NPA audit data reflects all RXs irrespective of indication. Ibsrela is indicated for the treatment of IBS-C and is not indicated for
CIC.
3. IQVIA Xponent, 2021

Executing on a Successful Distribution and Access Strategy
• Broad-based distribution in place across all major wholesalers, retail and specialty pharmacies
• Specialty pharmacy network to align with existing GI practice prior authorization processes
• Securing direct agreements with specialty pharmacies and large GI group in-house pharmacies is also ongoing

• Integration of IBSRELA into existing prior authorization process used for specialty drugs enabling prior
authorization submissions and approvals
• ArdelyxAssistTM provides comprehensive solutions to support prior authorization submissions and
patient affordability
• Significant number of currently treated patients are seen as candidates that can benefit from IBSRELA
therapy - meeting payor criteria as having been treated with currently available therapies
• Favorable IBSRELA prior authorization approval rates
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Early Favorable Response to IBSRELA Reported in Spherix Global Research
Independent, Syndicated Study: Gastroenterologists Surveyed Reported1
• 41% had prescribed IBSRELA
• 57% of non-users report intent to use within three months and an additional 21% within six
months
• 92% rate IBSRELA as either a substantial or moderate advance over currently available IBS-C
therapies
• 31% of their patients with IBS-C are candidates for treatment with IBSRELA
• 41% of surveyed GIs that have used IBSRELA report moderate satisfaction, and 59% report
high satisfaction

1. Spherix Launch Dynamix: IBSRELA in Irritable Bowel Syndrome with Constipation (US), Month 3 Pulse, July 2022
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IBSRELA is Off to a Strong Start
•
•
•
•
•
•

Favorable sales representative access to HCP offices
Growing GI awareness and user base
High interest in IBSRELA novel mechanism and clinical data
Office willingness to pursue prior authorizations and manage IBSRELA as a specialty product
Favorable prior authorization approval rates
Positive early experiences reported across initially treated patients

Future competition limited with no novel mechanism products in pipeline today
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First-in-class Phosphate
Absorption Inhibitor for the
control of serum phosphorus
in adult patients with chronic
kidney disease (CKD) on
dialysis, pending at the FDA

XPHOZAH: An Investigational First-in-Class Phosphate Absorption Inhibitor for
Treatment of Hyperphosphatemia, Pending at the FDA
• Elevated serum phosphorus is associated with cardiovascular morbidity and mortality
• >550,000 patients with CKD on dialysis in U.S.1, 80% of which require Rx treatment for hyperphosphatemia2

• XPHOZAH: unique MOA as a first-in-class phosphate absorption inhibitor blocking the primary pathway of
phosphate absorption
• Positive data in three successful Phase 3 pivotal trials with >1,000 patients
• High awareness and anticipation to adopt XPHOZAH among concentrated nephrologists
• 8,000 nephrologists account for 80% of Rxs3

• Pursuing Formal Dispute Resolution to appeal the issuance of a CRL by the FDA
• Next Step: Advisory Committee meeting tentatively scheduled for November 16

1. United States Renal Data System. 2020 USRDS annual data report: Epidemiology of kidney disease in the United States. National Institutes of Health, National Institute of Diabetes
and Digestive and Kidney Diseases, Bethesda, MD, 2020.
2. US-DOPPS: https://www.dopps.org/DPM/Files/PBINDER_use_c_overallTAB.htm. Accessed on 1/31/2020
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3. IQVIA Xponent data, rolling 12 months thru Aug 2019

XPHOZAH: An Investigational First-In-Class Phosphate Absorption Inhibitor

XPHOZAH inhibits NHE3,
reducing sodium absorption
and results in a modest
intracellular proton retention
Proposed induction of
conformational change in
claudin proteins present in
tight junctions
Specifically blocks absorption
of phosphate through the
paracellular pathway
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XPHOZAH Clinical Data Package is Robust with Three Phase 3 Trials
BLOCK1

PHREEDOM2

Short Term Monotherapy Study
(n=219)
Primary endpoint: statistically significant
(p<0.01) difference in least squared mean
serum phosphorus change (0.82 mg/dL)
between XPHOZAH and placebo
Secondary analysis: At the end of the 8-week
randomized treatment period, XPHOZAHtreated patients in the intent-to-treat
population experienced a mean decrease in
serum phosphorus from baseline of 1.1 mg/dL

Long Term Monotherapy Study
(n=564)

AMPLIFY3

Primary endpoint: statistically significant
(p<0.0001) difference in least squared
mean serum phosphorus change (1.4
mg/dL) between XPHOZAH and placebo

Short Term Combination Therapy Study
(n=236)
Primary endpoint: statistically significant
difference in reduction of serum
phosphorus levels (p=0.0004) compared
to binders alone at week four

Secondary analysis: At the end of the 26-week
randomized treatment period, XPHOZAH-treated
patients in the intent-to-treat population
experienced a mean decrease in serum
phosphorus from baseline of 1.4 mg/dL

Secondary analysis: ~2 times more patients
achieved the serum phosphorus treatment
goal of <5.5 mg/dL with XPHOZAH and
phosphate binders vs. phosphate binders
alone (p≤0.0097)

In the three Phase 3 trials combined, diarrhea (47%) was the only adverse reaction reported in at least 5%
of XPHOZAH-treated patients. The majority of diarrhea events occurred early in treatment, were reported
to be mild-to-moderate in intensity, and not treatment-limiting.
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1. Block, GA, et al.. Efficacy and Safety of Tenapanor in Patients with Hyperphosphatemia Receiving Maintenance Hemodialysis: A Randomized Phase 3 Trial. J Am Soc Nephrol 30: 641-652, 2019.
2. Block, GA, et al. Safety and Efficacy of Tenapanor for Long-Term Serum Phosphate Control in Maintenance Dialysis: A 52-Week Randomized Phase 3 Trial (PHREEDOM). Kidney360 2(10): 1600-1610, 2021.
3. Pergola, PE, et al. A Randomized Trial of Tenapanor and Phosphate Binders as a Dual-Mechanism Treatment for Hyperphosphatemia in Patients on Maintenance Dialysis (AMPLIFY). J Am Soc Nephrol 32
(6): 1465-1473, 2021

Nephrologists Report a Continued High Interest in XPHOZAH, Despite Approval
Delay, with Two-Thirds of Physicians Indicating They are Highly Interested
Interest in XPHOZAH (tenapanor)
% indicating high (8-10) interest after reviewing profile on a 10-point scale

65%

Q2 2019
(n=202)
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Q2 2020
(n=200)

Q2 2021
(n=202)

Q3 2021
(n=206)

Q4 2021
(n=205)

Q1 2022
(n=202)

Q2 2022
(n=202)

Spherix RealTime Dynamix, Q2 2022; Bone and Mineral Metabolism (U.S.); How would you rate your interest in tenapanor? 1= Not at all interested, 10= Extremely interested.

Summary: XPHOZAH, if Approved, Would Address Unmet Medical Need; HCPs
Highly Aware and Report Strong Intent to Adopt
• Significant unmet need with 77% of patients treated with binders unable to consistently maintain phosphorus
levels <=5.5 mg/dL over a six-month period1
• XPHOZAH provides a novel mechanism as a first-in-class phosphate absorption inhibitor that blocks the
primary pathway of phosphate absorption
• Strong clinical data to address unmet need
• Ardelyx established commercial capabilities enable rapid launch of XPHOZAH upon approval
• 95% of physicians identify a high (72%) to moderate (23%) need for new treatments and their projected
uptake supports strong revenue potential2
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1. Spherix RealWorld Dynamix, Dialysis 2019-ASN Poster 2019
2. Hawk Partners, Demand Study, December 2019

Ardelyx Pipeline of First-In-Class Investigational Compounds
RDX013 for Hyperkalemia
Phase 2
• Investigational, first-in-class potassium
lowering compound, with a meaningfully
differentiated mechanism of action

• Investigational, first-in-class agent for treating
metabolic acidosis by inhibiting intestinal
bicarbonate exchange

• Highly synergistic as an addition to cardiorenal portfolio

• No currently approved therapies

• Concentrated market addressable with
specialized nephrology sales force
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RDX020 for Metabolic Acidosis
Pre-clinical

• Highly synergistic as an addition to cardiorenal portfolio

• Concentrated market addressable with
specialized nephrology sales force

Key Financials as of June 30, 2022, and Partnerships
Financials as of June 30, 2022
Cash & Investments

~$81.0 Million

Long-term Debt
(interest-only through 3/31/2024)

~$27.5 Million

Shares Outstanding

~155 Million

Partnerships
Japan: Kyowa Kirin Co., Ltd. (KKC)
Agreement amended; future royalty stream monetized with KKC
and HealthCare Royalty Partners (HCR) so that Ardelyx now to
receive up to $70M combined from KKC and HCR upon filing
(expected H2 2022) and approval (expected H2 2023)

Hyperphosphatemia (HP)
(IBS-C indication unpartnered in Japan)

China: Fosun

Both IBS-C and HP

Canada: Knight

Both IBS-C and HP
(Other territories available for partnership)
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Thank You

