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Tenapanor Improves Abdominal Bloating Symptoms

In Patients With IBS-C Experiencing Moderate to Severe Bloating

Kyle Staller,' Yang Yang,” Suling Zhao,” Susan Edelstein?
'Massachusetts General Hospital, Boston, MA, USA; “Ardelyx, Inc., Waltham, MA, USA

Change in Abdominal Bloating Over a 12-Week Treatment Period

- Tenapanor treatment resulted in a consistently greater reduction from baseline in average weekly bloating
score compared with placebo over the first 12 weeks (Figure 1) (all P<0.0010).

* The least-squares (LS) mean change at week 8 was —2.45 for tenapanor and -1.82 for placebo, with an
LS mean difference of —0.64 (P<0.0001).

- At week 12, the LS mean change was —2.66 for tenapanor and -2.10 for placebo, with an LS mean
difference of —0.57 (P=0.0003).

Safety
* The adverse events occurring during the individual studies have been previously reported.>’

* In this population, 37.8% of all patients experienced a treatment-emergent adverse event (TEAE). In the
tenapanor group, the most common TEAE related to study drug was diarrhea (Table 2).

Introduction

» Abdominal bloating is one of the most bothersome symptoms of irritable bowel syndrome with
constipation (IBS-C)," but it is not included in the Rome IV diagnostic criteria.?

» Tenapanor is a first-in-class, minimally systemic inhibitor of intestinal sodium/hydrogen exchanger isoform
3 approved by the United States Food and Drug Administration for treatment of IBS-C in adults.’

* Previous studies have demonstrated that tenapanor improves abdominal symptoms in IBS-C.*

Table 2: Overview of TEAEs in Patients With Moderate to Severe Bloating at Baseline (Pooled

Analysis Set)

+ This post hoc analysis assessed the effect of tenapanor on abdominal bloating in patients with [BS-C with Figure 1: LS Mean Change From Baseline in Average Weekly Abdominal Bloating Score in TEAES. 1 (%) Placebo Tenapanor Overall
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- Efficacy endpoints included change from baseline in average weekly bloating score and time to onset of ,
. . . . . . . . . BL, baseline; LS, least-squares.
achieving an abdominal bloating response defined as achieving a 230% (or >50%) reduction from baseline

* There is currently no standardized classification for categorizing bloating severity (ie, mild, moderate, or severe).

» This post hoc analysis may not be representative of the real-world population with IBS-C due to the
stringent criteria involved in the enrollment of patients with IBS-C into clinical trials.

» Patient drug adherence is usually higher in a clinical setting than in clinical practice.

in average weekly bloating score.

Time to First Abdominal Bloating Response in a 12-Week Treatment Period
- Patients treated with tenapanor had faster improvement in bloating compared with those treated with placebo.

» The median time to onset of achieving a 230% reduction in weekly bloating score was 5 weeks (95% (I,
4.0-6.0) for tenapanor-treated patients versus 8 weeks (95% Cl, 7.0-10.0) for placebo-treated patients
(log-rank test P<0.0001; Figure 2A).

- By week 1, the cumulative probability of achieving a >30% reduction in weekly bloating response was 18.0%
with tenapanor versus 8.1% with placebo (Figure 2A).

» More patients achieved a weekly >50% bloating response by week 12 when treated with tenapanor than
patients receiving placebo (log-rank test P=0.0007; Figure 2B).

Patients

Table 1: Demographics and Baseline Characteristics of Patients With Moderate to Severe

Bloating at Baseline (Pooled ITT Analysis Set)?

Conclusions
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IBSRELA® (tenapanor) is indicated for treatment of irritable bowel syndrome with constipation (IBS-C) in adults

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.
[see PI Contraindications (4), Use in Specific Populations (8.4)].

* Avoid use of IBSRELA in patients 6 years to less than 12 years of age. [see Pl Warnings and Precautions (5.1), Use in Specific Populations (8.4)].
 The safety and effectiveness of IBSRELA have not been established in pediatric patients less than 18 years of age. [see PI Use in Specific Populations (8.4)].

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%).

For additional safety information, including the Boxed Warning, please see full Prescribing Information: click here.

IBS-C, irritable bowel syndrome with constipation.
IBSRELA (tenapanor hydrochloride). Prescribing information. Ardelyx, Inc; 2025. © Ardelyx, Inc., 2025. All rights reserved. Ardelyx and IBSRELA are registered trademarks of Ardelyx, Inc.
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