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High Symptom Severity Burden Is Associated With Reduced Quality of Life in United States Adults With
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* For RP scores, 35% of patients reported the lowest score (0) and 25% reported the Satisfied (ref: Neither satisfied nor dissatisfied) 0.24 24,28
highest score (100). Similarly, for RE, 34% and 33% reported scores of 0 and 100, PCS | Symptom severity®
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* Eligible patients completed a Health Union IBS-C survey (October 21-November 26, 2025) (IBS-SSS score Figure 3: Distribution of Current Treatment Satisfaction Severe symptoms (ref: Moderate symptoms) -5.3 -7.4,-3.2

2Adjusted for patient characteristics including age, sex, race/ethnicity, current employment status, educational attainment, insurance type, urbanicity, and presence of

mental health (depression, anxiety, eating disorders, or PTSD), non-IBS GI (GERD, Celiac disease, functional dyspepsia, and IBD), and somatic (fibromyalgia, chronic pelvic pain,
chronic back/neck pain, TMD, EDS, POTS, MCAS, and chronic fatigue) comorbidities.

bTreatment satisfaction was collapsed: satisfied includes “satisfied,” “very satisfied,” and “extremely satisfied.” Dissatisfied includes “dissatisfied,” “very dissatisfied,” and “extremely dissatisfied.”
<Symptom severity was defined according to the IBS-SSS score: In remission (0-75), mild (76-174), moderate (175-299), and severe (>300).

Cl, confidence interval; EDS, Ehlers-Danlos syndrome; GERD, gastroesophageal reflux disease; Gl, gastrointestinal; IBD, inflammatory bowel disease; IBS, irritable bowel syndrome;

and self-reported an IBS diagnosis with constipation as their primary bowel symptom.

N=374 >175 and <299)

/BS Symptom Severlty . . . IBS-SSS, Irritable Bowel Syndrome Severity Scoring System.
* Symptom severity was measured using the IBS Severity Scoring System (IBS-SSS). 14% 14%

— IBS-SSS scores range from 0-500, with higher scores indicating greater severity.
— Patient scores were analyzed both as continuous numeric scores and by severity category.

— 1042 IBS-SSS, Irritable Bowel Syndrome Severity Scoring System; MCAS, mast cell activation syndrome; MCS, mental component score; PCS, physical component score; POTS, postural
0 orthostatic tachycardia syndrome; PTSD, post-traumatic stress disorder; TMD, temporomandibular joint disorder.
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Table 1: Patient Characteristics Overall (N=374) 20 . individual treatment.

* Associations between continuous IBS-SSS and patient characteristics were examined using

a multivariable linear regression model adjusted for covariates similar to those included in Characteristic N=374
the HRQoL models. Mean age, y (SD) 50 (15) 2 £ 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 Pl Contraindications (4), Use in Specific Populations (8.4)].

* Avoid use of IBSRELA in patients 6 years to less than 12 years of age. [see PI 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 Pl 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 olq;
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.
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