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Backeround GI-HCRU Figure 3: Tenapanor Discontinuation by (A) Number of Medications
g - Total GI-HCRU decreased after tenapanor initiation compared with the year prior, Used Before Treatment (0 or >1), (B) BMI Group (BMI <30 or >30), and

* Irritable bowel syndrome with constipation (IBS-C) is a chronic disorder of gut-brain
interaction' associated with high health care resource utilization (HCRU):

- A retrospective United States health care claims cohort analysis from over
100,000 individuals with IBS found that patients with IBS-C have higher
annual all-cause and IBS-specific spending compared with patients with other
subtypes of IBS.? Figure 1: Total HCRU Encounters Before and After Tenapanor

- The most common costs were attributable to emergency department visits, Treatment by Labs, Regular Visits, Procedures, and Imaging
hospitalizations, and radiological testing.-

» Reduction in gastrointestinal (GI) HCRU is likely an indicator of treatment efficacy

» The analysis lacked a comparator group (ie, patients who initiated other

IBS-C medications). As such, within-patient changes in HCRU and treatment
1.0- discontinuation rates associated with tenapanor cannot be appraised in the wider
context of available treatments for IBS-C.

driven mainly by a reduction in labs and regular visits (Figure 1). (C) CCI Group (CCI Score <2 or >2)
- Median (interquartile range [IQR]) within-patient HCRU was 4.5 (2.0, 9.0) encounters

per year before tenapanor treatment and 3.0 (1.0, 6.0) encounters per year after

(paired Wilcoxon signed-rank test P<0.001).
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0.8 * Itis not possible to determine with certainty that the initiation of tenapanor was
solely responsible for any observed changes in HCRU in any given group, as the
findings may have been influenced by additional confounding factors.
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BMI, body mass index; CCl, Charlson Comorbidity Index.

» Reductions in HCRU may be interpreted as reflecting improvements in patients’
clinical status or well-being, but HCRU is a surrogate outcome; thus, this

Table 2: Patient Characteristics by Stratification Factors: IBS-C relationship cannot be assumed in the absence of direct patient-reported or
Treatment Use Before Tenapanor Initiation, BMI, and CCl scores clinical outcome measures.

Patients

* Electronic health record (EHR) data were obtained from a national gastroenterology
practice group that operates in 7 states with 150 locations.

» Eligible patients had a diagnosis of IBS-C, initiated tenapanor with one year 388 Imaging Number of prior BMI CCl score
of follow-up before and after initiation, had at least 1 Gl encounter in the year 1204 B Procedures . IBS-C medications Conclusions
prior to tenapanor initiation, and had complete patient characteristics data. W Regular visits Variable ; . e - > .
Key Definitions -abs (n=140) (n=330) (n=349) (n=121) (n=375) (n=95) | .
* Pre-tenapanor period: 1 year prior to tenapanor initiation (including the initiation date). Pre-treatment Post-treatment 57 5 56 3 57 55 4 55 7 59.7 Tenapanor was associated with decreased
- Post-tenapanor period: 1 year after tenapanor initiation. Mean age (SD), y (18.2) (1 5°9) (17.1) (14°9) (17°2) (13'4) GI-HCRU, even in patients who are typically
- T di . . . : d ff Pre-treatment period: 365 days prior to tenapanor initiation (inclusive of initiation date). Post-treatment period: 365 days after initiation. ’ ) ’ ’ ’ ’ ! . .
reatment discontinuation: 30 consecutive days off tenapanor. HCRU, health care resouree utilization. more Complex like those who have tried
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- Descriptive statistics were generated .fo.r.to.tal HCRU and within-patient change in - The previously treated subgroup had a baseline median HCRU of 5.0 . .
HCRU before versus after tenapanor initiation. (IQR: 3.0, 9.0) encounters per year and a median change of -2.0 [-5.0, 1.0] Asian 1(0.7) 4(1.2) 4(1.1) 1(0.8) 4(1.1) 1(1.1) Real-world persistence with tenapanor was
A paired Wilcoxon signed-rank test compared pre- versus post-tenapanor HCRU. encounters per year following tenapanor initiation (P<0.001). favorable, with more than three-quarters
- A Kaplan-Meier approach was used to construct survival curves and calculate - HCRU was lower after tenapanor initiation regardless of whether patients had a Black or African . . :
cumulative incidence of treatment discontinuation at 1 yeatr. lower or higher BMI (Figure 2B) or CCl score (Figure 2C). American 4(2.9) 34(10.3) 18(5.2) 20(16.5) 27(7.2) 11(11.6) of patlents cpntmumg treat.mer)t through
 All analyses were stratified by IBS-C treatment use before tenapanor initiation, body Declined/ 1 year. Persistence was maintained
mass index (BMI), and Charlson Comorbidity Index (CCl) scores. e ‘ -
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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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