XPHOZAH (tenapanor) Important Safety Information and Indication

INDICATION

XPHOZAH (tenapanor) is indicated to reduce serum phosphorus in adults with chronic kidney disease (CKD) on dialysis as add-on therapy in patients who have an inadequate response
to phosphate binders or who are intolerant of any dose of phosphate binder therapy.

IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS

XPHOZAH is contraindicated in patients under 6 years of age.

XPHOZAH is contraindicated in patients with known or suspected mechanical gastrointestinal obstruction.

WARNINGS AND PRECAUTIONS
Diarrhea
Patients may experience severe diarrhea. Treatment with XPHOZAH should be discontinued in patients who develop severe diarrhea.

MOST COMMON ADVERSE REACTIONS

Diarrhea, which occurred in 43% to 53% of patients, was the only adverse reaction reported in at least 5% of XPHOZAH-treated patients with CKD on dialysis across trials. The majority of
diarrhea events in XPHOZAH-treated patients were reported to be mild-to-moderate in severity and resolved over time or with dose reduction. Diarrhea was typically reported soon after
initiation but could occur at any time during treatment with XPHOZAH. Severe diarrhea was reported in 5% of XPHOZAH-treated patients in these trials.

For additional safety information, please see full Prescribing Information, click here.
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» Time points were defined as follows:
- The week before initiating loperamide: Any eDiary entry recorded within 7 days before loperamide use. Stool Frequency and Consistency The rate of tenapanor discontinuation was lower in patients taking loperamide.

- The week after initiating loperamide: Any eDiary entry recorded within 7 days after starting loperamide. Among patients who initiated loperamide during the study (n=102), 62 had sufficient daily stool frequency entries from both the week before
» Discontinuation of tenapanor was assessed via 2 categories: “Study discontinuation” and “Diarrhea leading to tenapanor discontinuation.” and week after initiating loperamide for the derivation of the average weekly stool frequency (AWSF).

— “Study discontinuation” describes patients who prematurely discontinued from the study due to various reasons, such as adverse events
(AEs), withdrawn consent, and protocol violation.

Among these 62 patients, the mean (SD) AWSF decreased from 11.7 (6.6) to 11.0 (5.7) after initiating loperamide. Of these patients:

— Fifty percent (31 of 62) had an AWSF >10 before initiating loperamide. In the AWSF >10 subset, the mean (SD) AWSF decreased from

For patients with a high weekly stool frequency, loperamide reduced average weekly stool
frequency and improved stool consistency.

— “Diarrhea leading to tenapanor discontinuation” describes patients reporting an AE of diarrhea that led to premature discontinuation of 16.9 (5.3) to 13.6 (6.6) after initiating loperamide, with a mean (SD) reduction of 3.3 (5.2) (Figure 3A).
tenapanor treatment.

- The mean (SD) value of the average weekly stool consistency score remained stable from 5.8 (0.8) to 5.9 (0.8) before and after initiating

! ! loperamide, with a mean (SD) change of 0.1 (0.9) (Figure 3B). Ref
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- The mean (SD) value of the average weekly stool consistency score changed from 6.0 (0.6) to 5.8 (0.9) before and after initiating

Qo e w -x - loperamide, with a mean (SD) reduction of 0.3 (0.9) (Figure 3B).
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— Of these patients, 44.3% (27 of 61) had an average weekly stool consistency score of >6 before initiating loperamide, with the mean (SD)
decreased from 6.6 (0.3) to 6.0 (0.9) after initiation of loperamide.
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Study Limitations

* OPTIMIZE was an open-label study with no placebo arm; results should be interpreted accoradingly.
» These data result from a post hoc analysis of OPTIMIZE and should be interpreted as hypothesis-generating.
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