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Post Hoc Analyses of Serum Phosphate
Changes With Tenapanor in Black/

Results Conclusions

NCT02675998

* In NCT02675998, the LS mean difference (95% Cl) between tenapanor and placebo in sP change from period-level
baseline to the end of the RWP was —-1.08 (-1.87, —0.29) mg/dL among Black/African American patients and —-0.66
(-1.89, 0.57) mg/dL among White patients in the efficacy analysis set (Figure 1A).

* No significant differences in mean sP were observed between Black/African American and White patients (Figure 1B).

AMPLIFY

* In AMPLIFY, LS mean difference (95% Cl) between tenapanor + phosphate binder and placebo + phosphate binder in sP
change at week 4 was -0.60 (-1.17, -0.03) mg/dL among Black/African American patients and -0.64 (-1.16, -0.12) mg/
dL among White patients (Figure 3A).

* No significant differences in mean sP were observed between Black/African American and White patients (Figure 3B).

OOO Results across 3 pivotal studies of

ﬂﬂﬂ tenapanor for hyperphosphatemia
demonstrate that tenapanor
treatment consistently lowers sP
levels in patients with CKD on dialysis
regardless of Black/African American

African American and White Patients
on Maintenance Dialysis

Figure 1. sP Change From Period-Level Baseline to End of RWP by Race in NCT02675998

Figure 3. sP Change From Baseline to Week 4 by Race in AMPLIFY (Full Analysis Set)

(Efficacy Analysis Set)
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The LS mean estimates presented in Figure 1A are obtained from the pre-specified ANCOVA for the primary efficacy endpoint. The mean + standard error presented in Figure 1B are obtained from the descriptive summary of
the sP level by analysis visit during the RWP.
ANCOVA, analysis of covariance; LS, least squares; LSM, least squares mean; RWP, randomized withdrawal period; sP, serum phosphate.

PHREEDOM

* During the PHREEDOM RWP, the LS mean difference (95% Cl) between tenapanor and placebo in sP change was
-1.36 (-2.15, -0.57) mg/dL among Black/African American patients and —-1.45 (-2.32, -0.59) mg/dL among White
patients in the efficacy analysis set (Figure 2A).

* No significant differences in mean sP were observed between Black/African American and White patients in the
efficacy analysis set of the RTP (Figure 2B) or the RWP (Figure 2C).

* Methods for NCT02675998,” PHREEDOM,? and AMPLIFY® have been previously described.

» Efficacy data are presented for the randomized withdrawal period (RWP) of NCT02675998 and PHREEDOM, where the
SP is expected to increase in the placebo group, and for the 4-week randomized treatment period (RTP) of AMPLIFY.
Safety data are presented for the RTP of each study.

* For each study, we evaluated least squares (LS) mean change of sP from baseline in patients from the following
analysis set who identified as Black/African American or White:

- NCT02675998 and PHREEDOM: the efficacy analysis set was a subset of the intent-to-treat (ITT) analysis set for the
RWP. It included all ITT patients who met the study inclusion/exclusion criteria, received >1 dose of tenapanor during
the RTP, completed the RTP, and achieved a sP reduction of >1.2 mg/dL from baseline to the end of the RTP.

- AMPLIFY: the full analysis set, which included all ITT patients with =1 postbaseline sP measurement, was used for the
evaluation of efficacy endpoints.

Analysis visit

The LS mean estimates presented in Figure 3A are obtained from the pre-specified mixed-effects model for repeated measures. The mean + standard error presented in Figure 3B are obtained from the descriptive summary
of the sP level by analysis visit during the RTP.
LS, least squares; LSM, least squares mean; RTP, randomized treatment period; sP, serum phosphate.
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Safety

- Safety findings during the RTP for the safety analysis sets in NCT02675998,” PHREEDOM,? and AMPLIFY® were
previously reported.

 Diarrhea was the most commonly reported adverse event in all 3 studies. It generally occurred early in treatment and
was mild to moderate in severity.

» During the NCT02675998 RTP, Black/African American patients had a lower incidence of diarrhea compared with White
patients (Table 2). However, the incidence of diarrhea was similar between Black/African American and White patients

Figure 2. sP Change From Period-Level Baseline to End of RWP by Race in PHREEDOM (Efficacy Analysis Set)
A. LS mean difference in sP in the RWP
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safety analysis set of each study.

aSafety data were collected during the RTP. There was no placebo arm during the treatment period of this study.

NR, not reported; PB, phosphate binder; RTP, randomized treatment period; sP, serum phosphate.

summary of the sP level by analysis visit during the RWP.
“Responder population defined as patients who achieved an sP level <5.5 mg/dL.

ANCOVA, analysis of covariance; LS, least squares; LSM, least squares mean; RTP, randomized treatment period; RWP, randomized withdrawal period; sP, serum phosphate.

Data are n (%). @There was no placebo arm during the RTP of this study.
AE, adverse event; PB, phosphate binder; RTP, randomized treatment period; SAE, serious adverse event; TEAE, treatment-emergent adverse event.
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