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Evaluation of Changes in Serum FGF23
With Tenapanor Treatment in Patients

Results Conclusions

IFGF23 Reduction

* Among all patients in NORMALIZE from the FAS, median iFGF23 reduction (percent reduction) was
384.0 pg/mL (42.2%) from the NORMALIZE baseline to the end of the study (Figure 3A).

- The median relative reduction from baseline to the end of the study in iFGF23 levels was 44.1% in group 1
and 35.9% in group 2.

Patients
+ Patient demographics and baseline characteristics are presented for the NORMALIZE and OPTIMIZE studies in Table 1.

- Baseline sP and iFGF23 levels were overall lower among patients in NORMALIZE compared with those of patients
in cohort 1 and cohort 2 of OPTIMIZE due to patients in NORMALIZE having received prior treatment for
hyperphosphatemia in the PHREEDOM study.

o O o While there was variability in the degree of
reduction, many patients who responded to

ﬂﬂﬂ tenapanor as core therapy with a reduction
in sP levels also experienced reduction in

With Chronic Kidney Disease on Dialysis n P levels

Table 1. Demographics and Baseline Characteristics (Full Analysis Set) - The estimated least squares (LS) mean relative reduction from baseline iFGF23 was 41% in group 1 and 29%

in group 2.

Weeks

aPB reduction was >50% if patient was taking an odd number of pills; eg, a patient taking 3 PB pills/day would reduce their dose to 1 PB pill/day, a patient taking 5 PB pills/day would reduce their dose to 2 PB pills/day.
bid, twice a day; CKD, chronic kidney disease; PB, phosphate binder; sP, serum phosphate.

endpoint visit (the visit with the last observed sP assessment). The graph only shows data between —30000 and 30000; the 3 leftmost columns had iFGF23 changes of -57486.4, -31791.4, and -30328.5 pg/mL and
the 4 rightmost columns had changes of 46734.0, 58160.7, 61773.2, and 64022.1 pg/mL. ®Change in sP was calculated from last measurement collected prior to the first dose of study drug in the PHREEDOM study.
‘Change in iFGF23 was calculated from last observed measurement collected collected prior to the first treatment dose in the OPTIMIZE study; sixteen patients in OPTIMIZE did not have iFGF23 data available at the
part A endpoint visit (the visit with the last observed measurement during the 10-week treatment period). The graph only shows data between -30000 and 30000; the 6 leftmost columns had iFGF23 changes of
—-59956.9, -57272.8, -41375.0, —-40071.0, -31518.0, and -31441.0 pg/mL and the 2 rightmost columns had changes of 33041.0 and 43690.1 pg/mL. ‘Change in sP was calculated from last measurement collected prior
to the first dose of study drug in the OPTIMIZE study. iFGF23, intact fibroblast growth factor 23; sP, serum phosphate.

* Previous reports showed that diarrhea was mostly mild to moderate. However, it was the most common AE that led to
tenapanor discontinuation in both NORMALIZE (4 of 172 patients [2.3%]) and OPTIMIZE (22 of 333 patients [6.6%])."""?

* There were 14 deaths due to AEs (9 treatment-emergent) in the NORMALIZE trial'' and 7 deaths due to AEs
(2 treatment-emergent) in the OPTIMIZE trial. None were considered to be related to tenapanor treatment.
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