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Supplement Doses

Elemental Calcium (mg/day)** 1000 (85-3600)

Figure 5: Calcium and calcitriol supplementation were titrated to
0.5(0.25-1) maintain mid-normal blood calcium levels. On day 4 and 5, three

*Measurements taken fasting Day -1; **Home regimen prior to Day -1, averaged over 1 week participants received no supplemental calcium.

Adverse Events Conclusions

. Calc_lum an_d active v_|tam|n D requires a balance between blood Table 2: Treatment-Emergent Adverse Events (AEs)
calcium, urinary calcium, and symptoms. o

« Approved and investigational PTH analogs require dalily injections.

Calcitriol (mcg/day)

Calcilytics in Post-surgical Hypoparathyroidism (PSH)

o Current treatment of PSH Is inadequate:

Encaleret reduced fractional excretion of calcium in the first 7 participants with post-surgical hypoparathyroidism and
normalized concomitant blood and 24-hour urine calcium in 86% of participants with PSH.

. . . . Mild 18 (90%) o Apart from a small and transient rise after the initial dose, PTH levels remained low suggesting encaleret’s sustained
o Pre-clinical studies in thyroparathyroidectomized rats show that Moderat 5 (10% . . . . L
s . . . . . oaerate (10%) effect likely occurred independent of PTH, primarily driven by renal CaSR inhibition.

calcilytics Tblood calcium by |urinary calcium excretion without Severe 0 (0%)

changes in PTH (Loupy et al., J Clin Invest, 2012). ° o CaSR Inhibition did not appear to impact 1,25-(OH),-Vitamin D levels.
o Hypothesis: Encaleret administration to individuals with PSH o No serious AEs o Preliminary results from this Phase 2 study support continued evaluation of encaleret as an orally administered

may reveal the PTH-independent effects of CaSR modulation on o The only treatment-related AEs were mild hypercalcemia and mild headache in therapy for the treatment of patients with PSH.

renal calcium handling and clarify the potential therapeutic role 1 participant. Her blood calcium was mildly elevated for 60 hours after the last o Recruitment is ongoing: or email: iris.hartley@nih.gov

dose of encaleret even after calcium/calcitriol was stopped (Peak corrected

of calcilytics as an orally administered alternative in PSH.
calcium 10.7 mg/dL). 24-hour urine calcium remained <200 mg/day.
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