Encaleret (CLTX-305) Normalizes Mineral Homeostasis Parameters in Patients with

Autosomal Dominant Hypocalcemia Type 1 over 18 months in a Phase 2 Study (NCT04581629)
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Background Subject Characteristics Bone and Mineral Parameters
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Figure 1: The effects of a calcilytic on the CaSR Figure 3: Individual encaleret sulfate dose needed to maintain albumin-corrected Ca (cCa) 8.4-10 c _
Calcilytics decrease the sensitivity of the CaSR to extracellular calcium, resulting in increased PTH secretion (left) and mg/dL. Daily doses were divided BID. g AP Lumbar Spine 26+1.5 2.3+ 1.7 2.5+ 1.7
decreased calcium excretion (right). [Figure adapted from Tfelt-Hansen, 2002].4 ags 0 8 16 24 3 6 9 12 : . .
Ca?* = ionized calcium Safety and TOIQrablllty ‘ Y / Y ’ Total Hip 2.2+14 20+1.4 20+£1.3
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Phase 2b Stu dy DQSlgn lable 2: Summary of Adverse Events (AES) n (A) Figure 4: Encaleret restored and maintained mineral homeostasis in patients with ADH1 over 12 months. Istal Radius
Periods 2 & 3 Data reported as meanzSD. Gray shading = normal range. Solid line for urine calcium = upper limit for men, dashed

line = upper limit for women. Values below limit of assay quantitation recorded as “0”. Measures at weeks 0, 8, 16, Figure 6: Encaleret had minimal short-term effects on bone density.

. : . ; . - 0 0 o . . Data reported as mean+SD. DXA data not available on 2 participants due
Period 1" © Period 27 & Period 3 U LTE Subjects with Serious AEs 0 (0%) 0 (0%) and 24 are pre-encaleret dose. ** p-value < 0.01 Period 3 Week 24 or LTE Month 12 compared to Baseline. 0 surgigal hardware. * p< 0.05 compared with screening P P
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Individualized Individualized Outpatient Long-term Mild 13 (100%) 12 (100%) Conclusions
dose escalation dose titration extension extension (LTE
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5 days, inpatient (N=6) 5 days, inpatient (N=13) 6 months, outpatient (N=13) Outpatient (N=12) Severe 0 (0%) 0 (0%) = |[n patients with ADH1, encaleret administered twice dalily rapidly corrected and maintained mineral homeostasis within the
il normal range, as demonstrated by:®
TStandard of care was discontinued prior to the first encaleret dose. Month 12 Number of AEs Reported 86 66
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igure 2: Study Schema : : : :
This Phase 2b open-label study of encaleret in ADH1 was comprised of 3-periods followed by an LTE. Moderate 3 (3%) 9 (14%) v CorreCt_lon _Of hypocalcemia | | v Increase in mean blood magnesium
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reatment-relate@ ACVErse Events (217%) (2%) = Bone turnover markers increased with some participants above the normal range
Sincere thanks to the patients, investigators, referring 1. Dershem R, et al. Am J Hum Genet. 2020; 106(6):734-747. Hypophosphatemia 10 (63%) 0
physicians, clinical research staff, and collaborating 2. Hendy G, et al. Prog Molec Biol Trans! Sci. 2009; 89:31-95. | = Encaleret was well-tolerated over 18 months, with no serious adverse events reported
research partners participating in the study. This study 3. Roszko KL, et al. Front Physiol. 2016; 7:458. Hypercalcemia 6 (37%) 1 (100%)
was supported by a public/private partnership 4. Tfelt-Hansen J, et al. Curr Med Chem. 2002; 2:175-193. Data as of 08-FEB-2023 and includes all available LTE data at time of data cut. Treatment-related AEs = Qutpatient evaluation of encaleret in a long-term extension is ongoing
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