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BACKGROUND AND HYPOTHESIS RESULTS (cont.)

Primary hyperparathyroidism (PHPT) is a disorder caused by the enlargement and overactivation of one or ANT-6 is Orally bioavailable and has gOOd drug-like properties
more of the parathyroid glands resulting in over-secretion of PTH and high levels of calcium in blood. PHPT
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current therapies are limited and do not fully restore calcium homeostasis or completely alleviate the = 1007 hERG inhibit M 6.7
complications associated with the disorder. We hypothesize that blocking PTH action via a PTH receptor ‘q:'; innibition, Y '
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., PTH1 receptor P ANT-6 at 5 mg/kg (IV-intravenous) and 10 mg/kg (PO-oral). ANT-6 concentration was measured in plasma. Points represent
Kidney mean = SEM (n=3). Table shows ANT-6 screened for CYP and hERG inhibition, and oral bioavailability in rat and dog.
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Figure 1. PTH over secretion hyperactivates PTHIR expressed in the target tissues (bone and kidney) augmenting the normal PTH 230- ; ; B 'CE> 1.4 ; ; ; ;
actions and ultimately resulting in changes of important modulators of calcium homeostasis and hypercalcemia. 3 3 3 - 4 :' - ' ' :
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PTH-I R AntagOHISt ANT 6 prevents the bl ndlng and aCtlvathn Of pTH-I R continuous SC rat PTH(1-34) (10 ug/kg/day) to induce hypercalcemia. Starting 24h post pump implant, ANT-6 was administered
by pTH ('l _34) QCross SpeCieS once daily by oral gavage for 3 days and blood ionized calcium was measured at -2h and 4h post dose. Points represent mean =+

SEM (n=7-8 rats/group). Minimum efficacious dose (MED) was determined based on the statistically significant difference in
comparison to vehicle
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Log [hPTH(1-34)], M Log [rPTH(1-34)], M ANT-6 is shown to block the actions of PTH at the receptor level, in a pharmacodynamic
model of hypercalcemia in rats, and in human primary osteoblasts. These data support
Figure 2. (A) Antagonist assay in cells expressing PTHIR from several species. Cells were treated with ANT-6 in the presence the idea that ANT-6 may ameliorate hypercalcemia and improve bone homeostasis in
of a constant concentration of agonist (human or rat PTH(1-34)). cAMP production was quantified after 0.5h incubation, and patients with PHPT

IC,S Were calculated from concentration-response curves. ANT-6 potencies at all receptors evaluated are shown in the table. (B)
Allosteric assay. Cells were treated with agonist (human or rat PTH(1-34)) and increasing concentrations of ANT-6. cAMP
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