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Table 1. Activity and rat in vivo PK properties of HTS hit 1.

Cmpd rGK RLMCL," | CL° | V¢ |Cud| F' | £
Translocation
ECs¢" (uM) (uL/min/mg) | (L/h/kg) | (L/kg) | (uM) | (%) | (%)
1 3.64+28 150 2.64 6.81 0.35 28 0.62

? Data reported as the mean+SD where n>3

®In vitro microsomal stability measurements were conducted in the presence of NADPH at 37 °C for 30 min at a

final compound concentration of 1 uM
¢ 2 mg/kg intravenous dose (100 % DMSO)

410 mg/kg oral dose (0.1% Tween 80, 0.5 % CMC, 99.4 % water)
¢ Fraction unbound, determined via rapid equilibrium dialysis

Table 2. Piperazine substituent SAR.
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* Data reported as the mean+SD where n>3
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Table 4. Effect of the Me/CF; moiety.

AlphaScreen® rGK Translocation
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* Data reported as the mean+SD where n>3
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