Supplementary Results on Pharmacokinetic study of oral CVM-1118 in Mouse

Method: The pharmacokinetics of CVM-1118 and CVM-1125 were investigated in
male CD-1 mice following a single oral administration of CVM-1118 at 30 mg/kg in
9% NaHCOs in fasted mice. At pre-determined time points, plasma samples were
collected and stored at -20°C prior to measurement of CVM-1118 and CVM-1125
concentrations using an LC-MS/MS method. The plasma samples were collected at 0,
0.25,0.5,1,2,4,8, 12, 24 and 27 h after dosing with 3 mice per group at each time

point.

Result: For single oral administration of 30 mg/kg CVM-1118 in 9% NaHCOj3 solution,
the Cimax was 21 ng/mL for CVM-1118, and 349 ng/mL for CVM-1125. Bioconversion
from CVM-1118 to CVM-1125 occurred very rapidly. Tmax was 0.25 h for both CVM-
1118 and CVM-1125. The drug exposure (AUCo.inf) of CVM-1118 was low (7 ng-h/mL),
indicating rapid conversion to CVM-1125 following oral dosing (AUCo.int of TRX-
818M1 was 287 ng-h/mL). The terminal half-life of CVM-1118 and CVM-1125 were
0.7 h and 8.3 h, respectively. The oral bioavailability of CVM-1118 was low (~3%),
while the terminal half-life (8.3 h) of CVM-1125, following a single oral dose of CVM-

1118, was considered favorable.

Figure S1
Mean plasma concentrations-time curves of CVM-1118 and CVM-1125 following a
single dose of CVM-1118 in male CD-1 mice
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