Tolerability and single dose pharmacokinetics of
a new PDES inhibitor, DA—8159 in healthy male
subjects
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DA-8159 is a new PDES inhibitor being developed for the treatment of erectile dysfunction. The
objective of this study was to determine the pharmacokinetics (PK), safety, and the hemodynamic effect of
DA-8159 in healthy male subjects. Five doses of DA-8159 (25mg, 50mg, 100mg, 200mg, 300mg) were
given to 40 male subjects (6 for DA-8159. 2 for placebo per each dose). Blood and urine samples were
collected up to 32 hours and 48 hours following DA-8159 administration, respectively. PK parameters
were determined by non-compartment methods and the results were summarized in table 1. The PKs of
DA-8159 are not consistent with linear kinetics.

No serious adverse events were reported in this study. The hemodynamic effect of DA-8159 was
evaluated with ambulatory blood pressures, and with the total peripheral resistance measured by the
computerized impedance cardiography. Considering the target dose ranges (50~100 mg), we could not find
any significant hemodynamic effect of DA-8159.

Table 1. PK parameters of DA-8159

Cmax AUCint Tmax Ti28 ]

Dose (ng/rml) (ng*himi) (hour) (hou) Fe (%)
(mg) ~GeoMean = SD  GeoMean _ SD Median _ GeoMean SD Mean
% 5124 2674 30278 12090 100 665 338 53
50 157.13 38.28 1027.63 168.06 1.25 10.50 2.39 8.36
100 Wi 156 26 7098 15 1300 174 18
200 110743 278.12 7839.55 1028 91 0.76 972 1.95 14.74

300 1565.51 283.13 1152455 3080.14 1.25 9.70 0.93 15.98




