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Normal Hepatic Mild Hepatic Moderate Hepatic Severe Hepatic
Pharmacokinetic Function Impairment Impairment Impairment
Parameters (units) (N=6) (N=06) (N=16) (N=5)
Conax (1g/mL) 0.266 (0.272, 23) 0.293 (0.318, 50) 0.212 (0.230, 43) 0.238 (0.253, 36)
T (h) 4.0 (4.0 - 8.0) 7.0 (4.0 - 8.0) 6.0 (6.0 - 8.0) 4.0 (4.0 - 8.0)
t,* (h) 17.0 (4.36) 19.4 (6.60) 18.2(11.2) 34.7 (34.6)
AUC, (ngeh/mL) 2.93 (3.10,37) 3.96 (4.20, 43) 3.11 (3.63, 62) 5.96 (6.76, 50)
AUCjys (ngeh/mL) 3.02 (3.18, 37) 4.05 (4.29, 43) 3.25 (3.80, 62) 7.20 (8.43, 56)
CL/F (L/h) 16.6 (17.4, 34) 12.4 (12.9, 30) 15.4 (17.9, 63) 6.94 (8.43, 76)
Va/F (L) 422 (427, 15) 358 (375, 34) 458 (507, 45) 411 (462, 61)
Unbound fraction® 0.00000772 0.00000852 0.00000748 0.0000126

AUC;,¢ = area under the plasma concentration-time curve from time zero to infinite time; AUC, = area under the plasma
concentration-time curve from time zero to time of last measurable concentration; C,,,, = maximum observed plasma
concentration; CL/F = apparent oral clearance; CV = coefficient of variation; t;; = terminal phase elimination half-life:
Tmax = time to maximum observed plasma concentration, peak time; V4/F = apparent volume of distribution
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