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Study Design: Open-label, 2-period, crossover study of fospropofol versus A complete (100%) linear fospropofol-to-propofol metabolism was 34 (1/min) : : (0.0378-0.0644) B, B, 0.775 228 0.429-1 12 m The developed PK and PK-PD models adeqyately de§cr|bed
propofol in 12 healthy volunteers (6 males, 6 females). Each subject assumed. D, (min) 3.3 3.32 (2.21-4.11) fospropofol and propofol plasma concentrations, BIS index, and
received a single 10 mg/kg IV bolus dose of fospropofol in the first period, , , , _ B;-B, 0.96 223 0.54-1.38 MOAA/S data.
and the resulting maximal electroencephalogram (EEG) effect was Fosprop.ofol ar.Id propofol models included body-size dependence via ALAG, (min) 0.939 0.938 (0.895-0.962) B, ~ B, 0.907 198 0.555-1.26 - .
recorded by the minimal BIS index. In the second period (after a 7-day allometric scaling. L 0.915 0.677 (0.417-1.18) m Propofol distribution and clearance were independent of the
washout), each subject received a 50 mg/min infusion of propofol Pobulation PK-BIS Model: Slope rgr 1.0 6.05 el L formulation, indicating complete metabolism of fospropofol to
f ; ; o ; opulation odel: CL 1.02 0.833 (0.595-1.54) _
(Diprivan) with varied duration intended to produce the same maximal : ) ) ) RTRT Py 0.0745 378 0.0193-0.13 CV=27.3% propofol.
EEG effect as observed with a dose of fospropofol. The direct sigmoid Eyay mgdel with random effects on ECg, an(_:i y W, 0.00396 0.00429 (0-0.0133) CV=6.64% 7 0119 - A e
PK Evaluation: Venous blood samples were obtained during both treatment Saramzters an?tz fol?:gqlactjlon effect onfEICSO ade?u?tely (ées?l_nzfdz WPy 0.0212 0.0148 (0.00194-0.0548) CV=16.6% —— : e o m Effect of propofol on sedation, as measured by the BIS index or
periods at pre-dose and at 1, 4, 8, 12, 20, 30, 60, 90, 120, 180, and 240 ependence of the BIS index on propofol concentrations C, (Table 2). T 0.0865 0.0791 (0.00767-0.145) CV=30.4% MOAASS score, was independent of the formulation.
minutes after drug administration. _ ¥ i - i
. 9 EFF = EFF, + (Eyu — EFF)) SP o W 0.0149 0.0124 (0-0.0455) CV=12.8% m The compargtlv?3PK ano! PK-PD (BIS) results wgre different than
PD Evaluation: MOAA/S and BIS index were assessed approximately every ECsY+ Cp e SR LT i reported earlier.'®> The differences may be explained by the
2 minutes from pre-dose to 20-40 minutes post dose when all subjects BIS = 100 — EFF + & D2 ‘ ‘ ey TN References _ _ improvement in the propofol assay methodology in the current
returned to the fully alert state. i O erp 0.00958 0.00771 (0.0037-0.011) CvV=9.81% ;: :;2:2;;E"";;ESSHMHZ‘E;CS'ET Zte;aL:e”s‘:E:‘:;'z;’ygszooso‘l‘olao;ngzg” study. Results are consistent with the non-compartmental analysis
Assay: Samples were assayed for fospropofol by LC/MS/MS and for Population PK-MOAA/S Model O exp 0.0811 0.0735 (0.0327-0.119) CV=28.3% 3. Struys M, Vanluchene A, Gibiansky E, Gibiansky L, et al Anesthesiology. 2005:103:730-743. o of the same study.*
propofol (liberated from fospropofol or delivered by propofol emulsion) m Individual PK, BIS, and MOAA/S data for the representative subject are 0%, sarmn 1080 1100 (488-2390) SD=32.4 mcg/mL e e ot e eciaan 5007 07 g, et afterntravenous fospropofol and Biprvan i
by HPLC with fluorescence detection. presented in Figure 1. 0%, wgimn  0.0225 0.0241 (0.00519-0.0778) SD=0.156 meg/mL
Supported by MGI PHARMA, Inc. mql

Presented at American Conference on Pharmacometrics, March 9-12, 2008, Tucson, Arizona



