KM FEELZHWERO R EETOEYMEAEEN TR L&
FroAxA4 T 1A 1EKREROIMD B RELB RO
Pharmacokinetic Analysis and Prediction of Intestinal Drug Interaction

and of Covariates for Gentamicin Disposition after Once Daily Dosing
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Figure 1 Three dimensional spline plots for assessing the performance of the involvement
o shp e s of CYP3A in drug metabolism approach. The predictive performance for AUCRgg; = 2.0
;% D ,ch ﬁgj- Ik in terms of positive predictive value, negative predictive value and sensitivity is compared
among the two different approaches. The open squares ([J]) represent the prediction when
CYP3A is involved in the metabolism of the drug of interest. The closed circles (@)
7 % CYP3A Bg represent the prediction using different cut-off values for F .
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Figure 2 Relationships of AUCR values calculated by the FDA static model and
observed AUCR values (A) and AUCR values calculated by the FDA dynamic model
and observed AUCR values (B). The solid line represents line of unity and dashed lines
represent the 1.5-fold limit in prediction accuracy.
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Table Population pharmacokinetic parameters obtained by the final model and bootstrap
datasets

Final model Bootstrap
Estimate Median (95% Cl)

Parameter

Fopulation mean parameters
CLsystemic: 8y % B8/ 8CR

84 (L/hr): Slope of systemic clearance 255 2.57 (2.38, 2.86)
82 (mg/dL): SCR coefficient in clearance 0.70 0.71 (065, 0.79)
Va=083x B84/TP

83 (L): Slope of volume of distribution 171 17.0 (161, 17.8)

B4 (g/dL): TP coefficient in volume of distribution 6.30 6.27 (5.95, 6.56)
Inter individual variance

wet (%) 38.2 621 (490, 78.0)

why (%) 19.0 456 (4.5 56.2)
Intra individual variance

a1 (%) 296 531 (417, 621)

a> (ma/L) 022 0.44 (0.30,0.82)

SCR: serum creatinine (mg/dL), TP: total protein (g/dL), ClI: confidence interval
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