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A limited sampling strategy of phenotyping probe midazolam to predict inhibited F CYP3A

activities of hepatic CYP3A in rats b IBR Ik e

ZHU Xue-hui; JIAO Jian-jie; ZHANG Cai-li; LOU Jian-shi LIU Chang-xiao b e
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Abstract: .
PEEEN

The present study was to evaluate feasibility of a limited sampling strategy (LSS) in the prediction of b 5KAIE

inhibited hepatic CYP3A activity with systemic clearance of midazolam (MDZ), a hepatic CYP3A activity bR

phenotyping probe. Rats were pretreated with a serial doses of ketoconazole, a selective inhibitor on B UI=ES

CYP3A. Blood samples were collected and detected for MDZ at specified time points after intravenous _
injection of MDZ. Stepwise regression analysis and a Jack-knife validation procedures were performed in LBl
one group of rats as training set to establish the most informative LSS model for accurately estimating F Article by

the clearance of MDZ. Another group of rats with same treatment was used as validation set to estimate F Article by

the individual clearance based on predictive equations derived from the training set. Bland-Altman plots
showed a good agreement between the systemic clearance calculated from DAS (CLobS) and

corresponding parameter that was derived from three LSS models (CL_,). LSS models derived from two b Article by

or three sampling time points, including 60, 90 min, 30, 60, 90 min and 30, 60, 120 min, exhibited a F Article by
good accuracy and acceptable error for estimating the Clops of MDZ to evaluate hepatic CYP3A activity,

F Article by

especially the 60, 90 min LSS model is most accurate and convenient. The results supported that limited
plasma sampling to predict the systemic clearance of MDZ is easier than the usual method for estimating
CYP3A phenotyping when the hepatic activity of CYP3A is reduced in the rat. The present study provided
theoretical basis and laboratory evidence for LSS to clinically evaluate metabolizing function of liver and
design rational drug regimen.
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