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Number: CCMP93-RD-044

Construction and Evaluation of In Vitro
Model for Prediction of Herb-Drug
Interactions

Ming-Thau Sheu
Taipei Medical University

ABSTRACT

To investigate the possible drug interaction with Chinese herbal medicine, hot
water decoctions or 40% ethanol infusions of several Umbelliferous and their
prescriptions were examined in vitro for their abilities to inhibit rat cytochrome
P450 3A4 (CYP3A4). Addition of each decoction or infusion from Bai Zhi
(Angelica dahurica radrix), Qiang Huo (Notopterygium incisum root), Danggui
(Chinese Agelica radrix), Fang Feng (Saposhnikovia divaricata radrix), Duhuo
(Angelica japonica) Resulted in various degrees of human CYP3A4 inhibition as
determined by microsomal oxidized nifedipine. The inhibitory potency was
consistent with the abundance of the hydrophobic components for each sample.
Experiments on the infusion of a Qiang Huo showed the major role of
furanocoumarins on rat CYP3A4 inhibition. Some formulated prescriptions,
however, showed intense inhibition with their hydrophobic fractions rather than
with their hydrophilic fractions, suggesting that components furanocoumarins in
herbal prescriptions may cause CYP3A4 inhibition. These results indicated the
necessity of intensive investigations on the possible drug interaction with herbal
medicines.
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Duhuo (Angelica japonica) & 2 = s.en2 Z 44120k 100 £ 2 7 &
250FH s BERFE Y- ] PF o X {FA ether 3 & hE B>

Eu ether }é} ’ 3\@_;1 ? 1}3_%1 1}% s 1 r§ fﬁ,,if?}ﬂ% *ﬁ‘/z: (HPLC) A}ﬂ]ﬁ' ,
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HEFESEY fﬁ‘} AT B B NS 2 M T B E T i B
Meit o i@ R NPT Y o i {74 BUFRm e 03B (Hepatocyte
isolation ) » #7 5 B A Im e 12k 1 2 g B~ 18 o i (microsomes )
AR P RS IR T h U AR . ¥ W PO
(- ) 5P lmee )
E::%},E’r‘_—-—\_—km_‘r} BH> ﬁ,fém’i'é"}él]éﬂl ffé”—”'“r."lﬂk;”-g
E/GE R 250-350 2 ket 4 0 Bk FEOTHmE o F A
v K * ketamine/xylaine (80mg, 12mg/mL ) RESER Y R
* £ 5 ImL/kg o Frf%is e 7 £ 5> k2~ heparin @ i jta >
F - PR ECiRR R D TR R 7iE N (perfusion) 0 B T R
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