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In Vitro Inhibitory Effect of Main Flavonoids Ingredients of Genkwa Flos on Liver Microsomal UGTs
and UGT1A1 Activities

CHEN Hongying, MIAO Peipei, GUO Chang’e, CHEN Ning, MA Pengkai, LI Hongpin, ZHU Hongyu, GAO
Xing, ZHANG Yujie*(School of Chinese Materia Medica, Beijing University of Chinese Medicine, Beijing 100102, China)

ABSTRACT: OBJECTIVE To investigate the inhibition of genkwanin and apigenin on UGTs and UGT1AL1 activities of
different liver microsomes. METHODS In the present study, in vitro liver microsornal incubation model was used.
4-nitrophenol (4-NP) and bilirubin were elected as substrates to determine activities of UGTs and UGT1A1l by UV and
UPLC-MS/MS, respectively. RESULTS Genkwanin and apigenin significantly inhibited UGTs activity in rats, mice and
human liver microsome. In rats liver microsome temperature hatch system, the inhibition strength suitable genkwanin was higher
than apigenin. In mice and human liver microsome temperature hatch system, the inhibition strength suitable apigenin was higher
than genkwanin. UGT1A1 activity was inhibited by genkwanin and apigenin with ICsy about 23.21, 12.40 pmol-L™" in human
liver microsome, respectively. The inhibition types were competitive inhibition. Inhibition of apigenin was better than genkwanin.
CONCLUSION The results indicate that genkwanin and apigenin show different level of inhibition effects. This result may be
caused drug interactions based on UGT1A1 enzyme.

KEY WORDS: Genkwa Flos; genkwanin; apigenin; UGTs; UGT1A1; liver microsomes; inhibitory effect
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Fig.1 The structure of genkwanin(A) and apigenin(B)
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I % AP D-H A P R -1,4- N IR A
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B R e R R A SRR I, K 36K,
Vinax N2 M Dixon-Plot BRI %1, 1/V XMl 71E
BT 1) — & ELZRAR IR T8 — R R . Bkl e qt
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Fig. 2 The inhibition of genkwanin and apigenin on UGT1AI in human liver microsomes (A), Lineweaver—Burk plot (B),
Dixon plot (C) and Second plot of slopes from Lineweaver—Burk plot vs hydroxygenkwanin concentrations (D)(n=3)
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