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Study on the metabolism of karanjin in the rat liver microsome
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Abstract; OBJECTIVE To investigate the metabolic stability of karanjin in the rat liver microsomes in vitro ,and to identify the met-
abolic phenotyping. METHODS Karanjin was incubated at 37 °C with rat liver microsome. The concentrations of karanjin in the incu-
bation systems were determined by a UPLC — MS/MS method to evaluate the metabolic stability of karanjin. The cytochrome P450
(CYP) phenotyping of karanjin was identified using specific inhibitors of CYP isoforms ( CYP2E1,2C19,1A2,2D6,2C9 and 3A4) in
the rat microsomal incubation system. RESULTS In rat liver microsome, karanjin could be metabolically eliminated in the presence of
NADPH. The t,,, of karanjin was 1.97 hour. The extrapolated hepatic clearance was 0.70 mL+h ™' +mg™". The results of CYP phenotyping
indicated that CYP1A2 was mainly involved in the metabolism of karanjin. CONCLUSION Karanjin was mainly metabolized by a num-
ber of CYP isoenzymes in rat liver microsome,CYP1A2 was the major metabolic enzymes responsible for the metabolism of karanjin.
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Figure 1 Metabolic remaining of karanjin in the rat microsome

(n=3)
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Table 1 Effects of CYP inhibitors on the metabolism of karanjin in

rat liver microsome(x +s,n=3)

Remaining of karanjin/

Inhibitors Clearance rate/%

Mmol-L’]
DDTC(CYP2EL)  2.31 £0.07 45.89 +8.49
TCP(CYP2C19) 2.24 +0.05 51.24 +3.23
ANF(CYP1A2) 2.79 £0.05 2.68 £3.92
QND(CYP2D6) 2.29 £0.06 47.15 +4.40
KCZ(CYP3A4) 2.33 £0.05 43.99 +4.66
SPP(CYP2C9) 2.22 +0.08 53.28 £6.72
75 A R 1.69 £0.06 100
Ef4H 2.82 +0.01 -
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Figure 2 Chromatograms of incubation sample of karanjin ( A)

and blank rat liver microsome(B)
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Table 2  Results of recovery test and precision test of karanjin

(ng-mL~",n=5)

RSD/ %
Added Detected Recovery/% - -
intra —day  inter — day
70.00 67.68 96.96 +4.51  7.16 7.79
200. 00 203.56 101.78 £2.34 5.05 7.06
800. 00 790. 12 98.77 £2.15 2.11 3.62
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