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Investigation of metabolism of S25 in liver microsomes

WEN Huding' TIAN Rui-min> WEN Dan' XU Zheng-min’
(1. Department of Nuclear Medicine Affiliated Hospital of North Sichuan Madical College; 2. Institute of Materia Medica; 3. School of
Pharmacy North Sichuan Medical College Nanchong 63700 Sichuan China)

[Abstract] Objective: To investigate the metabolic stability of S25 in different species and to determine the metabolic phenotype
of S25. Methods: S25 were incubated with liver microsomes from human mouse rat beagle dog and monkey respectively. Then the con—
centrations of 325 were measured by UPLC-MS/MS to evaluated the metabolic stability of S25 and derived the half - life period and
scavenging rate in the body. The metabolic phenotyping of S25 was identified by specific inhibitors of isoforms of CYP450 in rat micro—
somal incubation system. Results: The corresponding half-ife period( t,,,) were 45 187.3 43.31 130.75 and 198min intrinsic clear—
ance( CLint) were 30.8 7.4 32 10.6 and 7/mL *min~' *mg ™" protein respectively. In human liver microsomes $25 was mainly me—
tabolized by CYP2E1 CYP2C9 and CYP2C19. Conclusion: S25 are metabolized by Several CYP450 isoforms rapidly in liver micro—
somes. There is no difference in metabolic kinetics between human and rat. The liver microsomal metabolic system of rat can be used for
evaluation the adverse reactions of S25 in human.
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