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Analysis of Hypaconitine’s Metabolites and Related Metabolic
CYP Isoforms in Rat Liver Microsomal by UPLC-MS/MS
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2. Changchun Center of Mass Spectrometry, Changchun Institute
of Applied Chemistry, Chinese Academy of Science , Changchun 130022, China)

Abstract; Hypaconitine (HA) is a diester-diterpene type aconitum alkaloid, a potential tox-
icity alkaloid extracted from Aconitum longtounense T. In this study, the hypaconitine’s
metabolites in rat liver microsomes were determined by UPLC-MS/MS and a high resolution
mass spectrogram (HRMS) method. Sulfaphenazole, g-naphthoflavone, quinidine, keto-
conazole, ammonium diethyldithiocarbamate were applied as specific inhibitors for CYP3A,
CYP1A2,.CYP2D6,CYP3A and CYP2E] in rat liver microsomes. The results show that

seven metabolites of hypaconitine were found and characterized in rat liver microsomal incu-
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bations. These metabolites were deduced as 15-dehydrate-HA, 8-O-deacetyl-HA, 2-hy-
droxyl-HA, mesaconitine, 1-O-demethyl-HA, 18-O-demethyl-HA, hydroxyl-8-deacetyl-
HA, respectively, Hypaconitine was mainly metabolized by CYP3A. CYP2C, CYP1A2,
CYP2D and CYP2E1 were important CYP isoforms responsible for the metabolism reaction

of hypaconitine.

Key words: hypaconitine; cytochrome P450; metabolism; UPLC-MS/MS; specific inhibitor
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Fig. 2 Total ion chromatogram of hypaconitine and its metabolites
R 1 RS0 E KRR R4 8 UPLC-MS/MS ¥ 5
Table 1 UPLC-MS/MS data of hypaconitine and its metabolites
after incubation with rat liver microsomes and NADPH
R #/min [M+H]" (m/2) 4y Fak MS? FERF BT Identification
HA 28. 89 616.390 6 Cs3 Hys NOyo 584, 556,524 Hypaconitine
M1 5. 65 590. 367 7 Cs1 Hyg NOqo 572,558,540 2-Hydroxyl-8-deacetyl-HA
MZ 6. 46 614. 379 8 C33 H43 NOm 582,554;522 15*DehydratefHA
M3 10. 54 574.370 1 Ca1 Hys NGOy 556, 542 8-O-Deacetyl-HA
M4 19. 24 632.397 1 Cs3 Hys NO11 572,540 2-Hydroxyl-HA
M5 19.99 602.373 0 Cs2 Hyis NOyo 570,556,542 1-O-Demethyl-HA
MG 20. 54 632. 397 1 C33 H45 NO11 572,540 Mesaconitine
M7 23,23 602. 405 3 Csz His NOpo 570,556,542 18-O-Demethyl-HA
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Fig. 4 MS® spectra of the metabolites of hypaconitine after incubation with rat liver microsomes
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