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Abstract: Objective To study the main metabolites and metabolic pathway of magnoflorine in vitro and in vivo. Methods SD rats
were given magnolithine by single gavage at a dose of 50 mg/kg. Urine and feces form 0 h to 24 h, bile form 0 h to 6 h, and plasma
samples at 1, 2, 4, 6, and 8 h after administration were collected. /n vitro metabolism was incubated with rat liver microsome and
intestinal flora. The metabolites were analyzed and identified by the high-resolution HPLC-MS/MS technique. Chromatographic
separation was achieved on Agilent TC-C,; chromatograph column (150 mm x 4.6 mm, 5 pm). The mobile phase consisted of 0.1%
formic acid - acetonitrile with a flow rate of 1.0 mL/min, and the column temperature was 30 °C. The mass spectra were obtained in
positive ion modes with electrospray ionization (ESI), the scanning range was m/z 100 — 1 000. The structures of metabolites were
elucidated by the metabolic rules of drugs in vivo, and combined with the chromatographic retention time of magnoflorine and the
characteristics of fragment ions of MS. Results A total of 12 metabolites were identified in each sample, including 8 phase 1
metabolites and 4 phase II metabolites. The pathways to these metabolites were hydroxylation, demethylation, dehydrogenation,
ketoylation, gluconylation, glucuronide conjugation, and sulfation. Conclusion Magnoflorine could produce metabolic reaction of
phase I and phase II in rat. Intestinal flora and liver drug enzymes could catalyze the phase I metabolism of magnoflorine, and phase
II metabolism exists outside the intestine, and the most likely site is the liver.
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Fig.1 Chemical structure of magnoflorine
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Fig.2 Extracted ion chromatogram (EIC) of magnoflorine and its metabolites in rat urine
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Table 1 Identification of magnoflorine and its metabolites by HPLC-MS/MS
ﬁf*»ﬁ%ﬁ to/min T f%#ﬁ%% iR AB%?fi -
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Ml  C,H,NO;s 9.28.9.65.10.09 358.16 313.09.298.13.280.99.253.05 — Ak +++++ +
M2  C,H,NO, 9.19.9.30 374.16 329.24.297.04 TR FEAL +++++ —
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M5 CyuH,NO, 10.40.10.60 340.15 309.15.295.07.280.15.263.03.235.20 JIi 45 + 4+ —4+ 4+ —
M6 CyH,,NO; 8.82.9.09.9.59.10.16 356.15 325.14.311.09.296.13.279.05 M35 — ¥4 +4+++ 4+ —
M7  CyuH,NO;s 8.82.9.09.9.59.10.16 356.15 325.14.311.09.296.13.279.05 i J Ak, +4+++ 4+ —
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A-urine; B-feces; C-plasma; D-bile; E-liver microparticle temperature incubation system; F-enterobacteriaceae culture medium; + -
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Fig.3 Proposed metabolic pathway of magnoflorine in rat
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