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Microbial transformation of amfepramone by Cunninghamella blakesleana
AS 3.153

WU Yan-pingt, HE Yan-yan®, QI Xiu-lan?, XU Wei2, CHEN Yu3, SUN Lul

(1. Department of Analytical Chemistry, 2. Department of Microbiology, 3. Vocational and Technical
School, Shenyang Pharmaceutical University, Shenyang 110016, China)

Abstract
OBJECTIVE To find a suitable microorganism that could metabolize amfepramone and yield morpholine-
hydroxyamfepramone. METHODS The most suitable microorganism species was selected from among four species of

Cunnighamella by high performance liquid chromatography-tandem mass spectrometry (HPLC-MS"). The transformation
conditions of initial medium pH 6.0, 6.5, 7.0, 7.5, 8.0 and 8.5, the substrate concentrations 0.025, 0.05, 0.1 and 0.2 g-L'l,
and the conversion time 72, 96, 120, 144 and 168 h were optimized. RESUL TS Based on the data of HPLC-M S", it can be
inferred that 3 metabolites, including mono-hydroxyamfepramone and sulfate conjugation of mono-hydroxyamfepramone,
were transformed by C. blakesleana AS 3.153. M2 was defined as morpholine-hydroxyamfepramone by HPLC-MS". The
yield of M2 was the highest when pH was 8.0, substrate concentration 0.1 g-L'1 and incubation time 168 h. After M2 was
isolated and purified, M2 was confirmed to be morpholine-hydroxyamfepramone according to MS and NMR.

CONCLUSION C. blakesleana AS 3.153 metabolizes amfepramone in asimilar way to humans, so it can beused asanin
vitro model for mammalian drug metabolism. M2 could be yielded by this microorganism under optimized conditions.
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