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Synthesis of Sartanbipheny Catalyzed by Hiyama Reaction
GUO Meng-ping, QI Liang, ZHANG Qiao-chu, WEN Yong-ju (Institute of Coordination Catalysis/College of
Chemistry and Bio-engineering, Yichun University, Jiangxi Yichun 336000, China)

ABSTRACT OBIECTIVE: To establish new synthesis method of sartanbipheny, and to optimize synthesis technology so as to
simplify synthesis route and reduce environmental pollution. METHODS: Using isopropanol/H.O (1:1) as the solvent, the target
compound was synthesized from Hiyama cross-coupling reaction catalyzed by PdCL/N-Methyliminodiacetic acid using triethoxy
(p-methylphenyl) silane and bromobenzonitrile as starting material at 80 °C for 24 h. The target compound was characterized with
'H-NMR and “C-NMR. Using yield as index, the amount of fluorine ion, ratio of triethoxy (p-methylphenyl) silane to bromobenzo-
nitrileas, reaction temperature and time were all screened. RESULTS: The final compound was target compound with yield of 63 %
and purity >99%. The yield of compound was the highest when the amount of fluorine ion was 1.5 times of amount of substance
of bromobenzonitrile; the ratio of triethoxy (p-methylphenyl) silane to bromobenzonitrileas was 1:1.2; reaction temperature and
time was 80 °C and 24 h. CONCLUSIONS: The materials are available and the procedures are manipulated easily and environmen-
tal in high yields in aqueous and solvent system. It is suitable for scale-up preparation and production of sartanbipheny.
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Fig1 The synthesis route of sartanbipheny
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Pharmacokinetic Study of Bestatin/5-Fluorouracil in Rats with Intravenous Administration

JING Fan-bo', XU Wen', GONG Wei-ling”, LIU Dong-hua', SUI Zhong-guo'(1.The Affiliated Hospital of Qingdao
University, Shandong Qingdao 266003, China;2.Graduate Student of Grade 2011, Medical College of Qingdao
University, Shandong Qingdao 266071, China)

ABSTRACT OBIJECTIVE: To establish a method for determining plasma concentrations of Bestatin (Bes)/5-Fluorouracil (5-
FU), and to study its pharmacokinetic characteristics. METHODS: 6 rats were given Bes/5-FU sodium chloride solution 84 mg/kg
via femoral vein. Plasma samples were collected from retinal vein plexus 0.033, 0.083, 0.167, 0.333, 0.5, 1, 2, 3, 4, 6, 8 and
10 h after medication. The plasma concentrations of Bes/5-FU and 5-FU were detected with HPLC, and DAS 2.0 software was
used to calculated the main pharmacokinetics parameters of 5-FU. The determination was performed on Venusil ASB C;s with mo-
bile phase consisted of acetonitrile-0.05% formic acid (22:78) for Bes/5-FU, methanol-water (5:95) for 5-FU at the flow rate of
1 ml/min. The detection wavelength was set at 262.7 nm for Bes/5-FU and 266 nm for 5-FU. The column temperature was 25 C,
and sample size was 30 pl for Bes/5-FU and 20 pl for 5-FU. RESULTS: Bes/5-FU had been metabolized completely 2 h after medi-
cation. The #,» was (0.14 +0.04) h, MRTo0» was (0.17 £0.04) h, AUCo, was (17.73 +6.27) pg-h/ml, AUC, . was (17.78 +
6.31) pg-h/ml for 5-FU. CONCLUSIONS: The method can detect plasma concentration of Bes/5-FU and its metabolite 5-FU in
rats rapidly and accurately. Bes/5-FU is metabolized as 5-FU rapidly in vivo.

KEYWORDS Bestatin/5-Fluorouracil; HPLC; Rats; Pharmacokinetics
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