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Synthesis of related impurities in Oseltamivir phosphate

WU Pi-ye' ,LAI Xiao-yan® ,TANG Qing-hua® ,DAI Peng’ ,ZHA Gao-feng*
1. Materials Science and Engineering, Wuhan Institute of Technology Wuhan 430200, China;
2. School of Chemistry , Chemical Engineering and Life Science, WuhanUniversity of Technology, Wuhan 430070, China

Abstract ;: Oseltamivir phosphate as a potent selective neuraminidase inhibitor is the most effective treat-
ment of avian influenza now. There are two related substances of Oseltamivir phosphate recorded in
USP38. Impurity (3R, 4R, 5S)-4-acetamido-5-amino-3- (1-ethylpropoxy) -1-cyclohexene-1- carboxylic
acid(A) is produced during the refining and storage of the raw material medicine. We optimized the
synthesis process of A and got it with a 86. 6% yicld by conventional separation methods . Impurity 4-
Acetylamino- 3-hydroxybenzoic acid ethyl ester(B)is the other related substance recorded, and there is
no report about synthetic route of it so far. After exploring the references related to B, we proposed a
synthesis process, using 3- hydroxy -4- amino benzoic acid as raw material and acetic anhydride as acyla-
tion reagent, then adding sodium hydroxide and hydrochloric acid to regulate pH, sequently hydrolysis
occurring. Finally we got B with a 52. 1% vyield by bromoethane as alkylating agent . The entire syn-
thetic route has the advantages of simple operation, mild reaction condition and no environmental pollu-
tion, which has practical significance for the production, inspection and storage of Oseltamivir phos-
phate.
Key words: Oseltamivir phosphate; impurity synthesis; structure identification
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