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Synthesis of the Key Intermediate of Ticagrelor and

Its Preparation Process Optimization
ZHENG Legui', ZHAO Yang® ,CHENG Cheng®, ZHAO Jinhao® , XIA Min'
(1. School of Science, Zhejang Sci-Tech University, Hangzhou 310018, China; 2. College of

Pharmaceutical Science, Zhejiang University of Technology , Hangzhou 310014, China; 3. Institute

of Pesticide and Environmental Toxicology , Zhejiang University, Hangzhou 310029, China)

Abstract: As a key intermediate of new anticoagulant Ticagrelor, (5S,6S)-benzyl-5, 6-dihydroxy-2-

oxa-3-azabicyclo[ 2. 2. 1 Jheptane-3-carboxylate(TG-4), was synthesized by a new technology. First of all,

more stable Cyclohexanone oxime (TG-1) was used as starting material, and TG-3 was synthesized

through the innovative, simple and energy-saving method of continuous reaction. The overall yield of three

steps was 87% ., 33% higher than other reports. Then, cheap KMnO, was used to replace the OsO,

reported in literatures for oxidation of double bond, and the orthogonal test was done for the reaction

temperature, time and molar ratio. Thus, the optimum process was acquired for potassium permanganate

oxidation. The structure of product is confirmed by ' HNMR and MS.

Key words: Ticagrelor; Cyclohexanone oxime; continuous reaction; double-bond oxidation
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