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Synthesis of Anagrelide Trichloro Derivative

CAI Zeyu ,HU Wei , MENG Xianhua , WANG Zhengxiong
Wuhan R&D Center, Hubei Hongyuan Pharmaceutical Technology Co., Ltd, Wuhan 430206, China

Abstract: Starting from 3, 4, 5-trichloroaniline, an anagrelide trichloroderivative was synthesized via 5
sequential reaction steps including Sandmeyer reaction, oxidative ring-opening, reduction, alkylation, and
of 70-80 C in the

In the oxidative ring-opening

cyclization reactions. The reaction temperature was adjusted in the range
Sandmeyer reaction, and the yield of 4, 5, 6-trichloroindigo reached 79.7% .
process, concentrated HO, solution was added drop by drop into a 6 mol/L. NaOH aqueous solution at a constant
temperature of 50 C, and the yield of 6-amino-2, 3, 4-trichloro-benzoic acid was 64.4% . In the cyclization
reaction, chloroformamidinehydrochloride was employed as the cyclizing agent instead of the highly toxic
cyanogen bromide. The overall products and intermediates in each reaction step were characterized using mass
spectroscopy and '"HNMR spectroscopy, and the results are in good agreement with the corresponding molecular
structures. This study provides a novel method to synthesize an anagrelide trichloroderivative with relatively less
steps and high yield, thus showing a good prospect for industrial application.
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Fig. 1 Structure of anagrelide trichloro derivative
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Fig. 2 Synthesis process of anagrelide trichloro derivative
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