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Improvement of optical resolution of dl-n-butylphthalide
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Abstract: Chemical resolution of dl-n-butylphthalide is improved to increase the optical purity and yield of the end
product. The method is as follows : dl-n-butylphthalide opens ring in solution of sodium hydroxide and then is acidized
with hydrochloric acid. ( + )2-(1-hydroxypentyl) benzoic acid is obtained, which then reacts with L-a-phenylethylamine
to give the corresponding diastereoisomeric amine salts. The amine salts are recrystallized with acetone/L-a-
phenylethylamine mixed solution to give L-a-phenylethylamine amine of L-n-butylphthalide, and subsequently convert to
L-n-butylphthalide via acidifization, cyclization and vacuum distillation. The optimal conditions are determined by the
comparative study. Thermal decomposition of L-a-phenylethylamine amine of L-n-butylphthalide in the process of
recrystallization is restrained, and the yield ( > 25% ) and optical purity ( > 99% ee) of the desired product are
increased.
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