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Figure 1 The structure of indacaterol maleate
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Synthesis of two related substances of
tolperisone hydrochloride

ZHOU Ya,HUANG Yiling *
( Harvest( Hunan) Pharmaceutical Co.,Ltd., Changsha 410200, China)

Abstract; A study on the related substances of tolperisone hydrochloride identified two positional isomeric

impurities. Using o-bromopropiophenone and m-bromopropiophenone as starting materials , the corresponding

o-methylpropiophenone and m-methylpropiophenone were obtained via Suzuki coupling with methylboronic

acid. Subsequent Mannich reaction with paraformaldehyde and piperidine hydrochloride yielded the ortho-

methyl impurity (A) and meta-methyl impurity (B). The structures of both impurities were confirmed by
ESI-MS,'H-NMR ,and " C-NMR, with purities exceeding 98% as determined by HPLC. This study provided

a reference for establishing quality standards for tolperisone hydrochloride,and offered insights for the study

of other active pharmaceutical ingredients containing similar positional isomers.

o) -HCI 0 -HCl
A B

Key words : tolperisone hydrochloride ; related substances; synthesis; coupled reaction
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