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Improvement of the Synthesis Technology of Sorafenib Tosylate
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ABSTRACT OBJECTIVE: To improve the synthesis technology of sorafenib tosylate ( I ). METHODS: The intermediate N-
methyl-(4-chlorpyridin-2-yl) carboxamide (IV) was obtained by chlorination and amidation with 2-picolinic acid as the starting com-
pound. Meanwhile, N-[4-chloro-3- (triflouromethyl) phenyl]-N’ - (4-hydroxyphenyl)urea ( VI ) was prepared from aminophenol and
4-chloro -3-trifluoromethyl phenyl isocyanate, which was obtained from 4-chloro-3- (trifluoromethyl) aniline ( V) by reaction with
initiator triethylamine. Sorafenib tosylate was synthesized from IV and VI with potassium tert-butoxide by condensation and salt for-
mation. The target compound was characterized by 'H-NMR. RESULTS: The target compound was confirmed as [ , with the over-
all yield of 74% [based on 4-chloro-3- (trifluoromethylanilin)]. The purification of chromatogram was 94% . Optimized technology
improves yield and simplifies multi-step intermediate decompression, distillation and purification process; the application of initia-
tor shortens the duration of reaction. CONCLUSIONS: [ is prepared successfully, and raw material can be obtained easily and is
easy to operate with high yield.
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