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Synthesis of antitumor agent afatinib
WU Shu-hui' ,YANG Bo® ,ZHAO Ling'

(1. School of Biology and Pharmaceutical Engineering, Wuhan Polytechnic University , Wuhan 430023 , China;
2. Wuhan Ying Purui Pharmaceutical Technology Co. ,Ltd. , Wuhan 430000, China)
Abstract ; Afatinib ( BIBW2992) ,a novel potent and selective inhibitor of the VEGF and HER2 ,was designed to in-
hibit tumor growth. In order to improve the synthesis of Afatinib and to optimize its procedure,a stream lined syn-
thetic route was designed. The key intermediate 4-(3-chloro-4-fiuoro-phenylamino ) -7-fluoro-6-nitroq-unin-a-zoline
was synthesized from 2 ,7-Fluoro-6-Nitro-4 ( H) -Quinazoline via, chlorination , substitution reaction finally , via substi-
tution , reduction acylation reaction to afford target compound Afatinib. The overall yield of the target compound was
66% ,and its structure was confirmed by ' H-NMR and MS. Conclusion :In comparison with the reported procedure,
during our optimized process, this stream lined synthetic process of afatinb highlights excellent yield in almost every
procedure , ease of operation ,robustness,as well as green chemistry ,and thus should be amenable to large-scale pro-

duction.
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