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Fig. 1 Synthetic route of etravirine
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Synthesis of HIV-1 inhibitor etravirine

GU Shuang-xi''* ,QIAO Heng'* ,DUAN Ting"* ,ZHU Yuan-yuan® ,CHEN Jin-fang"*® ,JU Xiu-lian"*
1. School of Chemical Engineering and Pharmacy, Wuhan Institute of Technology, Wuhan 430074 ,China;
2. Key Laboratory of Green Chemical Process(Wuhan Institute of Technology ), Ministry of Education, Wuhan 430074, China;
3. School of Chemistry and Environmental Engineering, Wuhan Institute of Technology, Wuhan 430074, China

Abstract: To overcome the high-cost problem in the present synthetic process of etravirine ( | ),Joshi-
Maikap synthetic strategy was adopted to prepare | according to optimized process as follows: raw ma-
terials 2,4, 6-Trichloropyrimidine ( [[ ) and 3,5,-dimethyl-4-hydroxybenzonitrile ([[[ ) were subject to
nucleophilic substitution at C-4 position on pyrimidine ring to get intermediate [V in the presence of N,
N-diisopropylethylamine and 1,4-dioxane in a yield of 82.3%. Then IV and 4-aminobenzonitrile reacted
at C-2 position on pyrimidine ring to afford intermediate V in a yield of 61. 7% ,followed by aminolysis
of V in the presence of ammonia and 1,4-dioxane to get C-6 nucleophilic substituted intermediate V[ in
a yield of 84.5%. Finally, V| was brominated in dichloromethane to get | in a yield of 81.3%. And the
four-step total yield was raised to 34. 9% from the reported 30. 4%. The data of melting point, mass
spectrometry and 1H NMR are in accordance with that in literature.
Key words: etravirine; HIV-1 inhibitors; AIDS; diarylpyrimidines
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