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1H, pyrimidine Hq),10.55 (s, 1H, NH);"C NMR
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Table 1  Effect of molar ratio on the yield

REJR I, i

Q- BRI BT e S LA ) B
1 1.00:1.10:1.10 74.4%
2 1.00:1.20:1.10 80.9%
3 1.00:1.30:1.10 82.1%
4 1.00:1.40:1.10 82.7%
5 1.00:1.25:1.10 82.2%
6 1.00:1.25:1.05 83.5%
7 1.00:1.25:1.00 78.6%
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Fig.2  Proton nuclear magnetic resonance spectrum of |
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Fig.3 Carbon—13 nuclear magnetic resonance spectrum of 1
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Synthesis of 4—( (4—chloropyrimidin—2-yl)amino ) benzonitrile

JU Xiu-lian'*, QIAO Heng', GU Shuang—xi'?, ZHU Yuan-yuan®
1. School of Chemical Engineering and Pharmacy, Wuhan Institute of Technology, Wuhan 430074, China;
2. Key Lab for Green Chemical Process of Ministry of Education (Wuhan Institute of Technology), Wuhan 430074, China;
3. School of Chemistry and Environmental Engineering, Wuhan Institute of Technology, Wuhan 430074, China

Abstract : 4—( (4—chloropyrimidin-2—yl )amino )benzonitrile ( I ) is an important intermediate of diarylpyrim-
idine HIV-1 reverse transcriptase inhibitors and its derivatives. 2—(methylthio)pyrimidin— 4 (1H)—one ( II )
was prepared at room temperature from 2-thiouracil using iodomethane as methylation reagent and sodium hy-
droxide as base. The yield of crude Il reached 83.5% under the optimized molar ratio of 1.00(2-thiouracil) .
1.25(iodomethane ) ; 1.05(sodium hydroxide).With no further purification, such as recrystallization, Il react-
ed with para—aminobenzonitrile in the absence of solvent at 180-190°C and the crude4—((4-oxo-1,4-dihy-
dropyrimidin—2-yl )amino ) benzonitrile () was obtained with a yield of 71.9%. Then, the unpurified Illre-
acted withphosphorus oxychloride and the chlorinated product was obtainedwith a yield of 67.3%. The three—
step total yield of I reached 40.4%

ton nuclear magnetic resonance spectra and carbon-13 nuclear magnetic resonance spectra, which showed no

(calculated from 2—thiouracil). The structure of I was confirmed bypro-

any other chemical shift of impurities except for the characteristic absorption peaks of I . Now the data of nu-
clear magnetic resonance have not been reported publicly.

Key words:4—( (4—chloropyrimidin—2—yl)amino ) benzonitrile ; HIV—1 inhibitors ; methylation ; solvent—free re-
action ; chlorination
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