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Improved Synthetic Process of Key Intermediate of Risperidone

JIN Yongjun, HUANG Wenfeng, HU Jiaxing, ZHANG Jian, YU Wenlong*
(Zhejiang Huahai Pharmaceutical Co., Ltd., Taizhou 317016)

ABSTRACT: The improved synthetic process of 3- (2-chloroethyl) -2-methyl-6,7,8,9-tetrahydro-4H-pyrido[1,2-a]-
pyrimidin-4-one (1), a key intermediate of risperidone, was reported. 2-Aminopyridine (3) reacted with 2-acetyl-y-
butyrolactone (4) in POCI, to give 3-(2-chloroethyl) -2-methyl-4H-pyrido[1,2-a] pyrimidin-4-one (2), followed by the
hydrogenation catalyzed by Pd/C to obtain the target compound with a total yield of 72% (based on 3), and the purity was
more than 99.5%. Feeding orders had a significant effect on the yield of intermediate 2. The toluene solution of 3 and 4
was added dropwise to POCI;, and the yield by the above feeding method could be increased from 52% to 80%. In the
hydrogenation reaction, 9% hydrochloric acid aqueous solution as the solvent (about 4 eq HCI of 2) could help to inhibit
the formation of dechlorination impurity. This process reported herein was suitable for industrial production.
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7.09(m, 1H), 3.77 ~ 3.82(m, 2H), 3.53(d, J=4 Hz,
3H), 3.14 ~ 3.18(m, 2H) ; *C NMR (100 MHz,
CDCl,) §: 162.77, 157.63, 148.76, 135.41, 126.91,
125.78, 115.04, 111.68, 42.62, 30.52, 22.88 ;
HRMS (m/z) : 223.062 6 [M+H]",
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3.87(m, 2H), 3.58 ~ 3.70(m, 2H), 2.74 ~ 2.94 (m,
4H), 2.16 ~ 2.26 (m, 3H), 1.75 ~ 1.92 (m, 4H) ;
“¥C NMR (100 MHz, CDCI,) §: 162.21, 159.70,
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156.52, 117.18, 42.78, 42.65, 31.42, 29.97, 21.85,
21.59,19.14 ; HRMS (m/z) : 227.094 1[M+H]".
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