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Synthesis of Ranolazine

HE Yong-jun, LUO Shi-neng, XIE Min-hao, LIU Ya-ling, ZOU Pei( Jiangsu Institute of Nuclear Medicine, WuXi 214063,
China )

ABSTRACT: OBJECTIVE To synthesize Ranolazine, anew drug for the treatment of antianginal. METHOD Ranolazine was pre-
pared from 2, 6-dimethylaniline by chloacetylation, condensation with piperazine, at last treated with 1-(2-methoxyphenoxy)-2, 3-ep-
oxypropane(2) to get Ranolazine. RESULTS The structure of Ranolazine was Characterized by the melting point, IR, IHNMR and
MS. The preparative of immediate 1-[ (2, 6-dimethylphenyl ) aminocarbonylmethyl ] piperazine (4) was improved, the purity and the
yield of the target compound were increased. CONCLUSION The process can be easily controlled and is suitable for a scale produc-
tion.
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VAT B = B S IE 77 ) G B A R o R € 1 £ 500mL = FUBSHL AT, A 14. 5g F S AL H530mL 7K.
o, TSRk S B e IR 8, PR Rl 63.49%  100mL AN ERA 38g 2- I (LRI, S P I 5 218 A
PREE70.4% o A KR LI 1 40g FRA G [0 28 3h, ¥ 215 in 100mL 2, fk, 73 A
1 R4 BLIZ 7K, T8, 26 25 H 1R 40> 9ol 26 18 15 (20 20g, 180°C/

1% 5 Yanadimoto ¥ 55.1%, IR A Bio-Rad Win-IR i+ 20mHg, g % K 68. 6% o IR (KBr, em ™' ) :3065,2929, 2839,
MRS LA 53 6O B NMR A Bruker Am-500 #2143t 4 1593,1254,1225.
1%, » MS | Waters Platform ZMD4000 %Y 4% o 3 2-8-N-(2,6-“HEXE) 2B &
Bl & kiEs FE 1L = HRH R BIA 500mL — % {4 .48 2, 6- 1
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S 3 x 150mL A1, 45 HLIZ KB, T4, Wedn =1, B %/
B E 2 i 45 1 (0 45 i 44g, RSN 70.4%  mp272 ~275°C
(43D, IRCKBr, cm ™' ) :3460, 3306, 1684, 1503, MS(M + 1,
m/z):248.5.
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FE S i 600mL H L 1200mL T3, 12. 0g(2),
15.0g(4), [l Sh, ¥ 41, i A HC <&, #1003, # & i
T 308 AR VA, VRV, 19 R, B E 45 0, 19

L AR 45 5 23, i3 T6. 0% , mpl66 ~ 168°C . (3¢
k1164 ~166°C )« TR(KBr, cm ™' ): 3382, 3003, 16911594,
1536, 1507, 1256, 1125, 964, 750, MS( M-2HCL + 1, m/z):
428.6.
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