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mL, 2 BRI , a3 12 h, 0 SE eI , 25 Bk
B, INA R g , 43 5 FAR AN NaHCO; W, 1
Fl NaCl VRS, Bk MgSO, T4, B 7 )5,
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1.2.2 BT S-mbB TES(4) 84 m 1ET
PR B A S-Jw BkB2 iR (1.66 g, 0.01
mol), B R H s (1.16 g, 0.01 mol), (0.076 g,
0.3mmol) , 2K 40 mL, InFA R, 52 7 H H P
AWrZE H, TLC BRES RN, IV S5 5, R 2%
U BRSO STk R 5% B8 ), % — B R
IR UE TR 3 I, FERK IR, BK NapSO, T4 it
LB 2 LG 15 2.20 g IR G IR, IR R
88% .

1.2.3 2-((2,3- =8 FA) T A )-3-AA-1-(2S-
FEALTR)TwmE(S) e & MERFRF A
LR S-mBkERHITE (4) (2.00 g, 8 mmol) , i+
AR R 4 ~5 W, BnA 2, 3- &R H g
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B4 5(2.73 g, 67%), mp:91.6~95.2C,
[a]® +6.25° (¢, 0.04, MeOH), MS: m/429.1
(M"), '"H-.NMR (8,DCly):7.92(s,1H,CH), 7.33
(s,5H), §7.30, 7.25, 7.04(dd, 1H, C,—H, Cs—
H,Cc—H), 6.00 (s, 1H, CH—0), 3.71 (s, 3H,
CH;—CO), 2.48(s,3H,CH;—O0).

1.2.4 1,4=52,6-=F kX 4R-(2,3- =& % &)-
3,5-Mb% ZHR T By S-mAER FES (6-b) 894 5
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BIRLA R 101, RS EL S 3 WA H @A 6-b
0.38g, LN 25% ., mp:91.6~95.2°C, [al¥) +
25°(c, 0.05, MeOH), MS: m /2504.2(M+), 'H-
NMR (8, CDCl;): 7.34 (s, 5H), & 7.16, 7.09,
7.05 (dd, 1H, C,—H, Cs—H, C,—H), 5.94 (s,
1H, Ph—CH), 5.81 (s, 1H, NH), 5.47 (s, 1H,
C,—H),3.67(s,3H, O—CH;), 2.30(s,6H, 2 X
CH;), 2.08(s,3H,CH;) .
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pLo
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mL)IF, IR FHEEE 2 h, 28 1 B, iAUK 30mL,

FH R 3 W, K2 F 38% 1) HCI BR1L £ pH A 1E
1~2 Z [, 885 H 48 GTRPE 3 I, FHTE7K NapSO,
TR, 78 G132 6 51K 0.2 ¢(55.3%),
mp:205~206C .
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Fig.1 HPLC analysis of diastereoisomer 6
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3,5 R T LB (1) 04 B InA
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R, OV SE)G , IAIK 40 mL, 2R R TR,
B HUAHTE K A &bk vk, T4, 2 R iE A e 1
FEAOER 0.19 g(90% ) mp: 144 ~ 146 °C (3CHA{H
145.4CB) , [«J¥ +6.67°(c, 0.03, MeOH) (3C ik
{8 6.8°3)'H-NMR (8, CDCI3) : 7.30(dd, 1H, C—
H), §7.28(dd,1H,C,—H),7.07 (dd, 1H,Cs—H)
,5.58(brs, 1H, NH), 5.45(s, 1H, C,—H), 4.05
(q,2H,CH,0),3.60(s,3H, 0—CH;),2.30 (s, 6H,
2% CH;),1.14(t,3H,CH;) .
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Resolution of racemic felodipine

LIU LinNing ZHENG GuoJun

(College of Life Science and Technology, Beijing University of Chemical Technology, Beijing 100029, China)

Abstract: A novel green method is reported for the resolution of racemic felodipine. S-mandelic acid was esteri-
fied to give a methyl ester, and then transesterified with methyl acetoacetate, for which process iodine was found
to be a practical and useful Lewis acid catalyst. Sulfuric acid was found to be an efficient catalyst for the subse-
quent Knoevenagel condensation of the active methylene S-mandelic methyl acetoacetate with 2, 3-dichloroben-
zaldehyde under solvent free conditions. A subsequent Michael addition reaction gave diastereomers of the com-
pound 1, 4-dihydro-2, 6-dimethyl-4 R-(2, 3-dichlorobenzene )-3, 5-pyridinecarboxylic acid methyl S-mandelic
methyl ester. Recrystallization from acetonitrile afforded the diastereomer which was converted into the target
product felodipine. by hydrolysis and esterification. The intermediates and final product were characterized by
MS and '"H-NMR spectroscopy.

Key words: felodipine; S-mandelic acid; resolution; calcium channel blocker



