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Fig.1 Resolution route of Pregablin
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Tab.1 The effect of different molar ratio
of Racemic Pregabalin and (S) -

( +) —Mandelic acid on Purity and yield

n (8 T EL AR B AR ) - S,S -3k
e/ %

n(S-(+) - M) A/ %
1:1.25 97.03 89.67
1:1.30 97.34 90. 52
1:1.35 97.63 91.38
1:1.40 98.50 92.40
1:1.45 97.22 93.27
1:1.50 96. 83 93.31
1:1.55 96.09 93.42
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Tab.2 The comparative experiments of different

volume ratio of isopropyl alcohol(IPA) to H,O

VORANBEL):VOK) S8Rl & h/% R/ %
9:1 97.22 88.83

10: 1 98.03 88.92

20: 1 98.09 91.95

33:1 98.50 92.40

50: 1 98.02 93.21

P 96.81 93.56
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Fig.2 Purity analysis of racemic pregabalin
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T AT IE ER O A v ) K R R A AR R Y
SEA HODY K R KRR LG 1001 2 350 1 34
TS sy, St i 45 W3R 3 s,
£ 3  ANE M KRR K B FR b o 3 B IE

Tab.3 The comparative experiments of different

7 X 3 B B AR R R AR G S R 1 L L A
AT HARR S, S - hiRE Y 8 EURL, 5 N B
EKBORFRIE N 201 28 7: 1 JEAT S0 8, HL 92 56 &5
L 4 TR,

90

o o
! 2 3
70t T
60
501
2 40t
E 3o}
201
o ] |
0 1
0 5 10 15 20 25
I [B]/min

3 S, S-HESBkEhisfE HPLC 28547
Fig.3 Purity analysis of degrees of salt
decomposition in tetrahydrofuran by HPLC
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Tab.4 The comparative experiments of different

volume ratio of IPA to H,O

volume ratio of THF to H,O %

VA e CRIRIE) e R (i
W) :VOKR)  (EEEAA/S,S-E8) EAk/S,S-4h)
10: 1 34.53/61.58 34.53/25.25
15:1 41.67/57.95 41.67/23.76
20: 1 45.82/53.40 45.82/21.89
25:1 43.96/55.79 43.96/22.87
30: 1 40.81/58.85 40.81/24.12
35:1 38.60/61.18 38.60/25.08
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Research of the Chemical Resolution Process for Pregabalin

LI Wen', LIU Chun-xia', YU Yu-zheng', ZHANG Hua', CHEN Shui-ku®, ZHANG Fang-jie’

(1. School of Chemical Engineering and Energy, Zhengzhou University, Zhengzhou 450001, China;

2. Henan Furen Pharmaceutical Technology Development Co. Lid, Zhengzhou 450002, China)

Abstract; This paper studies the chemical resolution process of Pregabalin. Process for resolving racemic Pre-

gabalin to S- Pregabalin by using S- mandelic acid as the resolving agent, the content of each component in the

resolution process were determined by HPLC method. The optimum resolution conditions were obtained by the

investigations of the rule in the content variations of different components under different conditions and veri-

fied by the further tests. The optimum resolution conditions obtained from this study have good repeatability,

and the content of Pregabalin could reach more than 99.5% which fully meets the requirements of Pharmaco-

poeia, the amount per batch of qualified products is not less than 100 g. This study provides a valuable theo-

retical foundation for the industrialized preparation of Pregabalin.

Key words: Pregabalin; S-Mandelic acid; chemical resolution; preparation



