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Synthesis of D-(-)tratrate of (S)-(-)-amisulpride

ZHANG Kai', XUE Na?, DU Yumin'", SU Xinjie', ZHOU Fugang' (1.School of Pharmary, Hebei Medical University,
Shijiazhuang 050017, China; 2.Hebei Chemical and Pharmaceutical Collage, Shijianzhang 050026, China)

ABSTRACT: OBJECTVIE METHODS

(S)-(—)-amisulpride(7) was synthesized from 4-amino-2-methoxy-5-mercaptobenzoic acid via alkylation and oxidation to give

To study the synthetic method of D-(-)tratrate of (S)-(—)-amisulpride.

4-amino-2-methoxy-5-ethylsulphonyl benzoic acid(4) which was subjected to condensation with S-(-)-1-ethyl-2-aminomethyl-
pyrrolidine(6). Compound 6 was separated from 1-ethyl-2-aminomethyl-pyrrolidine by D-(-)-tartaric acid. The object product (1)
was prepared from 7 and D-(-)-tartaric acid via salification with an overall yield of 25% based on 4-amino-2-methoxy-5-
mercaptobenzoic acid. RESULTS Chemical structure of product was confimed by element analysis, IR, '"H-NMR and MS.
CONCLUSION The process has the advantages of raw material obtained easily, mild reaction, quality controlled easily and

suitable for industrial production.
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(2487 KIIZS. 515 F. Wil K2~ N2000 47 fg TAF
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2400 series TG 11X, FTIR-8400S B4 4Rk
SHA S E, KBr [EH1%), 3200 Q TRAP AUiAH
038 ST I A (SR E AB A #)).
2 (S)-(-)-RELF-D-(-)-BABRELAIE K
2.1 42 BE-2-HAUIE-5- A LA R (3)

2(29.9 g, 0.15 mol) il FH T K (150 mL)H,
WA TEBA(0.68 g, 0.003 mol), %1% 7K(30 mL),
30% S AAENEW(30 mL), JNFAE 40 CHiFE 10
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min, IR " LEE27.7 g, 0.18 mol), M 30%
AEAHNAEW(7.5 mL), MIFAMNR 2 he HARM AR =
i, INZEWZK(00 mL), 2 HUKE, AR (23
mL), ¥ pH 4.6, 5 CHiF: 20 min, IIE, IEUHK
U ZEAB/K(10 mL X 3). ¥ H 2K 10 mL Y%k, ik
THERRA O K 3 (32.0 g, 94%)(SCHR[4]:
88%). HIEHT Tk,

22 45 HE-2- AR FE-5- L IR 2K R (4)

¥ 3(22.7 g, 0.1 mol)JH AVKEETR(100 mL)H, il
A 35 CHTHTEREM, Bk T 70 5 A 50%3L
/K30 mL), BRKIERE 15 min, AL ARG
JET 65 °C, IntE 45 CLRRPBEFE Sh, BFiRE S C
PiEFE 30 min, iF3E, PEUEHA SR8 mL X )Pk )G,
P LG NZET7K(80 mL)H, il 25%%47K (15 mL), $ii
PEE SR, R pH=5.0, 10 C FHiHE
20 min, UE, ZZIEK(10 mL X 3)WEEITF T AL E
[k 4(14.3 g, WK 55%, mp: 98.2~99.9 C), (L
BR[4]: 42%, mp: 95~100 ‘C). ESI-POS-MS (m/z):
260.0 (M+H), 282.1 (M+Na), 298.1 (M+K),
ESI-NEG-MS (m/z): 257.8 (M-H).
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¥ D-(-)-TEATHR(19.5 g, 0.13 mol) i A% /K
40 mL ', BiPE R HGE WA, SRR 1-45k-2-
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wE A 5(11.1 g, WOR: 40%, mp:157.7~159.5 C;
[a]5-39.3° (c=5, H,0), [XHR[7]: 42%, mp:
157~159 C; [a]%-39.2° (c=5, H,0)].
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Na,SO, T4, b g, 78RR S, k280,
4 63~65 “C/18 mmHg 143, £3 6(2.46 g, 51%)(X
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PRI HE 30 mine 6 RV 0~10 C, HiFET
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YT 10 C FHEHE 40 min 5, F T = H5EHE 30 min,
T ZZ H N2 75 mL, IIAZETEZK(60 mL), il
ik 1.5 h, W98, JEUFHZMK(15 mL X 3) Pk,
INEREE 4, 105 CH5 2 h /et ik 7(15.1 g,
% 88%, mp: 126.1~126.6 C), (GCHR[3]: 84%,
mp: 126~127 C). ESI-POS-MS(m/z): 370.4(M+H),
ESI-NEG-MS(m/z): 368.2(M-H). IR(KBr)U(cm'l):
3419.2, 3313.7, 3215.0, 1 6552, 1 630.4, 1 593.4,
1529.1, 1303.8, 1276.8. JCZE/HT(C17HaN30,4S)
SEMMEGHEAE, %): C 55.20(55.26), H 7.40(7.37),
N 11.36(11.37), S 8.69(8.68). 'H-NMR(DCCl3): &
1.12(3H, t, N-CH,CHs), 1.26(3H, t, ArSO,CH,CH3),
1.57-1.92(4H, m, pyrolidine-C3H,-C4H,), 2.15- 3.72
(9H, m, pyrolidine-C2H-C5H,, CONHCH,, N-
CH,CHs, ArSO,CH,CH3), 3.94(3H, s, OCH3), 5.53
(2H, s, NH,-Ph), 8.06(1H, s, CONH), 6.22-8.53(2H,
m, Ar-H). "*C-NMR #fiiiF &5 .
2.6 (S)-()-ZfiHE LA D-(-)-TH A R kR (1)

7(10 g, 0.027 mol)f#AH T FHEE(20 mL)H, il
A D-(-)-H A R(4.05 g, 0.027 mol)[fI I 15
mL, 45 CTR#Hi$E S h, UKFAROIA, BIJE, 80
FHYA HRE(S mL)PES . HREHL &5 i, #3044 1[7.7
g, WOE 55%, mp: 107.6~109.4°C; [a ] +75°
(c=0.05, H,0)], [XHR[4]: 56%, mp: 98~108 C,
[a]2+75° (c=0.05, H,0)]. ESI-POS-MS(m/z):
370.9, 372.2, ESI-NEG-MS(m/z): 518.2(M-H), 368.1,

149.0. JCHE I HT(Co1H33N3O40S) SMME (AL, %):
C 4851(48.54), H 6.43(6.42) N 8.13(8.11), S
6.18(6.17).
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Tab 1 Influence of different mole ratio on reaction

R R % -
R T ﬁig%mi? ’m/i,'jf F smapLyv
1 1:1 86 97.2
2 1:1.1 90 97.6
3 1:12 94 98.0
4 1:13 94 97.6
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