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Process Improvement on the Synthesis of Pramipexole Hydrochloride

HUANG Bin'*, LI Jing, HE Zuo-yu, XIE Yin-cai, WANG Shi-hong
(The Fifth Affiliated ( Zhuhai) Hospital, Zunyi Medical College, Zhuhai 519100, China)

Abstract; Pramipexole(2) was prapared from (S)-2,6-diamino4,5,6,7-tetrahydro-benzothiazole (3)
by condensation and reduction reaction. Pramipexole hydrochloride (1) was synthesized from 2 via sal-
ification and drecrystallization. The structure was confirmed by 'H NMR, "“C NMR, IR and MS
(ESI). The effect of reaction solvent, reaction temperature, the raw ratio y[ n(3) : n(n-propionalde-
hyde) ] and terminational temperature of crystallization and cooling speed of refining on the yield of 1
were invistigated. The yield was up to 61.5% under the optimized conditons ( anhydrous methanol as
reaction solvent, y =1.0: 1.8, reaction at —15 ~ —20 °C, terminational temperature of crystallization
was -5 ~ —10 C).
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TH5e, FH 2 5 N B2 (TLC A, e I 54
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mL, T 0 CiFhn 25% S A AL 25 mL 2
pH7 {47 0 CHEFENT A 2.5 h 15 2 Mdh . BHET
TE = U I ACKL &, JE7K G BE 120 mL 7K 25
mlL, fin B8 22 RT3 FF I A S 5 LR A, B TR 2 40
C(LhW), kRS -5 C fiidk 1 h, i3 ug, uguf
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Hz, 3H), 1.68 ~1.73(m, 2H), 1.94 ~1.98(m,
1H), 2.24 ~2.28 (m, 1H), 2.53 ~2.56 (m,
1H), 2.64 ~2.68 (m, 1H), 2.74 ~2.80 (m,
1H),2.84~2.93(m, 2H), 3.00 ~3.04(dd, J =
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9.40 ~9.50(m, 4H); "C NMR §:11.59, 19.52,
21.33, 23.87, 25.24, 46.37, 52.64, 111.29,
133.68, 169.22; IR »: 3 025.7, 2 923.6,
2849.5,1870.3, 1801.8, 1 601.1, 1 583.1,
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Table 1 The effect of reaction solvent on yield of 1
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Table 2 The effect of reaction temperatureon yield of 1
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-25~ =30 89.6 92.24
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Table 4 The effect of terminational temperature of

crystallization on yield of 1

b ki 5/ C e/ % ZhE/ %
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