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HIRAT, 99%, 205.7 g, 1.0 mol) F1J/K 2
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B S BNVA TR 1 ml AT 0.5 mol/L il R &, — BV ik
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B EY 4 8T 1%, Fibn#. i 1.37 mol/L
EHIRAEEL (1.0 Lx3), AIFRMEERCHE, HIRIR
(#1300 g) ¥ % pH 7 ~ 8, FISALIIEAAKAHEL
B s B SRR (1.0 Lx3), &N ;
T 40 °Cyal ks B = ST b A3 R 2 3 0 B K HeIR
Wik (149.8 g, 55.0% ), 4% 99% (HPLC H—1{k
%, ZAFEE) . bp 4157 ~ 417.2 °C (101.3 kPa) .
ESI-MS (m/z) : 273.24[M+H]" ; '"H NMR (400 MHz,
CDCL,) 8: 9.52(s, 1H), 7.00 ~ 7.07 (m, 3H), 3.76 ~
3.81(m, 2H), 3.03 (s, 2H), 2.89 (d, J=7.0 Hz, 2H),
2.54 ~ 2.58(m, 2H), 2.23 (s, 6H), 2.18(t, J=6.7 Hz,
2H), 1.98 ~ 2.05 (m, 4H) .
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i (600 ml) hn#AGAfERL, SREIMA CBE (250 ml) ,
T 5), R E A AT, 458007 PR R
1(140.5 g, 82.7% ), 4l 99.9% (HPLC H—4kik,
L 3). mp 210 ~ 214 C (SCHk ™ 212 ~
214 °C ). ESI-MS (m/z): 273.24[M+H]" ; 'H NMR
(600 MHz, D,0) §: 7.14 ~ 7.21 (m, 3H), 3.61 ~ 3.67
(m, 2H), 3.16 ~ 3.20 (m, 2H), 3.05(s, 2H), 2.16(s,
6H), 2.03 ~2.08(m, 8H) ; "C NMR (150 MHz,
D,0): 170.71, 135.83, 132.63, 128.25, 128.11, 79.64,
55.77, 40.35, 36.35, 23.51, 17.26. IR (cm™): 1 665.68
(-CONH-), 53— 7.
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Improved Synthetic Method of Pilsicainide Hydrochloride
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ABSTRACT: The synthetic process of pilsicainide hydrochloride (1) was improved. Tetrahydro-1H-pyrrolizine-
7a(5H) -acetic acid hydrochloride (2) reacted with thionyl chloride to give tetrahydro-1H-pyrrolizine-7a (5H) -acetyl
chloride hydrochloride (3). Then compound 3 was subjected to the condensation with 2,6-dimethylaniline directly to
afford pilsicainide (5). The nitrogen atom in compound 2 was protected by hydrochloric acid, which can effectively
reduce the side reaction and improve the purity of compound 5 to 99%. Finally, the target compound was obtained via
salification of compound 5 and crystallization in ethanol/diethyl ether with an overall yield of 45.5%, and a purity of 99.9%.
The improved synthetic route had some advantages, such as mild reaction conditions, low cost, high yield, and simple
work-up, etc., which was more feasible for industrial production.

Key Words: pilsicainide hydrochloride; tetrahydro-1H-pyrrolizine-7a(5H)-acetic acid hydrochloride;

2,6-dimethylaniline; improved process

The nitrogen atom of 2 was protected by hydrochloric
acid, which can effectively reduce the side reaction
and improve the purity of compound 5 to 99%.

This process had mild reaction conditions and simple work-up
with an overall yield 0f45.5%, and a purity 0£99.9%.
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