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As part of a current projectl'z on the synthesis and evaluation of deri-

vatives of the antiarrhythmic procainamide (I), we have prepared a novel poly-
merizable derivative starting from the parent drug and 2-hydroxyethylmethacry-
late (II) according to the reaction scheme given below :
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where H NR represents H,N -C-NHCHZCHZN\\ (procainamide, 1I)
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The synthesis of [ (2-chlorocarbonyloxy)ethyllmethacrylate (III) starting from

(2-hydroxyethyl)methacrylate and phosgene and in absence of a proton acceptor
has been reported before in the literature?

. However in our hands this method
gave rather poor yields (45%).

It was demonstrated that part of the reaction
product further reacts with the evolved hydrogen chloride with formation of

[ (2'-chlorocarbonyloxy)ethyl]-2-methyl~3-chloropropionate (V).
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The structure of product V was identified by NMR spectroscopy (Table 1). By
carrying out the reaction (a) in presence of triethylamine the yield of this
reaction could be increased significantly. The reaction product was purified
by distillation under reduced pressure (b.p.: 59°C/0.3 mm Hg; yield: 82%).

The NMR parameters of product Il are given in Table 2. The subsequent reaction
of the chloroformiate with procainamide was performed in a two-phaze system
(chloroform/water). The yield of the title compound (IV) after purification
by repeated recrystalization from an ethanol-isopropanol mixture was 25 percent.

The product was characterized by spectroscopic technicg. Table 3 shows the
NMR parameters of the compound.

TABLE 1. 3ano ?
NMR parameters of product V. (90 MHz, CDCl,). c1-cH2-CH—(|:'-o-Cllz-cuz-o-(!-Cl
1 2 4 3
Proton H-1 H-2 H-3 H-4 H-5
v (ppm) 3.72 2,93 1.30 4.50
TABLE 2. 1 u\g clu3 (3 ﬁ
NMR parameters of product II (360 MHz, CDC13). € = C - C-0-CH,~CH,-0-C-C1
2 L 405
Proton H-1 H-2 H-3 H-4 H-5

v (ppm)| 5.65 6.17 1.98 4.42 4.58

J (Hz) [23(1,2): 1.5; 43(1,3): 1.5; 43(2,3): 1.1; 33(4,5): 4.5

TABLE 3.
6 7
1w 3 L3
NMR parameters of product IV — CH, CHy-CH3
+ -
(360 MHz, 020) . C-C'i-O-CHZ—Cﬂz-O—i-NH -NH-CHz-CBz-II!-H Cl
2 0 405 O g 8 9 CHy=CH,
- & I on

Proton H=-1 H-2 H-3 H-4 H-5 H-6 H-7 H-8 H-9 H-10 H-11

v (ppm) | 5.73 6.15 1.93 4.48 7.48 7.80 3.82 3.45 3.36 1.33

J (Hz) | “3(6,7): 8.5; 33(6,6'): 2.2; >3(6,7'): 2.2 ; °3(8,9): 6.3; °3(10,11): 7.3
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