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Pyrimidinones are well known as therapeutic agents. The cur-
rent literature contains a considerable number of methods
leading to these heterocyclic compounds'™ only a few of
them being convenient. We report here a new easy method for
the synthesis of 2,6-disubstituted 4(3H)-pyrimidinones under
mild conditions. This cyclocondensation between 2-halo-2-al-
kenoic esters and amidines or isourea derivatives has not yet
been described in literature. Ethyl a-bromocinnamates (1),
easily available in high yields, were allowed to react with
benzamidine (2) in the presence of excess triethylamine in dry
benzene at low temperature to give, within a few hours, 2,6-
disubstituted 4(3H)-pyrimidinones (3) in pure form and in
good yields. Our method fails with acetamidine, guanidine,
and o-methylisourea, even in presence of potassium hydrox-
ide as catalyst and ethanol as solvent, the starting 2-halo-2-al-
kenoic esters being recovered.
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6-Substituted 4-Oxo-2-phenyl-3,4-dihydropyrimidines (3); General Pro-
cedure:

A solution of the ethyl 2-bromo-2-alkenoate 1 (25 mmol) in dry ben-
zene (20 ml) is added dropwise to a stirred mixture of benzamidine (2;
4.51 g, 37.5 mmol), triethylamine (2.834 g, 28 mmol), and dry benzene
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(20 ml) at —5 to 0°C. After the addition is complete the ice bath is re-
moved and stirring is continued for 6 h at room temperature. The mix-
ture is filtered under vacuum and the filtrate is evaporated. The resi-
due is stirred with 25% hydrochloric acid (100 ml). The resultant aque-
ous solution is discarded and ether (20 ml) is added to the residue. The
suspension thus obtained is filtered under vacuum, and the crude
product recrystallized from dimethyl sulfoxide.

Ethyl 2-Bromo-2-alkenoates (1); General Procedure*:

To a stirred solution of the appropriate ethyl 2,3-dibromoalkanoate
(0.2 mol) in chloroform (200 ml), a solution of triethylamine (22.262 g,
0.22 mol) is added dropwise at room temperature. Triethylamine hy-
drobromide is then filtered off, the filtrate evaporated, and the resid-
ual product distilled under reduced pressure.

Table 1. 6-Substituted 4-Oxo-2-phenyl-3,4-dihydropyrimidines [3, 2,6-
Disubstituted 4(3H)-Pyrimidinones]

3 R Yield m.p. [°C] Molecular formula*
[%] or Lit. m.p. [°C]
a CH; 23 219-220° 223-225°¢
b C,Hs 26 221-222° C2H:N,O (200.2)

282-283° 284°7

c@— 60

d He~ - 57 270-271°  CpHuN.O  (262.3)

ey 58 285-286°  CiHnCIN.O  (282.8)

f 76 239-240° CH,CIN:O  (282.8)
Cl

* The microanalysis were in satisfactory agreement with the calcu-
lated values: C, +0.35; H, £0.25; N, +0.31. Exception: 3b; (C,
-0.37}).

Table 2. Spectrometric Data of Compounds 3

3 MS. L.R. 'H-N.M.R. (100 MHz, DMSO-d,/ TMS;,)
m/e (KBr) 4 [ppm]
M*)  veo
[cm ']

a 186.2 1660 2.3(d,3H,J=0.8 Hz, CH;); 6.2(d, 1H, 5-H

J=0.8 Hz); 7.5-8.2 (5 Hurom)

b 200.2 1660 1.3 (t, 3H, CH,—CH.); 42 (g, 2H,
CH,—CH;); 6.2 (d, 1H, 5-H); 7.5-82 (§
Hurnm)

¢ 248.1 1660 6.9 (s, 1H, 5-H); 7.5-8.5 (10H,;;oin)

d 2625 1660 6.9 (s, 1H, 5-H); 7.3-8.3 (O H,om)

e 2828 1660 6.6 (s, 1H, 5-H); 7.4-8.3 (9 H,om)

f 2825 1675 6.2 (s, 1 H, 5-H); 7.3-8.4 (9 H,com)
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