912 Prithwi Nath BHARGAVA and Suresh Chandra SHARMA

[Vol. 38, No. 6

Some Possible Antihistaminics and Antispasmodics. II.
Synthesis of Mannich Bases

By Prithwi Nath BHARGAVA and Suresh Chandra SHARMA

(Received September 7, 1964)

A definite antispasmodic activity of pyrazo-
lone derivatives,’?> certain substituted S-
aminoalkylaryl ketones,>* pyridyl and thia-
zolyl quinoline derivatives®¢> and quinolyl and
pyrazolone derivatives of thiazolidiones,” has
created an interest in the syntheses of thiazole
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2) B. Pathak and T. N. Ghosh, J. Indian Chem. Soc.,
26, 371 (1949).

3) F. F. Blicke, Ann. Rev. Biochem., 13, 549 (1943).
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and thiazolidione derivatives—Mannich bases,
and also to study, how the attachment of an
additional therapeutically active quinoline and
pyrazolone nuclei adds to the importance of
thiazole in therapy, particularly their usefulness
as antihistaminics and antispasmodics.

5) H. Bader, L. C. Cross, I. Heilbron and E. R. H.
Jones, J. Chem. Soc., 1949, 619.
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A few 2-amino-4-aryl thiazoles have been
condensed with acetophenone, p-methyl-aceto-
phenone, 8-hydroxy-quinoline and 1-phenyl-
3-methyl-5-pyrazolone along with paraformalde-
hyde and hydrochloric acid in absolute ethanol.
Another series of derivatives starting from 3-
aryl-2 : 4-thiazolidiones has also been synthe-
sised by condensing thiazolidiones with dif-
ferent secondary amine-hydrochlorides and
paraformaldehyde. These thiazoles and thia-
zolidiones were prepared as per procedures
laid down by Dodson and King®> and Bhargava
et al.®~! respectively. The results of the
pharmacological screening of these compounds
for antihistaminics and antispasmodic activities
will be published elsewhere.

Experimental

Condensation of 2-Amino-4-p-tolylthiazole with
Formaldehyde and Acetophenone.—In a r.b. flask
a mixture of 1.9g. of 2-amino-4-p-tolylthiazole, 1.2
g. of acetophenone and 0.9g. of paraformaldehyde
in 3 ml. of hydrogen chloride and 30 ml. of ethanol
was heated on a water bath under reflux for two
hours. An addition amount of 0.6 g. of paraform-
aldehyde was then added and refluxing was con-
tinued for three hours more. Ethanol was distilled
off and the residue solidified on keeping in contact
with ammonia for four hours. It was washed with
water and crystallized from ethanol m. p. d. 219°C,
yield 58%.

In the case of 1-phenyl-3-methyl-5-pyrazolone, the
mixture was heated directly over an asbestos wire
gauge for eight hours.

The properties and analytical data of the other
products obtained on condensation of acetophenone,
p-methylacetophenone, 8-hydroxy quinoline and 1-

8) R. M. Dodson and L. C. King, J. Am. Chem. Soc.,
67, 2242 (1945).

9) P. N. Bhargava R. P. Rao and M. S. Sastri, J. Indian
Chem. Soc., 23, 59 (1956).

10) P. N. Bhargava, and P. R. Singh, J. Sci. industr. Res.,
20C, 209 (1961).

11) P. N. Bhargava and S. C. Sharma, This Bulletin, 35,
1926 (1962).
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phenyl-3-methyl-5-pyrazolone with different 2-amino-
4-arylthiazoles are mentioned in Table I.

5-(2'-Methyl- N-benzimidazolyl-methyl)-3- phenyl-
2: 4-thiazolidione.—A mixture of 1.9 g. of 3-phenyl-
2 ; 4-thiazolidione, 1.3 g. of 2-methyl-N-benzimida-
zolyl, 1.2g. of paraformaldehyde and 3 ml. of
hydrogen chloride in 25ml. of absolute ethanole
was heated under reflux on a water bath for eight
hours. The solvent was distilled off and the pasty
mass was obtained which on keeping in contact
with concentrated ammonia for one to two hours
solidified. It was washed well with water and then
crystallised from ethanol, m.p. 173°C, yield 66%
(Found: C, 63.92; H, 4.43; N, 12.38; S, 9.53.
Calcd. for C;sH;s0:N3S: C, 64.09; H, 4.45; N,
12.46; S, 9.50%).

Similarly, other 3-aryl-2:4-thiazolidiones were
condensed with N-benzimidazole, methyl-, ethyl-, and
benzyl-anilines. The properties and analytical data
of these compounds are reported in Table II.

It is experienced during the course of work that
the isolation of the bases sometimes becomes very
difficult specially with products obtained on con-
densation with methyl-, and ethylanilines. A few
compounds were obtained as hydrochlorides only
because their bases could not be isolated from the
reaction product.

Preparation of the Hydrochlorides of the Above
Bases. — The hydrochlorides of the bases were
prepared by the usual procedure of passing dry
hydrogen chloride gas into the solution of the base
in benzene, or dry ether. These hydrochlorides are
recorded in Table III.

Thanks are due to the authorities of the
Banaras Hindu University for providing neces-
sary facilities and also to the Council of
Scientific and Industrial Research, New Delhi,
India for the award of a Junior Research
Fellowship to one of us (S.C.S.).
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