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In view of the significant biological pro-
perties exhibited by thiazoles1) and benzothi-
azoles2), the preparation of some 2-(N-benz-
imidazolyl-acetylamino) benzothiazoles and 
their hydrochlorides was examined in order 
-to ascertain their local anaesthetic properties .

The starting compound, 2-aminobenzothiazole, 
was prepared by the action of liquid bromine 
on asymmetrical phenylthiourea in an inert 
solvent such as chloroform.3) Similarly, various 
substituted benzothiazoles have been prepared 
from the corresponding substituted asymmetri-
cal thioureas. These 2-aminobenzothiazoles 
were condensed with chloroacetylchloride in 
dry benzene to obtain the corresponding 2-
chloroacetylaminobenzothiazoles, which sub-
sequently, on condensation with benzimidazole

and 2-methylbenzimidazole, gave various sub-
stituted 2-(N-benzimidazolylacetylamino)benzo-
thiazoles. Hydrochlorides of the above men-
tioned benzothiazoles have been prepared, and 
their local anaesthetic activity has been tested.4) 

A study of the pharmacological screening 
has shown that not a single compound is 
active. The values obtained for these com-
pounds are more than those obtained for 
procaine-hydrochloride probably because of a 
heavier hydrophylic end in these compounds. 

Experimental 

2-Chloroacetylaminobenzothiazole.-To a solu-
tion of 2-aminobenzothiazole (20g.) dissolved in 
dry benzene (150ml.), a solution of chloroacetyl-
chloride (10 ml.) in dry benzene (50 ml.) was

TABLE I. 2-CHLOROACETYLAMINOBENZOTHIAZOLES

TABLE II. 2-(N-BENZIMIDAZOLYLACETYLAMINO)BENZOTHIAZOLES
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TABLE III. 2-[N-(2'-METHYLBENZIMIDAZOLYL) ACETYLAMINO] BENZOTHIAZOLES

TABLE IV. HYDROCHLORIDES OF 2-(N-BENZIMIDAZOLYLACETLYLAMINO)BENZOTHIAZOLES

TABLE V. HYDROCHLORIDES OF 2-[N-(2'-METHYLBENZIMIDAZOLYL) ACETYLAMINO] BENZOTHIAZOLES

gradually added. The reaction mixture was then

warmed at 70℃ on a water bath for 1.5 hr. The

benzene was distilled off, and the residue was

washed with a sodium bicarbonate solution and

water and then dried. The product was crystal-

lized from alcohol;m.p.156℃.

Similarly other substituted 2-aminobenzothiazoles
were converted into 2-chloroacetylamino-derivatives. 
Their melting points and analytical data are recorded 
in Table I. 

2-(N-Benzimidazolylacetylamino)benzothiazole.-
To 2-chloroacetylaminobenzothiazole (6 g.) dis-
solved in absolute ethanol (50 ml.), benzimidazole 
(3 g.) was added, and the mixture refluxed for 8 
hr. After the alcohol had been recovered and

the residue washed with a sodium bicarbonate solu-

tion and water, the product was crystallized from
alcohol as brown crystals;m. p.245℃.

Similarly, various substituted 2-(N-benzimidazol-

ylacetylamino)- and 2-[N-(2'-methylbenzimidazolyl) 
acetylamino]-benzothiazoles were prepared. Their 
melting points and analytical data are listed in 

Tables II and III. 
The Preparation of Hydrochlorides.-The hydro-

chlorides of the above-mentioned bases were pre-

pared as usual. Their melting points and analytical 
data are recorded in Tables IV and V. 

Pharmacological Screening.-The hydrochloridess 

prepared above were screened for local anaesthetic 
activity by the method using a frog's sciatic plexus..
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TABLE VI. LOCAL ANAESTHETIC ACTIVITY OF HYDROCHLORIDES OF 

2-(N-BENZIMIDAZOLYLACETYLAMINO)BENZOTHIAZOLES

TABLE VII. LOCAL ANAESTHETIC ACTIVITY OF HYDROCHLORIDES OF 2-[N-(2'-METHYL-

BENZIMIDAZOLYL) ACETYLAMINO]BENZOTHIAZOLES

The compounds were tested at the concentration of
0.2%, and the time taken by a given concentration

of a local anaesthetic to fail to provoke the with-
drawal of a foot was recorded. The results are 

shown in Tables VI and VII. 

Results 

A study of the pharmacological screening 

has shown that not a single compound is active.
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