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Sulphonamide Derivatives of Heptamethylenimine. IL* The
Preparation of Arylsulphonylureas Containing in their
Structure Heptamethylenimine
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Research Department »Pliva«, Pharmaceutical and Chemical Works, Zagreb,
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‘Received October 2, 1967

Since the announcement of N-n-butyl-N’-sulphanilylurea (»Carbutamide«)'?
as a valuable antidiabetic agent numerous Sulphonylurea derivatives have been
widely investigated for their potential hypoglycemic action. Several of these
compounds have been successfully used in the treatment of diabetes mellitus.

In our earlier comunications? we reported the preparation of sulphonamide
derivatives of heptamethylenimine of the general type:

CH CH

AN 7N

(CH{)S NCH,),NHS 03 R (CH\2)5 ,/NSOZ(CHZ)ANHSOZAQ—R
CHy CHj

In continuation of our studies we synthesized several analogous arylsulphonyl-
urea compounds, which we tested for their ability to reduce the blood sugar
level in mice. The similarly built N-[3-(piperidino)ethyl]-N"-arylsulphonylurea*
was reported as completely hypoglycemicaly inactive, but N-[w-(cycloalkylen-
sulphamyl)alkyl]-N’-arylsulphonylureas have not been described nor tested
until now.

N—[|3-(1,1—Heptamethylenimino)ethyl]—N’-arylsulphonylureas (Table I) and
N-[8-(1,1-heptamethylensulphamyl)butyl]-N'-arylsulphonylureas (Table II) were
prepared by the reaction of arylsulphonylethylurethanes with (3-(1,1-heptame-
thylenimino)ethylamine and §-(1,1-heptamethylensulphamyl)butylamine respe-
ctively.

N—[{3—(1,1—Heptamethylenimino)ethyl]—N'—p—chlorobenzensulphonylurea redu-
ced the blood sugar level in experimental mice for 18.2% compared to 24.0%
for N-n-propyl-N’-p-chlorobenzensulphcnylurea (»Chlorpropamide«)?.

EXPERIMENTAL
General Procedure

An intimate mixture of p-(1,1-heptamethylenimino)ethyl-amine (15.6 g.; 0.1 mole)
respectively 8-(1,1-heptamethylensulphamyl)butylamine (24.8 g.; 0.1 mole) and the
corresponding arylsulphonyl-ethylurethane (0.1 mole) was heated (to about 100°) until
the dissolution was completed. The resulting clear melt was then heated to 120—130°
(melt temperature) under reduced pressure (water aspirator) for 3 hr. The residual

* Part I.: S. Fila-Hromadko, B. Glun¢ié, and D. Kolbah, Croat.
Chem. Acta 39 (1967) 207.
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products were crystallised from 96° ethanol and subsequently purified for analysis
from the solvents indicated in Table I and II.
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discussions and Mr. E. Gustak for his continous interest in this work.
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IZVOD

Sulfonamidski derivati heptametilenimina. II. Preparacija arilsulfonilurea
koje sadrZe u svojoj strukturi heptametilenimin

S. Fila Hromadko

Reakcijom B-(1,1-heptametilenimino)etilamina odnosno 8-(1,1-heptametilensulfa-
mil)butilamina s arilsulfoniletiluretanima dobivene su N-[$-(1,1-heptametilenimino)
etil]-N’-arilsulfoniluree (Tabela I) odnosno N-[8-(1,1-heptametilensulfamil)butil]-N’-
-arilsulfoniluree (Tabela II).
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