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Hypotensive Activity of cis-Cinnamyl Guanidine
Sulfate

The ¢is and frans isomers of cinnamyl guanidine sulfate
were found to possess hypotensive activity in animals, the
cis form (Su-13,686) being more active than the #rans:
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Su-13,686

Su-13,686 was orally active with a rapid onset of action
in normotensive anesthetized and unanesthetized dogs and
in unanesthetized renal hypertensive dogs; in anesthe-
tized cats it also produced a hypotensive response. 1n the
anesthetized dogs doses of 2.5 and 7.9 mg/kg, injected
into a loop of the small intestine produced a 31 and 50 mm
decrease in mean arterial blood pressure. The pressor re-
sponses produced by injected 1-epinephrine and 1-nor-
epinephrine were augmented, while the pressor response
produced by injected amphetamine was inhibited or
greatly decreased.

The oral administration of 7.9 mg/kg to unanesthetized
normotensive dogs for two weeks produced a 20 to 40 mm
decrease in mean arterial pressure, while the oral adminis-
tration of 2.0 mg/kg of Su-13,686 to unanesthetized renal
hypertensive dogs produced a 31 mm decrease in mean
arterial pressure. The drug appeared to be more effective
in the rcnal hypertensive dog than in the normotensive
dog.

In normotensive dogs ancsthetized with barbital so-
dium, Su-13,686 produced a significant increase in coro-
nary and renal blood flow. Cardiac output was not altered.

This compound differs from guanethidine! in that it is
more potent, manifests a more rapid onset and shorter
duration of action and produces less cumulation.

The available pharmacological evidence indicates that
Su-13,686 produces its hypotensive effect by some degree
of blockade of the post-ganglionic sympathetic fibers.

The trans-cinnamylamine was prepared by Gabriel syn-
thesis from the commercially available frans-cinnamyl
chloride according to the method of GEnsLErR and
ROCKETT?, b.p. 71-74°/mm; hydrochloride, m.p. 246 to
250°; calculated for C;H;N - HCI: C 63.70, H 7.12, N
8.24; found: C 63.51, H 7.11, N 8.21. Reaction of the free

Mutagenic Action of 2-Ethyl-2-phenyl-
ethyleneimine

Since the discovery of the mutagenic effect of mustard
gas? and allied compounds, a large number of chemical
compounds have been systematically tested for their
mutagenic properties in different laboratories of the
world 2-4,

In this laboratory, a derivative of ethyleneimine, 2-
ethyl-2-phenylethyleneimine (Figure), was recently tried
on barley (Hordeum vulgare), and some of the results ob-
tained are presented below. 2-Ethyl-2-phenylethylene-
imine is a liquid at room temperature and is practically
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amine with 2-methylthiopseudourea sulfate gave irans-
cinnamyl guanidine sulfate, which was recrystallized from
aqueous ethanol and melted with decomposition at 248 to
251°; calculated for (C,H,,N,;}, - H,80,: C 53.62, H 6.30,
N 18.76; found: € 53.62, H 6.36, N 18,52,

To prepare the corresponding cis-compound, 1-chlore-3-
phenyl-2-propyne? which was obtained from 3-phenyl-2-
propyn-1-ol4, was allowed to react with potassium phthal-
imide to give the N-(3-phenyl-2-propynyl)-phthalimide,
m.p. 158-160°; calculated for C,,H,NO,: C 78.23, H
4.25, N 5.37; found: C 78.22, H 4.14, N 5.32, LiNnDLAR?®
palladium-lead catalyst reduction of the phthalimide gave
the N-cis-cinnamy! phthalimide which was recrystallized
from aqueous ethanol, m.p. 110-111°; calculated for
C;H;;NO,: € 77.63, H 498, N 5.33; found: C 77.46,
H 4.84, N 5.23. Hydrazinolysis of this material gave cis-
cinnamylamine, b.p. 104-105°/12 mm; hydrochloride
m.p. 177-178°; calculated for C,H,;N - HCl: C 63.70,
H 7.12, N 8.24; found: C 64.12, H 7.11, N 8.,51. Reaction
of the free cis-cinnamylamine with 2-methylthiopseudo-
urea sulfate gave ¢is-cinnamyl guanidine sulfate which was
recrystallized from butanol and water and melted with
decomposition at 149-151°; calculated for (CyH;3N,), -
H,SO,: C 53.62, H 6.30, N 18.76; found: C 53.86, H 6.36,
N 18.87. IR-spectra served to coniirm the cis and frans
isomerism of the aforedescribed compounds.

Zusammenfassung. Es wird die Synthese und Pharma-
kologie eines neuen blutdrucksenkenden Mittels, cis-
Cinnamyl-guanidinsulfat, beschrieben.
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