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ABSTRACT

In an effort to develop new types of antihyperten-
sive agents via structure modification, a variety of N-
(alkyl/alkene/aryl)-N'-heterocyclic ureas and thioureas
weré designed and synthesized in this research study. The
selected heterocyclic nuclei on one side of urea and thio-
urea were the 6-substituted quinolines and the pyridine
while the substituents on the other side of urea or thio-
urea varied from aliphatic to alkene or aromatic groups.
Eleven synthesized compounds and seven related compounds
in the series were evaluated orally at a dose of 100 mg/kg
in conscious deoxycorticosterone acetate/saline treated
hypertensive rats,by tail-cuff method. Seventeen out of
the eighteén tested compounds possessed significant anti-
hypertensive activity (p<0.05). 1-n-Pr6py1—3—[2'—(6'—
methoxy)quinolyl] wurea (IX) showing 29.1 % reduction in

systolic blood pressure was the most active compound 1in
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the series. The other two compounds producing a fall~ in
systolic blood pressure at the same magnitude were
1—a11y1—3-[2'—(6'—methyl)qginolyl]thiourea (IVv) and 1-n-
propyl-3-[(2'-pyridyl )methyl Jurea (XVII). However, none
of these exhibited‘higher potency than prazosin (5 mg/kg),
the reference substance. Structure-activity relationships
were carried out on thé synthesized series. It appeared
that good antihypertensive activity was associated with
the presence of the short side chain, allyl and propyl, on
one side of urea or thiourea. The propyl ureas were more
potent than the propyl thioureas. The potency, onset and
" duration of action improved when the heterocyclic nucleus
at the other side of urea and thiourea Qas changed from
quinoline to pyridine. The results of the present study
demonstrated a new ehemical class of antihypertensive

agents.
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