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ABSTRACT

The effect of a compound 1-(3,4-dimethoxy phenyl)-1,4-butane
diol (or VR-273) on uterine activity was investigated in the rat under
pentobarbital anesthesia in which tﬁe intrauterine_pressure was recorded,
It was found to be effective in causing the suppression.of uterine con-
traction of pregnant and nonpregnant rat occurring either spontanecusly
or being induced by oxytocin, The uterine relaxant activity was dose-
dependent and the effective dose range was 10-80 mg/kg body weight. BAc-
cording to the four-pc;int assay for uterine relaxant potency, it was
found that the activity of VR-273 1 wg was equal to that of isoprotere-
nol 6-9 x 10—5 Bg. The study of mechanism of uterine relaxant activity
was carried out in the isolated rat uterus experiment, and the reference
drugs used were : isoproterenol, papaverine and aminophylline. By sta-
tistical analysis, it revealed that the dose-response curve of VR-273
was parallel to those of papaverine and aminophylline but not that of

isoproterenol. In addition, pretreatment with propranclol did not block

the uterine relaxant effects of VR~273, papaverine and aminophylline.




iv

The findings suggest that VR-273 shares a similar mechanism of action
with papaverine and aminophylline rather than through 3-adrenergic re-

ceptor stimulation like that of isoproterenol,

In the pentdbarbital anesthetized rat, an intravenous adminis-
tration of VR-273 resulted in a fall of blood pressure. Maximum hypo-
tensiqn (approximate 30% reduction of blood pressure) occurred with the
doses of 40 and 80 mg/kg body weight, The hypotension was thought to be
due to the reduction of total peripheral resistance occurring as a con-
seguence of relaxant effect of VR~273 on vascular smooth muscle, Results
obtained from the hippocratic screening test in the rat, demonstrated
that at high'dose, VR-273 éhowed marked depressant effect on the central
nervous system, Thé_signs which indicated hypotensive had occurred, i,e.
enophthalmos ané Elanching of the ears, were also observed. The LD50 of
VR-273 determined from the acute toxicity study in mice, was found to be

2.25 gm/kg body weight, whereas the ED (with respect to uterine relax-

50
ant effect) was 20.42 mg/kg body weight,
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