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Abstract: To examine the selectivity of verapamil, used in the cardiovascular diseases, on
alpha-1 and alpha-2 adrenoceptor-induced pressor responses, effects of verapamil on alpha-adre-
noceptor agonist-induced pressor responses were investigated in urethane-anesthetized rabbits,
spinal rabbits, rats and pithed rats, To evaluate the effects of verapamil on each pressor respo-
nse induced by norepinephrine, phenylephrine and clonidine, these agonists were previously injec-
ted into a ear vein, and then same procedures were performed 1~2 min after treatment with
intravenous verapamil,

The results are summarized as follows:

1. Intravenous verapamil produced dose-dependerit depressor response in rabbits and rats,

2. Pressor responses to intravenous norepinephrine(10pg/kg) and phenylphrine(30ug/kg) were
inhibited by pretreatment with intravenous verapamil in rabbits and no difference was noted
between the degree of both inhibitions of the pressor response by verapamil,

3. Pressor responses to intravenous norepinephrine(3ug/kg), phenylephrine(20ug/kg) and cloni-
dine(300pg/kg) were inhibited by pretreatment with intravenous verapamil in spinal rabbits, No
difference was noted between the inhibition of norepinephrine-induced pressor response and that
of phenylephrine-induced pressor response by verapamil. The inhibition of clonidine-induced
pressor response by verapamil was more prominent than that of norepinephrine- or phenylephri-
ne-induced pressor response.

4. Pressor responses to intravenous norepinephrine(3ug/kg) and phenylephrine(10ug/kg) were
inhibited by pretreatment with intravenous verapamil in rats and no difference was noted between
the degree of both inhibitions of the pressor response by verapamil,

5. Pressor responses to intravenous norepinephrine(3ug/kg), phenylephrine(30gg/kg) and cloni-

dine(100pg/kg) were inhibited by pretreatment with intravenous verapamil in pithed rats, No



difference was noted between the inhibition of norepinephrine-induced pressor response and that of

phenylephrine-induced pressor response by verapamil. The inhibition of clonidine-induced pressor

response by verapamil was more prominent than that of norepinephrine- or phenylephrine-induced

pressor response,

These results suggest that verapamil significantly inhibits both pressor responses mediated by

alpha-1 and alpha-2 adrenoceptors and the inhibition is greater in alpha-2 adrenoceptor-induced

rosponse than in alpha-1 adrenoceptor-induced one, and calcium channel takes part in the process

of the pressor response mediated by alpha-1 adrenoceptors as well as alpha-2 adrenoceptors,
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Fig. 1. Dose-hypotensive response curves to intrave-

nous verapamil in rabbits(open circle) and rats
(closed circle). Each point represents the mean--
SEM of 5~6 animals. Insert: Time-course of
the hypotensive effect induced by intravenous
verapamil in rabbits and rats,
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Fig. 2. The effect of verapamil on intravenous PE
(30ug/kg)- and NE(10pg/kg)-induced pressor res-
ponses in rabbits. Each point represents the me-
an-+SEM of 4~6 animals, Original pressor res-
ponse to drugs was taken as 100 and “% Inhib-
ition” was obtained by following equation., %
Inhibition==(the pressor response after verapamil
--the original response) xX100.
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Fig. 3. The effect of verapamil on intravenous PE
(20pg/kg)-, NE(3pg/kg)- and clonidine(300ug/
kg)-induced pressor responses in spinal rabbits,
Each point represents the mean+SEM of 4~7
animals, Significant differences from the PE-in-

duced pressor response curve are indicated by**
(p<<0.01) and*** (p<C0.001).
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Fig. 4. The effect of verapamil on intravenous PE
(10pg/kg)- and NE(3pg/kg)-induced pressor res-
ponses in rats, Each point represents the mean
+SEM of 4 animals.
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Fig. 5. The effect of verapamil on intravenous PE

(30pg/kg)-, NE(3pg/kg)- and clonidine(100pg/
kg)-induced pressor response, in pithed rats,
Each point represents the mean+SEM of 4~5
animals, Significant differences from the NE-
induced pressor response curve are indicated
by**(p<{0,01) and*** (p<C0.001).
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