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The glucagon-induced emesis was completely suppressed by alpha-methyl-dopa
and not blocked by phenoxybenzamine and propranclol at all. Apomorphine-induced
pecking was not suppressed by alpha-methyl-dopa and reserpine, but completely by

aloperidol and chlorpromazine. Gluca n-induced elevation of serum cAMP was
partially suppressed by propranclol, but not by chlorpromazine and haloperidol. C

1e other  and, dopamine-induced emesis was also completely suppressed by chlor-
promazine, but not by haloperidol. Dopamine-induced elevation of serum cAMP was
completely suppressed by chlorpromazine, but not by haleperidol.

The above data suggest that the glucagon-induced emesis is mediated mainly
via dopamine receptor unrelated doubtfully wit D, and partially through the releases
of catecholamines. We are now examining some antiemetics, ¢ 1 emetics including
drugs for cancer and pain. Ta increase the preclinical assessment of emetic adverse
effect andthe patient compliance fi  anticancerous and analgesic therapies is very
useful in the therapeutic concept.

b. Evaluation of the role of the beta and extra-beta blocking actions of beta-
adreneigic blockers: Cn the suggestion of clinical study of Moriya (1969) that propranolol
evoked transient ypolension, we explored the interrelation of extra-beta-blocking
action and beta-blocking action comparing to those in the whole animal preparations
which are thought to have no adrenergic beta-recepiors.

In cat nictitating membrane, occasional potentiation or inhibition appeared in
ganglionic and neuroeifertar junctions, more evidently by practolol than by proprano''
and sotalel. Guanethidme-induced ptosis of mice was potentiated by sotalol and
practolol, but not by propranolol. Reserpine- and hexamethonium-induced ptosis were
suppressed by sotalol and practolol, but not by propranolol. Thirly minutes prior-
treatment with any beta-blockers suppressed the noradrenaline-induced mydriasis, and
3 hours prior-ireatment of sotalol potenliated slightly noradrenaline-induced mydriasis
and those of propranolol and praclolol potentiated and suppressed the mydriasis at
low and high doses, respectively. In the reserpinized mice, noradrenaline-indcued
mydriasis was suppressed by the beta-blockers. In Vagus-amine test, all the beta-
blockers induced arrhythmia due to the noradrenaline release. Praclolol shortened
thiopental anesthetict :ra1 ~ -anolol shortened it at low doses and prolonged it
at high doses. Strychnine and pentetrazol convulsions were not suppressed but the
maortalily was slightly reduced by all the bela-blockers. Carageenin-induced edema
was suppressed by sotall  and propranolol, but not by practolol. Propranolol and
practolol suppressed acelic acid-induced writhing in mice. Propranolol possessed
loc: anesthetic effect on the rabbit conjunciiva. Sotafol and propranolol lowered
normal body temperature.

Furthermore, propranclcl prevented partially the morphine-induced emesis in
pigeons and long-term pretreatment with propranoiol {30 and 100 img/kgiday, p.o.)
partially suppressed the isoproterencl (80 mg/kg, s.o.)-ind'uced cardiac injury which
may result from autoxidation of isoprolerenol in rats.






