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Abstract |

Cimetidine is clinically used-iq-thé treatment ﬁf peptin ulcer
by inhibition of gﬁstric acid BEEEitiﬂn.. It is classiflqd as a
histamine H2 receptnr antaganist, the drug acts hy reversible uompetitive
antagunlsm mainly at the H2 receptor in gaqtpic mg:oaa. Pharmacological |
effects utﬁnr than inhihitiaﬁ of gaétri; necreéion needed to. be more
investigated. In this study, cimetidine in a wiﬁe raﬁge of doses ﬁére
tested for the effects o cholinergic mechanisms; neurcmuseular trans-

mission and cardiovascular system which had not been reported. Cimetidine

(25-300 mg/kg body weight) produced a tramsiant twitch pntentiatiﬂn and -

followad by a marked twiteh depresslcm in rat sciatic narve-gastrocnemius
nuscle preparations in situ. This drug in the cnnﬂentratlnns nf 2,0 %
1072 - 8.0 x 107° ¥ also prcducad twitch deprassinn in tha isolated rat
phrenic narve—hemldiaphragm preparatiuns. It was found that the .
-neurumuscular blockade induced by cimetidine was synargized by

succiqylchol;ne, pancuranlum and hemicholinium, The blnnkhde was not

antagonized by nenstigmine, tetraethjlamncuium_and calzium. Cimetidine




itself ceuld produce a slight increase of muscle tension as ACh deee and
the drug ahnlish the twitch amplitude of ACh centreeture in denerveted
.gastrocnemius mueele preparations, From the results, it was prepeeed
that cimetidine probably hed @ 5Ch-like property witheut d:u:-eet depressive
effects on skeletal musclé end peripheral nervee. Cimetidine prnhehly
~also decreased ACh eeneitlvity at the peeteynaptle eite of mynneurel
junetien. The twiteh putentiet;en produced by the drug in rat selatie :
nervn—gaetreenemlue muscle preparat:en probably was dué to anti-
ehellneeteraee prnperty and direct effeet en-ekeletal nusele.

Cimetldlne also exerted its effeet on cardievascular eyetem.
It would be markedly shown thar cimetidine produced a decrease in heert.
rate, decrease in arterial blood pressure and these effeete were
: enheneed by exogenous ACh Hhieh was prepueed to be due to antl-
ehelineetereee property of eimet;ﬂine. The Jnitial deereaee in force
of atrial centraetility and followed by a pmelenged inepeaee in force
of contractility were prudueed hy.eﬁmetidine. The increacze in heart
“pate and force of atrial contractility prﬂdﬁeeﬂ'by histamine were
antagonized by chlorpheniramine, but enly the p051t1ve ehrenetreple
efEEet ef hletamine was enunteraeted by cimetidine, Cimetidine eould
antagnnize negeti?e inotropic effect preduced by cholinergie agenlst
AChy and the drug also enhanced the positive- inntrepie effect of
histamine in the same preparation of isnlated rat etria, It was shown
that tle ehrenetrupie_effeet of rat atria was possibly mediated by both
H1 and H2 receptors; the inotropic effect was part@y mediated by H1

receptor.




'—.vi - .

It was proposed in this study that cimetidine influenced
- chelinergic mechanisms on both neuromuscular transmission and

~cardicovascular system.
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