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Hl~BLOCKER BLOCKS GANGLION BLOCKER

(Received on .July 7.1981)
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ln the course of study of the drug-drug interactions, an interesting irteraction appeared
between dirnethindene-H, blocker type of antihistamine and hexarnethoniurn-qanqlioo
blockeron carotid brood pressure of dog.

The experiment was done in 3 rnonqrel dogs anesthetized with pentobartitone
(35 mg/kg .. ip). The right carotid artery was cannulated and connected to

mercurymanometer for recording blood pressure on kymograph. The right femoral vein
cannulated for administration of fluid and drugs.

Hexamethonium (100 /log/kg) on intravenous administration evoked immediate
hypotensiveeffect. Intravenous administration of increasing doses of dimethindene progres-
sively antagonized the hypotensive effect of hexamethonium and this hypotension was
completely blocked by 1.6 mg/kg dose of dimethindene (Fig. 1).
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Fig. : Antagonistic effect of dimeth indene in hexamethonium evoked hypotension.

Hexamethonium is a ganglion blocker which evoked hypotension by inhibiting
cholinergic transmission through the blockade of cholinoceptive sites (nicotinic receptors)
of the sympathetic ganglia (6). The ganglionic cholinergic transmission is in link with
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the adrenergic transmission and therefore the blockade of the former culminates in
inhibition of the latter consequent to the decreased release of noradrenaline (NA) (1
As a result. post ganglionic adrenergic discharges decrease and peripheral blood ves
dilate to effect hypotension (6).

There are two primary and secondary svnaptic pathways in the ganglia for earlya
late excitatorv postsynaptic potentials (EPSP) respectively (5). The cholinoceptor s'
(nicotinic receptor) connected with the initial EPSP is sensitive to blockade by hexameth
nlurn and the cholinoceptive site (muscarinic receptor) connected with late EPSP is re'
tant to hexamethonium. The late EPSP which is not sensitive to blockade by hexamet
niurn. serves to facilitate transmission of impulses through the primary pathway, since
enhanced resistance can increase the amplitude of convergent fast EPSPs and hence increa
the efficiency of transmission across ganglionic synapses (5). Thus the secondary synap'
events serve to modulate the initial EPSP for which NA. dopamine and other unkno
svnaptic mediators appear to influence ganglionic transmission (5,8). Dimethinde
by virtue of its cocaine-like activity by inhibiting reuptake of the adrenergic neurotra
mitters (2) could build up the concentration of active NA at the synapses connectedwi
EPSPs and restore the postsynaptic discharges towards the initial level (3.4.7) despi
ganglionic blockade 'by hexamethonium, culminating in the loss of hypotensive effect
hexamethonium.
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