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NEUROMUSCULAR AND AUTONOMIC ACTIONS OF FOUR CHANDONIUM ANALOGUES

* * *
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Of the several compounds tested in an azasteroid series, chandonium iodide
possessed the greatest neuromuscular blocking potency (Gandiha et al., 1974),
Four new analogues of chandonium have heen tested for neuromuscular and autonomijc
blocking activities in the anaesthetized cat.

Ne g M\eN/ft
D\Me H “Et
HS-692 HS-693
Et Ft Me Et
\hr; ‘[:::j:{zz;:i:jtj
£t Et
HS-704 HS-705
Me Me
N+

Chandonium

All four compounds exhibited neuromuscular blocking activity of rapid onset and
short duration, these characteristics being indistinguishable from those of
chandonium. The order of potency relative to chandonium (1.0) was HS-692 (0.5)
> HS-693 (0.25) > HS-704 (0.1) = HS-705 (0.1). All four compounds were
antagonized by neostigmine (100 ug/kg).

At neuromuscular blocking doses none of the compounds exhibited any ganglion
blocking activity and no marked changes in blood pressure or heart rate were
observed. However the compounds depressed the response of the heart rate to
vagal stimulation. The degree of vagal inhibition produced by equieffective
neuromuscular blocking doses was HS-693 (86%) > HS5-705 (55%) = HS-704 (55%) >
HS-692 (28%) > chandonium (9%). The vagal inhibition produced by HS-693 was
particularly striking and long outlasted the neuromuscular block.

Thus, of the new analogues of chandonium tested, HS-692 possesses the most
desirable spectrum of activity i.e. powerful but short-lasting neuromuscular
block, no ganglion block and the least vagolytic action. This compound appears
worthy of further study as part of the attempt to find an ideal muscle relaxant
for use in surgery.
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