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We have previously reported on the separation
between antihypertensive and sedative effects in a
series of centrally acting a-adrenoceptor stimulants
when compared with clonidine (Clough, Hatton, Pett-
inger, Samuels & Shaw, 1978). The potency of the
same compounds as sedatives has been further inves-
tigated using halothane sleeping time and locomotor
activity in rats. Hypotensive activity was measured in
the anaesthetized rat and potency at pre-synaptic
a-adrenoceptors was measured in the pithed rat
(Drew, 1976) and in the field stimulated mouse vas
deferens. Potency at post-synaptic a-adrenoceptors
was measured in the pithed rat.

ICI 106270 was 4.5 times less potent as a hypoten-
sive agent. 33 times less potent as a sedative in the
sleeping time test, and 16 times less potent on loco-
motor activity relative to clonidine (Table 1). ICI
110802, which lowered blood pressure as effectively
as ICI 106270 was 20 times less potent on locomotor
activity and did not effect halothane sleeping time
(Table 1). There is thus a separation between sedative
and hypotensive activity in these compounds com-
pared with clonidine.

In the pithed rat there was no significant difference
between ICI 101187, ICI 106270, and clonidine at
post-synaptic a-adrenoceceptors. This could therefore
not explain the difference in sedative properties of
these compounds.

ICI 101187 and clonidine also had similar effects as
pre-synaptic a-adrenoceptor stimulants so this also
could not explain the different sedative effects. How-
ever the two least potent compounds as pre-synaptic
a-adrenoceptor agonists, ICI 106270 and ICI 110802,
were also considerably less active as sedatives
(Table 1).

Two other a-adrenoceptor stimulants, lofexidine
and guanfacine, have been compared with clonidine
in the halothane sleeping time test and also in the pithed
rat (Table 1). The relative lack of sedation with guan-
facine was also associated with reduced potency as a
pre-synaptic x-adrenoceptor agonist while sedation
approaching that of clonidine was observed with
lofexidine, an equally potent pre-synaptic a-adreno-
ceptor agonist. Thus it would appear that the occur-
rence of sedation in these a-adrenoceptor stimulants
was related in some way to their pre-synaptic but not
to their post-synaptic properties. However, clonidine
was more active as a sedative than this data alone
would predict and this may be attributed to a further
undefined property of clonidine. The ability to lower

'BP was unrelated to the pre-synaptic «-adrenoceptor

agonist actions of the compounds but appeared to be
more related to the post-synaptic activity. Again clo-
nidine was more potent than would be predicted from

this data alone.

References

CLouGH, D.P.. HATTON. R.. PETTINGER. S.J.. SamuriLs.
GILLIAN M.R. & SHAW. A. (1978). Substituted aryl-
tetrahydro pyrrolo imidazoles: a new class of centrally
acting antihypertensives. Br. J. Pharmac.. 62, 385-386P.

DRrew. G.M. (1976). Effects of x-adrenoceptor agonists and
antagonists on pre- and post-synaptically located
x-adrenoceptors. Eur. J. Pharmac.. 36, 313-320.



PROCEEDINGS OF THE B.P.S.. 12th-14th SEPTEMBER. 1979

108P

750§ AQ 9suodsal yo1m) 3seaIdIP 0] 3SOp = 05 SUIIYIP SBA
“8H ww (g £q dg sseaIoUl 01 3SOp = Jg °S 7 1ed paynd
%08 £q uone[NWNS 01 NP YH UI JUSWIOUL NP 0} S0P = YH °°Qd el payud
%0S £q AnAnoe [011u0d 3onpal 0} sop = 25(1g ANANDR 10j0WO007]
‘BHww o7 Aq g 1omo| 01 3s0p = °5(qg J{ el PaziaYIsseuy

- y6'0 F €€T 079 + 98¢l 86 + T8 — 10 - auroejueny
- ve0 ¥ SO'1 61+ 06 S8Y + 9°¢l - £0 - SuIpIxa}0]
0r< $0'0 + 800 70+ € 081 + $'8L (I'128-L981) STIE 0 (9L-6€) 'S 08011
08¢ + LGI 110 + 070 I'e ¥L18 I'€l + T¢9 (6vYE9'€91)SLET €00 TL-1v)8°¢ 0LT901
090 ¥ 9T 81'0 + 990 I'TF€§ ST+ €6 (L'88T-90€1) TH61 1o (T9-TH) 18 L81101
LTO + ST 91'0 + 50 IT+¢8 vy F vel (€€z-1o1 €Sl I (€790 suiptuoy
UDoW "a'S T UDAW  UDIW 'S T UDIWL  UDAW IS T UDAW  UDIW '3'S T UDAW  (UDIWL “I'S pUD UDIJN) | = JUIPIUO)D  (UDIWL “3'S pUD UDI ) ON ID]
Jw/bu HH aq a1 by/bn a1 by /b a1 byl °Sqg awnl burdaajs a1 by/bn punodwio)
51 dg°ad dg°aq ¥YH aq Ananop aupvjoy °5qq dg w4
Sua4afap sy 04 poyind 10100207 Ppazuayisavuy
's101d2d
-ouaipe-» ondeuds-isod pue -a1d je A>udj0d 01 uonERI iSUATE dANEPas pue 3alsudlodAy se syuenuwns 10)dadouaipe-o snoueA jo Kousjod syl | jqEL



