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dopamine. In our two healthy volunteers the oppo
site may have happened, and the combination of
amphetamine with haloperidol may have caused
marked dystonia by potentiation of dopamine
release.
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Dystonia inducedby amphetamineand haloperidol

Sm: As part of a long-term study of the neuro
pharmacology of latent inhibition, two healthy
volunteers received amphetamine (5 mg) and halo
peridol (5 mg). Both developed marked dystonic
reactions, such as would be unusual following the
administration of haloperidol (5 mg) alone.

The first subject, a 24-year-old woman, 1.7 m tall
and weighing 54kg, was treated with 5 mg halo
peridol and 5 mg dexamphetamine at 10.00a.m.
Twenty-nine hours later she telephoned to report
stiffness in her neck. Half an hour later she was
examined and found to have increased muscle tone,
with neck and limb stiffness and Parkinsonian
facies. Her jaw was stiff and her tongue protruded.
She had oropharyngeal spasm. She was treated
with 10 mg intramuscular procycidine and the
symptoms resolved.

The second subject, a 20-year-old woman, 1.7 m
tall and weighing 63.2kg, was treated with 5 mg
haloperidol and 5 mg dexamphetamine at
10.00 a.m. She telephoned 34 hours later to say that
her eyeswere rolling upwards. When examined 30
minutes later shewasin oculogyric crisis,with acute
dystonia of the neck (her head being dorsoflexed
against her shoulders) and her back slightly
archedâ€”¿�although not in opisthotonos. She was
given 10 mg intramuscular procycidine and her
symptoms resolved over 30 minutes.

The pathogenesis of acute dystonia is not fully
understood, but Marsden & Jenner (1980) have
argued that it is due to the combined effects of acute
dopamine receptor blockade with secondary in
crease in dopamine turnover followed by a delayed
supersensitivity of postsynaptic dopamine D2 recep
tors. Dystonia they argue is caused by the effects
of increased dopamine release on supersensitive
receptors, as the latter become exposed by drug
wash-out. In support of their view, Meldrum et a!
(1977) have shown that in baboons drug-induced
dystonia can be preventedby depleting presynaptic
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Adrenoceptor activity and adenylate cyclase
inhibition in depression

Sm: The human platelet has been extensively used
as a model of monoaminergic neurons in the inves
tigation of the amine hypotheses of depression and
the effects of antidepressant treatment. Platelet a2
adrenergic receptors (AR) are coupled in an inhibi
tory manner to membrane-bound adenylate cyclase
(AC), the effector second messenger system. Platelet
a2 AR desensitisation has been reported in drug
free depressed patients, expressed as low agonist
receptor affinity or impaired AC inhibition (Siever
et a!, 1984).

We report the results of two studies which inves
tigated platelet a2 AR receptor function and AC
inhibition in depressed patients. The first study
involved eight patients with DSMâ€”IIIâ€”Rmajor
depression, of mean age 55.4 (s.d. 11.1) years, and
18 normal subjects(hospital personnel) (mean age
49.2 (13.8) years). Blood sampleswere extracted at
9.00 a.m. for the a2 adrenoceptor assay (Doyle
et a!, 1985). This was done at baseline and at the
end of four weeks' treatment with amitriptyline
(5 patients) and fluparoxan (an a2 adrenoceptor
inhibitor) (3 patients). ResultswereexpressedasKd
(nm) and B,,,@(fmol/mg protein). In the second
study, eight depressed patients were compared with
11 normal controls (laboratory personnel). Blood
sampleswere extracted at 9.00 a.m. for adenylate
cyclase assay (Schultz et a!, 1987) at baseline and at
weeks 1, 2, 3 and 4 of antidepressanttherapy.

The results showed no significant differences in
Kd or B,@ of a2 AR between depressed patients

and normal controls at baseline.At the end of four
weeks, the mean value of Kd of a2 AR was not
significantly different between depressedpatients
and normal controls. B,@ of a2 AR at the end
of treatment, however, was significantly lower in
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depressed patients (mean 39.5, s.d. 26.4) than nor
mal controls (mean 125.7, s.d. 91.1) (P<0.Ol). Pre
and post-treatment Kd and Bmasof a2AR werenot
significantly different.

The results of study 2 showedsignificantly lower
prostaglandin El stimulation of adenylate cyclase
(% of basal activity) in depressed patients (mean
156.6, s.d. 22), than normal controls (mean 221.8,
s.d. 47) (P<0.Ol) at baseline. There was no sig
nificant difference in adenylate cyclase activity in
response to sodium fluoride, 5'-guanylimidodi
phosphate(GPP (NH)p) and forskolin betweende
pressed patients and normal controls. More
over, there were no changes in AC-stimulated
activity during treatment with placebo (2 patients),
rolipram (phosphodiesterase inhibitor) (Collins &
Abou-Saleh, 1992)(3 patients), and fluparoxan (3
patients).

These results are at variance with the results
reported by Karege et al(l993), who showedplate
let a2 AR (AC inhibition and primary aggregation)
desensitisation in depressedpatients with a sig
nificant correlation between the two mechanisms.
Our two studies have also examined the effectsof
treatment, and the findings suggestthat antidepres
sants including an a2 AR inhibitor appear to down
regulate a2 AR activity while no change was
observedin AC activity with treatment including a
phosphodiesteraseinhibitor.

The relationship betweenplatelet a2AR and AC
inhibition merits further investigation in the same
group of patients.
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CORRIGENDUM

BJP, May 1994, 164, pp. 698â€”699.The letter â€œ¿�Man
aging the manipulative therapistâ€•was by Chris
Cantor, not Chris Taylor.

A HUNDRED YEARS AGO

The Lunatic Asylum for the City and County of
Bristol

The average number of patients resident in the
asylum during the year 1893 was 270 males and
339 femalesâ€”total 609; and there remained on
the books on December 31st 278 males and 338
females; total, 616. The total number of cases
admitted was 98 males and 84 females â€”¿�total, 182.
There were 70 cases discharged recovered and 79
died, giving a recovery rate of 38.46; while the
death-rate was 12.97 for both sexes. Among the
male patients the mortality was very high, reaching
15.18per cent.,calculatedupon the averagenumber
resident, but this is accounted for by the fact that
no fewer than 20 of the male deaths, all of which

were verified post mortem, were due to general
paralysis. With regard to causation Dr Benham
states that of 30 general paralytics admitted there
wasin 11casesa history of drink, sexualexcessin 6,
drink and sexual excess combined in 4, in 2 there
was a distinct history of syphilis, and 1 had suffered
from sunstroke. There was one case of enteric fever
for which no causecould be discovered.The Corn
missioners in Lunacy comment favourably upon
the fact that although there were 112 epileptics, 8
actively suicidal cases, and 21 general paralytics in
the asylum, only 1 man and 3 women were in bed at
the time of the inspection.
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