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world literature on the Munchausen syndrome. Had
there been, my point may have been less worth
making. In my own experience, these patients refer to
the opera more often than one would expect. A case
report published some years ago illustrates this point
(Cremona-Barbaro, 1983).

I would certainly not disagree with the view that
the aetiology of the Munchausen syndrome is likely
to be multifactorial, and it would seem reasonable to
assume that maladaptive learning in early childhood
is an important factor.

ANNE CREMONA-BARBARO
Wexham Park Hospital
Slough, Berks SL2 4HL
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Down-regulation of Post-synaptic Serotonin Recep-
tors as a Mechanism for Clomipramine-induced
Anorgasmia

Sir: In considering likely mechanisms for clomipra-
mine-induced anorgasmia, Monteiro et al (Journal,
July 1987, 151, 102-106) have discounted an effect on
central serotonergic transmission. When, however,
an injection of a post-synaptic serotonin receptor
agonist, S5-methoxy-N, N-dimethyltryptamine (5-
MeODMT), is used to induce ejaculation in rats, this
effect can be blocked by selective serotonin uptake
inhibitors (Renyi, 1986). A single dose of zimeldine
inhibits ejaculation when given 48 hours before
administering 5-MeODMT. In contrast to Renyi’s
findings at 48 hours, Mas et al (1985) found that
zimeldine, like 5-MeODMT, facilitated ejaculatory
reflexes when animals were tested one hour after
dosing. They also demonstrated that zimeldine’s
effect on ejaculation, unlike that of the direct agonist,
does not occur in animals bearing mid-thoracic
spinal cord transections, demonstrating that 5-
MeODMT exerts its agonist effect directly on sero-
tonin receptors in the spinal cord or periphery, while
zimeldine’s effect depends on intact supraspinal
innervation.

Taken together, these drug-induced changes in
ejaculation can be interpreted as a reflection of the
sequence of synaptic events that follow serotonin
re-uptake blockade, namely an initial increased
concentration of intrasynaptic serotonin with
enhancement of neurotransmission, leading to down-
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regulation of post-synaptic serotonin receptors
establishing functional inhibition of neurotransmis-
sion by 48 hours (such down-regulation of serotonin
receptors has been demonstrated within 3 hours of
drug administration by Koshikawa et al (cited by
Renyi, 1986).

As Mas et al point out, the lumbosacral segments
of the spinal cord receive descending serotonergic
fibres from the raphe nuclei in the same laminae of
the anterior horn as the motor and autonomic pre-
ganglionic neurones innervating the genitalia.

Chemically-induced ejaculation in paraplegic rats
may seem a questionable anthropomorphism to
serve as a model of the human orgasm, but this
research is cited merely to suggest that serotonergic
dysfunction is the best hypothesis for clomipramine-
induced anorgasmia.

There have been two case reports of antidepres-
sant-induced anorgasmia in which normal orgasmic
function was restored by treatment with the sero-
tonin receptor agonist cyproheptadine while anti-
depressant treatment was continued (Decastro,
1985; Sovner, 1984). While neither of these cases
implicated clomipramine, both drugs —a MAOI and
nortryptiline — are known to exert a similar influence
on serotonergic transmission. It remains, therefore,
to test the acceptability and efficacy of cypro-
heptadine as a treatment for antidepressant-induced
anorgasmia.

MICHAEL MURPHY

Kings College Hospital
Denmark Hill
London SE4
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Abnormal Intestinal Permeability: An Aetiological
Factor in Chronic Psychiatric Disorders?

SIr: Wood et al’s paper (Journal, June 1987, 151,
853-856) presents some puzzling areas which are in
need of clarification. The authors stated that the
mean cellobiose recovery rate after intravenous
injection was 28% (s.d.=10.8%) in patients who
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showed an abnormal ratio after oral testing and
29.3% (s.d.=17.7%) in those with a normal ratio,
over a five-hour period, concluding that there was no
significant difference between these two groups of
patients in the metabolism or excretion of this probe
molecule after absorption. These recovery rates after
intravenous injection are extremely low; indeed, in
their previous work (Cobden et al, 1985) a mean
cellobiose recovery rate of 52.0% (s.d. =14.3%) was
reported, and Menzies (unpublished) obtained an
83.4% recovery rate in normal subjects over the same
time period. Irrespective of whether the patients had
a normal or abnormal cellobiose/mannitol recovery
ratio, due to the low cellobiose recovery intra-
venously in both populations one might conclude
that considerable systemic metabolism of this
probe marker had occurred. However, cellobiose, in
common with most other disaccharides, is not
known to be significantly metabolised within the
body (Menzies, 1974). As intravenous cellobiose was
not administered to a population free of psychiatric
illness, these results would equally well support the
hypothesis that patients with chronic psychiatric ill-
ness demonstrate abnormal systemic metabolism of
cellobiose.

The authors acknowledged the low recovery rates
of both probe molecules, postulating that this may
have been due to inaccurately timed urine collec-
tions, leading to a similar reduction in recovery of
both molecules, leaving the cellobiose/mannitol ratio
unaffected. However, the mean mannitol recovery
rate of 49.45% (mean, abnormal/normal patients) is
almost identical to the 49.9% recovery in normal
controls (Cobden et al, 1985), but the cellobiose
recovery ratio is some 23.35% lower (52.0%, com-
pared with 28.65%). This disproportionate lowering
of the cellobiose recovery rate is not compatible with
error introduced by inaccurately timed urine collec-
tions.

Furthermore, it is unclear whether the test solution
administered was hyperosmolar. If it was, it is im-
portant that subjects refrain from drinking water for
at least two and a half hours before and after the
commencement of the study, as water would act to
dilute the hyperosmolar stress, leading to difficulties
in interpreting the results. As the authors have
alluded to difficulties in obtaining complete timed
urine collections in this group of patients, it would be
reassuring to know that ‘fasting’ included preventing
the subjects swallowing water throughout this
period, a somewhat natural reaction after ingesting
an extremely sweet sugary drink.

G. A. McGAULEY
Department of Psychiatry
St Thomas’ Hospital, London SE1 7EH
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Sir: We are grateful to McGauley for drawing atten-
tion to the low five-hour recovery of cellobiose after
i.v. injection in patients with chronic psychiatric dis-
order. As stated, the recovery is some 23% lower
than in the previous study in fit, co-operative volun-
teers. In theory this could be due to altered metab-
olism, but may reflect difficulty ensuring complete
bladder emptying before starting and at completion
of the test in the patients we studied. It is incorrect to
presume that the abnormality demonstrated in the
oral test could have been due to metabolic differ-
ences, as this would have given rise to an apparent
reduction in permeability to cellobiose, whereas in
fact we have demonstrated the opposite.

The purpose of the i.v. test was to compare the
group of psychiatric patients with abnormal oral
tests with those who had a normal oral sugar test.
The i.v. injection was given before the patient was
allowed away from his bed and after a urine specimen
was collected. The patients did not have access to
food or water during the five-hour period when all
urine passed was collected. Endoscopy was per-
formed at the end of the i.v. test and no excessive
gastric contents were noted. The i.v. test therefore
confirmed no significant difference in metabolism or
excretion in the two groups studied.

The composition of the oral test solution is clearly
stated in the method section. Patients were asked not
to drink, but in order to retain co-operation some
freedom was allowed and it is possible that some may
have drunk water during the study. However, this
would tend to reduce permeability to cellobiose,
whereas in fact the study demonstrated an increased
permeability to cellobiose in the abnormal group.

ANTHONY AXON
The General Infirmary
Great George Street
Leeds LS13EX

Mental handicap and double-blind trial design

Sir: The title “Lithium in the treatment of aggression
in mentally handicapped patients: a double-blind
trial” (Journal, May 1987, 150, 685-689) raises an
interesting question about how the limited con-
ceptual ability implicit in mental handicap might
interact with the conceptual sophistication necess-
ary to understand a double-blind design. That the
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