CORRESPONDENCE

These data put into perspective the often quoted
established ‘safety’ of the tricyclic antidepressants
(TCAs), many of which were first available before
or in the infancy of regulatory drug monitoring
schemes or post-marketing surveillance studies.
There are no similar bodies of safety data for most
of the TCAs and older antidepressants; their
‘established’ safety results more from familiarity
than hard data.

However, while PEM is an important addition to
drug safety monitoring methodology, it cannot
assess efficacy. General practitioners were asked to
record on the follow-up form sent one year after the
initial prescription, a simple question: was the drug
effective? Apparently most GPs felt that fluvoxa-
mine was not effective, yet only 38.4% of the
sub-group analysed for the reason for stopping
treatment recorded lack of efficacy as a factor. This
is clearly a discrepant result. A number of reasons
for this supposed low efficacy were discussed — all
may be relevant, but the most significant is that
PEM was not designed to study efficacy.

Efficacy is established in carefully designed
and controlled double-blind studies using trained
raters and specialised rating scales. Fluvoxamine
has consistently been shown to be superior to
placebo and to be as effective as other antidepres-
sants (Wilde er al, 1993). Efficacy claims based on
a PEM study would have been rightly criticised.
Inferences regarding lack of efficacy are no more
credible.
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Death during alcohol withdrawal

Sir: Circulatory collapse in delirium tremens or
death during an alcohol withdrawal seizure are
rare, but still occur. Much can be done to prevent
this occurring by timely prescribing. Nurses giving
sedation for alcohol withdrawal should be alert to
the possibility that a dose may be vomited, in which
case parenteral benzodiazepines or rectal diazepam
may be indicated, particularly in a patient with a
history of withdrawal seizures.

The typical ward regime of 6-hourly dosage may
mean that a patient who had his last drink 12 hours
before admission may go almost 18 hours before
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receiving his first dose of sedation. The nurse
should be instructed to give the first dose at admis-
sion in most patients. An ‘as required’ dose enables
the nurse to titrate dosage against symptoms.
Medication can be given while there is still some
alcohol in the body, but not to a patient who is still
intoxicated and unable to give true consent, and
make a contract about the treatment plan. This
applies if detoxification is to be carried out as an
in-patient or as an out-patient. In out-patients,
medication could be issued to the community nurse
or relative, to commence when the patient is men-
tally clear enough to agree not to take alcohol.
There are serious risks in under-medicating indi-
viduals severely dependent on alcohol who precipi-
tously cease alcohol intake for whatever reason.
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Glucocorticoids and the genesis of depressive illness

SR: Dinan’s integration of possible secondary
neuroendocrine findings in depression supports the
central role of glucocorticoids in its pathogenesis
(BJP, March 1994, 164, 365-371). The neuroendo-
crine changes quoted, and others not mentioned,
specifically blunted hypoglycaemic response to
the insulin stress test and subtle changes in the
hypothalamo-pituitary-gonadal axis, are one of
many areas of depressive phenomenology which
may be secondary to hypercortisolaemia. High
levels of exogenous steroids cause high intracellular
sodium concentrations and eosinophilia, both of
which have long been recognised in depression.
Some evidence suggests that the characteristic sleep
disturbances which are seen in both depression and
Cushing’s syndrome may be mediated by gluco-
corticoids (Shipley er al, 1992). A number of
independent authors have documented that
hypothalamo-pituitary adrenal (HPA) hyper-
activity is associated with specific clinical features
including psychomotor retardation, weight loss and
cognitive decline (Miller & Nelson, 1987). High
levels of cortisol have also been closely related to
a variety of neuroanatomical changes including
hippocampal atrophy which may be an important
mechanism of steroid-related psychopathological
change (Hauser, 1991).

While these associations only provide circum-
stantial support for the involvement of glucocorti-
coids in the pathogenesis of depressive disorders,
recent research is more convincing. HPA axis status
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