Antidepressants

How effective

Dr Spilios Argyropoulos and Professor David Nutt discuss the made of action of the newer

antidepressants and consider their role in the management of older people with depression

he ph

gical treatment of ion h

been a uccess for psychopharmacology. Between
40 and 50 par cent of wiferers show complate recovery,
with a further 25 per cent showing significant improve-
rent—and these figures compare favourably with the
outcome of chemical or surgical procedures in general
medicing', But how do antidepressants work to pro-
duce benefit? And are antidegressants effective in
older depressed patients?

are the new drugs in the elderly?
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Key points

@ The pharmacological treatment of depression has
been a success for peychopharmacalogy with efficacy
comparing favourably with the outcome of chemical
ar surgical procedures in general medicine

@ The mencamine hypothesis still appears to be the
mast plausitle axplanation for the mode of action of

The d y of chemical for dep

ip In the 19505, imi (Tofranil)
was initially tried in schizophrenia before it was
observed that it had antidepressant properties, a dis-
cowvery that led to the development of the trigyelics
(TCAs). At the same time it was chserved that iproni-
22ig, used in the treatment of tuberculosis, had a posi-
tive effect an mood and, as a result, the moncamine
axidase inhibitors (MADIS) were developed.

It soon became apparent that the net effect of the
TChs and MAHs is lo increase the availability of the

drenaline (NA) and
serotonin (SHT) in the synapse This led to the devel-
opment of the hypathesis of i (55RIg) b depr
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But is the availability of NA andior SHT sufficient to
explain the antidepressant effect of these drugs? In &
serivs of elegant experiments, Delgada et al* showed
that, if the brain is deprived of tryptophan (the natusal
substrate for the synthesis of SHT), patients successiully
ireated with selective seratonin reuptake inhibitors

{for example Schildkraut, 19657, which postulates
that a dewrease of the available transmitters in the
synapie is fundamental to the process of the illness
and that antidepresants work by redressing this dys-
functional state.

d again, Similarly, if the pro-
duction of NA i inhibited, patients treated with
agents that specifically block the re-uplake of NA
become acutely depressed:. It therefore appears that
the monoamines are indeed needed for antidepres-
sants 1o produce their effect.
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