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to be implicated in excitotoxic brain damage, epi
lepsy, learning and memory, and possibly psychosis
(Barnes, 1988).
The neurotransmitterat NMDA receptorsis

probablyL-glutamate,an excitatoryamino acid
which may killthe neuron ifpresentin excess
(â€˜excitotoxicity').Blockade of the receptorby
ketamine can prevent this damage, which occurs
in ischaemia,epilepsy,and other conditions
(Barnes, 1988). Thus an endogenous blocking
agent would have neuroprotective properties. An
endogenousagent,which has been labelledâ€˜¿�alpha
endopsychosin' (Quirion et a!, 1984), has in fact
been discovered for the PCP site. It is thus poss
ible that a flood release of alpha endopsychosin
could serve the function of reducing excitotoxic
damage in the ischaemic brain, for example in the
situation of a cardiac arrest. A by-product may be
a temporary, dissociative hallucinogenic effect on
consciousness. This is a more specific version of
Carr's (1981) theory concerning the secretion of
psychoactive peptides in stressful situations. How
ever, while the endorphins, as suggested by Carr,
may play a role in the NDE, they are not usually
regarded as potent hallucinogens, unlike many of
the substances active at the PCP binding site.

A further matter to consider is the possible role of
this site in the formation and retrieval of memory. In
hisdiscussionofthepsychologicalbasesoftheNDE,
Siegel (1980) suggested that memories may normally
be suppressed by a mechanism which acts as a gate to
data from the outside. If this external input is de
creased (as occurs in the patient who has had keta
mine) while awareness remains, stored perceptions
are released and may be dynamically organised.
Blockade of NMDA receptors, by ketamine or
perhaps alpha endopsychosin, suggests a neural
substrate for the â€˜¿�gate'of the sensory deprivation
theory â€”¿�i.e. it closes the â€˜¿�gate'to external input so
that old memories come to the fore instead, a feature
of some NDEs.

In conclusion, the NDE is an entity of consider
able interest and it may be of some value to apply
the recent explosion of knowledge in neuroscience
to our attempts to understand the phenomenon.
Elucidating the properties of the endopsychosins,
and the development of substances which are
more specific for the PCP site (ketamine also binds
to several other sites), may be of some value in
this attempt.
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Affective â€˜¿�switchmechanisms'

SIR: The notion of â€œ¿�switchmechanismâ€• in affective
disorders (Carney et a!, Journal, January 1989, 154,
48â€”51)is a challenging one, with both theoretical and
clinical applications. I am sceptical about the conclu
sion that because â€œ¿�5-adenosylmethionine enters the
CSF, is linked with CSF 5HIAA and folate metab
olism, and influences prolactinâ€•these â€œ¿�suggestan
effect on dopamine metabolismâ€•and the â€œ¿�dopamine
system should be further exploredâ€•.

I do agree that the dopamine system is an import
ant neurotransmitter in the study of affective dis
orders, but I do not see the results of these open trials
as being sufficient to highlight solely the role of dopa
mine and not serotonin if we have to concentrate on
either.
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What's so special about two years anyway?

SIR: One of the most important criteria to be taken
intoaccountwhen assessinga patientforpsycho
surgery is that all reasonable treatments should have
been tried and failed. In other words, the patient
needs to have a treatment-resistant illness, usually
depression, and some describe this as chronic
depression. I was therefore interested in Dr Scott's
review article with the title â€˜¿�Chronicdepression'
(Journal,September1988,153,287â€”297).

Dr Scott accepts the definition of chronicity, pre
viously suggested by others, as â€œ¿�symptomaticnon
recovery for a period of two or more yearsâ€•.She goes
on to consider the factors that may relate to chroni
city, which include â€”¿�among others â€”¿�the illness
(length of episode, course, symptom profile, etc),
treatment, family and personal history, and
personality.
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