
This article provided a comprehensive
overview of the neurochemistry and neu-
ropharmacology ot individual amino acids
of interest as possible transmitters in the
mammalian central nervous system. In ‘d-
dition we reviewed the then avaits~oleeVI-
dence that certain endogenous amino
acids were the transmitters of identified in-
hibitory and excitatory pathways. [The
SCI® indicates that this paper has been
cited in over 955 publications, making It
the most-cited paper from this journal.]
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This 1974 review, which introduced
the terms glycinergic, gabergic, asparter-
gic, and glutamergic (or more euphoni-
ous versions—of which GABAergic must
surely be the least attractive!), was writ-
ten when we were still flushed with ex-
citement after discovering that bicucul-
line was an adequately selectivegamma-
aminobutyric acid (GABA) antagonist
useful for investigating GABA-mediated
synaptic events in thecat central nervous
system.1 This led to an accelerated
worldwide interest inGABA-receptors, in

compounds that modulated their recep-
tivity, in GABA-activated ion channels,
and in membrane transport processes. Bi-
cuculline, like strychnine, which had ear-
lier been demonstrated in Canberra to be
a selective glycine antagonist,2 rapidly
joined the list of ~aclassical~~pharmaco-
logical antagonists: frequently used but
with the original publications rarely
cited, even in prestigious journals of high
international standing.

Our review, as did that published ear-
lier by J.C. Watkins and me,3 also in-
cluded amino acids that excite central
neurones, again a field to which major
contributions were made in Canberra.
The lack of appropriately selective antag-
onists, however, prevented definitive
evaluation of the role of aspartate, glu-
tamate, and related endogenous amino
acids as excitatory synaptic transmitters.
With the recognition now of subtypes of
excitatory amino acid receptors, based
largely on the availability of a series of
antagonists, many of which originated
from the work of Watkins in Bristol,4
this field of neuropharmacology is ex-
panding. There does seem to be a preoc-
cupation, however, with thedetails ofre-
ceptor, channel, and intracellular mech-
anisms studied under in vitro conditions,
often using cultured cells that have never
experienced synaptic excitement, in an
absence of an appreciation of the realities
of the conditions that exist in vivo.

We remain grateful to theeditors of Er-
gebnisse der Physiologie, Biologischen
Chemie undExperimentellen Pharmakol-
ogle for providing us with the opportu-
nity to review amino acid transmitters in
the mammalian central nervous system
on an anatomical and functional basis at
a time when research in this area was
burgeoning but not in such a complex
fashion as at present.
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