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The CABA #Wopt~~ (2nd ediWn1 edited by S.J. Enna and N.G. Bower-y, 

Humance, 1997. $125 (x + 332 pages) ISBN 0 B9603 458 5 

his T timely new edition gives a 
comprehensive overview of the 

substantial developments made in the 
understanding of the physiology and 
pharmacology of GABA-receptors 
since the fast edition in 1983. It is now 
clear that GABA-receptors exist as 
many different subtypes, which are 
grouped into GAFL& GABA, and 
GABAc receptors, the latter in reality 
being a distinctive subtype of the 
GABA, receptor with a unique phar- 
macology. The book is organized 
around this subdivision and provides a 
thorough treatment for each receptor 

type. 
llie GABA Receptors gives a very 

thorough account of the way in which 
GABA, receptor subtypes are sculp- 
tured from the potential 17 known 
subunits, to cater for the qxcific func- 
timal requirements ofdisdnct neuronal 
circuits. There is a seem@ly never- 
ending list of potential modulators at 
these receptors, to an extent that some- 
what tests any hid-l in distina modula- 
tory sites on particular s&units. Never- 
theless, the actions of benzodiazepines 
and various modulators at these sites, 
as well as anaesthetic actions on 
GABA, receptors are well covered. It 
isaIritythatthese&ononthetrans- 
port systems for GABA reuptake does 
not include an explicit account of 
uptake inhibitors and the particular 
transporters (GAT l-4) they act on. 
some of this information is found 
elsewhere, but it is an oversight. 
Prof. Krogsgaard-Larsen provides an 
in-depth account of the contributions 
of medici& chemistry to the analysis 
and understanding of GABA, receptors, 
muchofwhichhascomefromhisown 
work around the isoxazoles. 

GABA, receptors have come a long 
way loom the earliest demonstration by 
Norman Bowery, some 20 years a&@, 
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that autonomic term&x& are modulated 
through bicuculline-insensitive GABA- 
recqtorsthatareclearlynotofthe 
GABA, type. MS subsequent demon- 
stration of this GAB& receptor in the 
central nervous system provided a con- 
siderable &llenge to nexTochemists 
and neurophysiologists. How well 
thiSChall~~hasbeenmetiSCl&~ 
brought out in three chapters on 
the functional pharmacology, ekctro- 
physiology and neurochemistry of 
the GABA, receptor type. It is both 
puzzling and to a degree d&appointlng 
thatwkcuhbidogyhasnotproved 

asbountifulintheGAB~ftedasit 
has with the GAESA~-GAISAc group. 
Ir&edGAB$refeptorshavenotyet 
been sequenced, which is an impedi- 
ment in the ident%lcatkm of suggested 
subtrpes of t&s receptor. It also makes 
the related medicir4 chemisxry more 
dif%x& despite the speaacutarfy suc- 
Czessful~mentofhighlypotent 
GA&$ agonists and antagon&s by 
the Ciba-Geii chemists, who have pro- 
vided a splendid chapter on the relevant 
medichal~. 

Perforce, the chapter on GABA, 
reqtorsislessdeve~,asthistopic 
isonlynowattbestagethat~ 
recep#rs had reached about ten 
years ago. Newztheless, the present 
knowledge of the GAEk&-GAB~ duo 
provides a fine illustration of the power 
and impact of molecular biology in 
modern pharmacok3gy. 

Overall,thebookprovidesagocxl 
readforallwhoareinterestedinthe 
medicinal chemistry and pharmacology 
of these imporTant receptors. 
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