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Evidence for two receptor populations was obtained
by quantitative analysis of agonist activity of hista-
mine analogues on five tissue systems. The phama-
cological characterization of histamine H» receptors
was. achieved by means of burimamide, a novel
thiourea derivative, which competitivelv antago-
nized the action of histamine on isoiated guinea pig
atrium and rat uterus. Burimamide inhibited hista-
mine- and pentagastrin-stimulated gastric acid secre-
tion in several animal species and man. {The SCJ®
indicates that this paper has been cited int more than
1,860 publications.] )
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"It is nearly two decades since publlaoon of the
Nature article which described the characterization

and antagonism of histamine H; receptors. This
proved to be a milestone publication for many rea-
sons and dramatic advances have occurred. It
seems highly appropriate for this Citation Classic to
be published in the same year as the first publica-
tion of the cloning of the histamine H; receptor.!
Many of us recall the excitement of meeting Jim
w. Blad( for the first time in 1964, when he visited
Smith Kline and French Laboratories at Welwyn,
ngland,soonaftnrmedumveryofbetablodtmat
ICI Pharmaceuticals, in which he was deeply in-
volved.? Greater excitement followed when Black
set up a new research at SmithKline aimed
at the discovery of a novel histamine antagonist. In
-~ fact, the excitement was to last for more than a
decade with many highs and lows, up to and beyond
the launch of cimetidine (Tagamet) in 1976. Publi-
cation of the Nature article in 1972 was certainly
one of the high points. The great interest | ted
was predictive of the numerous and significant de-
vel that followed. :
First, the histamine Hy-receptor antagonist led to

. dyumys for many years

creased understanding of the physiological pro-
cesses involved in the secretion of gastric acid. They
proved t0 be an extremely effective means of con-
trolling gastric acid secretion, and cimetidine
(Tagamet), which was a direct development from
bunmnude demonstrated great dinical utility.

ists consider that cimetidine
andsuhsaquent Hrreceptor antagonists have revo-
lutionized the treatment of peptic ulcer disease. A
pmma’bﬁmaascutedmemdhtde

The 1972 Nature article also caused a resurgence
of interest in histamine that persists until the pres-
ent day. Histamine research had been in the dol-
the initial interest

created by . Bovet’s original di of antihista-

‘mines for treating allergies in the 19308 However,

the appearance of the Nature articte gave rise to a

.pledmofpuhlmmon:hednnmudbol-

agy of histamine and H; receptors. Greater interest
devdopedmtheplnmnoologymdblodmnmof
histamine and its physiological role throughout the

body. Large numbers of Hxrreceptor antagonists
have been described, several of proven dinical utit-
ity. Histamine has been shown to fulfill all the cri-
teria for a neurotransmitter in the CNS, and a third
histamine receptos, the Hrreceptor, has been
shown to modulate the synthesis and release of
histamine in the brain and some peripheral tissues.5
The Nature article is perhaps especially notewor-
thy, since the criteria used to analyze the pharmaco-
logical actions of histamine and its analogues in
terms of receptor subtypes set a valuable
and standard for subsequent investigators. Addi-
tionally, the development of a selective antagonist,
by structural modification of an agonist, and avoid-
ing general screening, provided a much-quoted case
hnstorymdmgda
The authors of the Nature artide have been
ded many h , Cf d by the Nobel Prize
for physiology or medicine in 1988, © Sir james
Black for his momentous drug discoveries that in-
dude adrenergic beta blockers in addition to hista-
mine Hz-m:e:;or antagonists. His coworkers are
privileged to have had the experience of
with one of the greatest intellects to have been

a major advance in gastroenterology and to an in- | applied to the drug discovery process.
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