
Evidencefor two receptorpopulationswasobtained
by quantitativeanalysisat agonistactivity of hista-
mineanalogueson five tissuesystems.Thephamsa-
cologicalcharacterizationof histamineH

2
receptors

was.achievedby meansof burimamide. a novel
thiourea derivative, which competitively antago-
nizedthe action or histamine on isoiatedguinea pig
atrium and rat uterus. Burimamiae inhibited hista-
mine-andpentagastrin-stimulatedgastricacid secre-
tion in severalanimal speciesand man.IThe sa ®
indicatesthat thispaperhasbeencited in more than
1.860 publications.l
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It is nearlytwo decadessincepublicationof the
Naturearticle which describedthecharacterization
and antagonismof histamineH2 receptors.This
provedto be a milestonepublicationfor manytea-
sons and dramatic advanceshave occurred.It
seemshighlyappropriatefor thisObtionClasskto
bepublishedin thesameyearasthefirst publica-
tion of thecloningofthehistamineHz receptor)

Many of us recall theexcitementof meetin$lien
W. Blackfor thefirst time in 1964, whenhevisited
Smith Kline and French Laboratoriesat Welwyn,
England,soonafterthediscoveryof betablockersat
(Cl Pharmaceuticals,in which he was deeply in-
ynJy~2 Greaterexcitementfollowed when Black
setup anewresearchprogramatSmithklineaimed
at thediscoveryof a novelhistamineantagonist.In
(act~(lie excitementwas to last for more than a
decadewith manyhighs andlows,up to andbeyond
the launch of cimetidine(Ta~amet)in 1976.Publi-
cation of the Nature article in 1972 wascertainly
oneof thehigh points.The greatinterestgenerated
waspredictiveof thenumerousandsignificantde-
velopmentsthatfollowed.

First, thehistamineHz-receptorantagonistledto
a maioradvancein gastroenterologyandto anin-

creasedwiderstandingof the physiologicalpro-
ceaw, involvediii thesectetionot gastricacid.They
provedto be an extremelyeffectivemeawof con-
trolling gastric acid secretion, and cimetidine
(TagarneO. which wasa directdevelopmnersifrom
burimamide. demonstratedgreat clinical utility.
Most gastmenterologistsconsiderthat cimetidine
andsubsequentHz-receptorantagonistshaverevo-
lmaionizedthetreatmentof pepticulcer disease.A
previousCItath,nGauiccited the pap& that do-
scribedthe definitivepharmacologyandclinicalof-
ficacyofcimeddine.

The 1972 Naturearticle alsocawedareeirgence
of interestin hheaminethat persistswith thepies-
mat day Histamineresearchhadbeenin the dol-
drums for manyyearsfollowing the initial interest
createdby I. Bovet’soriginaldiamreey’ofantihista-
mines for treatingallergiesin theI93~ However,
the appearanceof theNaturearticlegaveriseto a
plethoraof publicationson thedsssnislryandbiol-
ogyof histamineandHz receptors.Gr~a-interest
developedin thepharmacologyandbiodiemistryof
histamineandits physiologicalroletiwoughoutthe
body. Large numbers of Hz-receptorantagonists
havebeendescribed,severalof provenclinicalutil.
ity. Histaminehasbeenshownto M6U all thecri-
teriafor a neurotransmitterin theCNS, and a third
histamine recepto.~the Hz-recepto.~has been
showat to modulate the synthesisand releaseof
histaminein thebrain andsomeperipheraltiarues,
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The Naturearticleis perhapsespeciallynotewor-
thy, sincethecriteriausedto analyzethepharmaco-
logical actions of histamineand its analoguesin
termsof receptorsubtypesseta valuableprecedent
and standard for subsequentiiweatigasess.Addi.
tionalI~thedevelopmentof a selectiveantagonist.
by structu~lmodificationof anagonist~andawsid-
inggeneralscreening,provideda much-.quotedcase
history in drugdesign.

The authors of the Nature article have been
awardedmanyhonors,crownedby theHohelPrize
for physiology or medicine in ~ to Sir James
Black for his momentousdrugdiscoveriesthat in-
dudeadrenergicbetablockersin additionto hista-
mine Hz-receptorantagonists.His cowerkersare
privileged to have had the experienceofworking
with one of the greatest intellects to have been
appliedto thedrug discoveryprocees
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