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Sum_ry: Spasmogenic ae 'on of hlSla", ne. 2-(2-arrif1<le f) pyl'idl (HI I I r agoniSI)
and m thy!· istamin. ( 2 'ecep Of agonis). have beer studied In gUln a Pll). I d U loa
hi dd in he presence of mepyramine (H J antagonist) and me amid. (H 2 anlagono tj 10ld nllf

e PI" ce of HI end H2 re p 015. e study suggest d lhe pr8$CllC8 of HI as well lIS H2
10rs 10 's prep¥8Iion.

Ke,' worda : h'slami e urinary bJaddef

I TRODUCTIO

HI and tl2 fe pt s

The claSSIcal an lhistaminics (meoyramlne and diphe'lhydramine) do not block

c~rtain Dctio!"s of hIstamine (1.3, .6). The discovery of b r1mamlde I)y Black ~( al. (2)
showed 1"'e Involvement of H2 receptors media Jn~ these actions he p'esen work

2S undert ken to i e'ltify nd De the hiS amine recap ors in gumea-plg urinary bladder.

ATERIAL A 0 METHODS

IsolA ad hladder of male 9lJinea-pig was moun ed ilccorclinc to the method of
Ursillo and Clark (7) except that the bath temp was m::lIntAllIed at 35±O.5°C and the
magnification was 8 10 10 timos.

Tile spusmoQGII WIlS ill contact with the tissue for 30 sec, he agonist response/
wash cycle was of 5 min. Mepyramine was present in the bath for 2 min only once.
wherfl8s metiamide was nddod OVElry time to the bath 5 min before recolrltng the response
to the spasmogen.

For each so 0 experimen s. a minimum of ~j observattons was mad. Student's
'1' test was used 0 Sll istically evalu He the results. COi'lcer:v'l Ions mp.ntioned in the
tPo t nr ho e of eo s~lts.
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RFSULTS AND DISCUSSION

Histamine :tcid phosphat':!. 2-(2-aminoelhyl} pyridine dlhydrochloride (HI agonist)
ano 4 melhyl hIstamine dl~yrocl1loride (H, agonist) produced dose dependent CO'1traCtlOns.
The sensitIvity of the tis'lue to hls!arnine was 0 1 ~J!m1. to HI agonist 2 p.:;lmi and to H:
agonist 15 ,,]Iml. Addition of 1 ,,11m! of meuamlde produced a partial blockade of
responses to histamine (0,1 to 04 ,,:llmf) and considerable blockade of respons':!s to
H2 agonist (40 to 160 "llmf) but failed to produce any ~gnificant blcx:kade of responses
10 HI agonist (2 10 8 ".glm/). Further addition 01 mepyramlOe (01 ,,1!m/) produced
an addItional blockade of responses to histamine and H2 agOOlst M~l1yramlne produced
slgmflcant b'ockade of the HI agoOlst respons~ (Table I).

TABLE I : Actionl Oft quinu·pig~~ 01 hU;tMnlM. HI 8QOtl1St IIld H:
tgOnI$l .rid~l!"odt6c::a~ by metwrnlde .nd me\l1lmlde phn !MP'J'I'MllM.

-"""." ()OU of Responu (mm±S..£) " fnhibilJon....""
(lAJ/IMI) C~... M_ Al,. mMU. """ Nrer mew-.- -- .....- --""'",- mid. mtP~M1.

HiSttfT'IM
• 1

32 &e±2 06 24 16±1.9S" 11 OO±2 25" 29 28 66.31

• 2
44 18±2 18 35 OO±'.oe· 21 ~±2.03" 18 18 5095

•• 58 OO±3 19 5O_00±2.1S" 38 t3±1 10· " .. 36.60

2·(2·arr.looelhyl) 2 34 00±2 00 33.00±'.16 19 OO±O 41" 03.00 44.11
pyriOM • M 00±2 17 52.00±200 37.00±OW· 03 ,. 31.48

8 73 00±2 89 70.00±2 20 SS.OO±1.02" 04" 24 85

4 ·meth...' hisl,onl..,. •• 29 OO±2 07 18 00±0.47· 8.oo±1.22" 37 93 72.41
8. 40 00±2 12 JO.OO±1.60· 1700±1 18" 2500 57 50

18. 5100±3.10 II0.00±1.22· 2t1.oo±1.92" 21 58 49 19

hth 1I,II.e d~ieta the moen of 6 expllfil"llcmts.

p <O.ol

Log dose responsa curve of histamine showed a parallel shift to the rinht in the
presence of metiumide as' well as mer'IYramine suggesting the competitive nature of th~

.!l!H?'gonism.

Acetylcholine chloride was used in aU these experiments to S~IOW the specifIcity
of tt,e antagonists The acetvJcholine 0.1 pJlmf responses were not mo::lilled by both
the antagonisls to any significant degree.

It was obser....ed that in the presence cf metiamide the iOluation of the response was
delavad by ",bout 10 'iec
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Dose dependent contractions with histamine were partially blocked by metiamlde
(HI illUagonis:) as well as mepyramine (HI antagoOlst) suggestmg the presence of HI
&$ well 8S H2 receptors in this preparation.

The dose dependent COniraCHons with 2·{2·~minoethyl) pyridine a selecti'l"e HI
agonist Wefe bloclc:ed only by mepyramlne Metla71ide failed to block the responses to
HI agonist.

The responses to 4-methyl histamine. a H2 agor:ist were partially blocked bv meM·
mide 8S well as mepyramine sInce It IS reported to have SOll1e stimulant effect on HI r~.­

plors also (5).

It appears that both HI and Ha 'ecepton; are present m ItllS pteparflllon subserving
a common response. though the senslt''l''ny to the HI and Ha agonlsl is of a low ordCf.
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