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HEZ:*P<0.05 **P<0.01,***P<0.001.
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(10 4 M) o cyclic AMP BSR4 21 1
L, 1074 M i3 histamine O%) & % K[ 5%
Wil 72(&1).

—7, mepyramine {31077 M) i & Thista-
mine(10 4 M) &F & £RMHIL b - 72,

metiamide |3 4-methylhistamine ¢) cyclic
AMP B0 L #I L 72 (3% 2 ). metiamide (3
1074M o BE TIZ, [ E7 4-methylhista-
mine NFNF 213 & A FELITENL 72,
4 . histamine N%HFIc¥$9 % aminoguanidine
& quinacrine ?#%

aminoguanidine(10 ~¢ M) & quinacrine(10 —4
M) o #F i3 histamine(5 X 10 =5 M) ) cyclic
AMP M3 RICERBLHELRITZ S o1z,
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A3 IBMX(10—3M) % &¢r, histamine A 5 Wik FERMEEHRF TL109H 1 > %
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Cyclic AMP (pmoles/mg protein)

Histamine (104 M)

Basal Level -
(Concentration) Mean + SEM Mean + SEM Increment
Control 17.4 = 0.7 (3) 65.6 £ 9.9 (4) 48.2
Metiamide(10-5 M) 16.3 £ 1.6 (4) 40.8 £ 2.5 (5)° 24,5
Control 25.1 + 1.3 (4) 56.2 £ 7.2 (4) 31.1
Metiamide(10 4 M) 27.3 £ 1.5 (4) 31.9 £ 2.1 (4) 4.6
Control 30.1 = 3.3 (4) 63.0 = 5.3 (4) 32.9
Mepyramine(10-7M) 24.2 £ 0.9 (4) 66.4 £ 3.0 (4) 42.2
a K@U ~hbnmariT. biRBECHELTP<0.05. c xEELEL TP <0.02.
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%2 4-methylhistamine i & 2 €% FETRY K » cyclic AMP L ~va)
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Cyclic AMP (pmoles/mg protein)

4-Methylhistamine (104M)

Drugs Basal Level

(Concentration) Mean + SEM Mean = SEM Increment®
Control 14.5 = 0.6 (4) 60.1 £ 12.0 (4) 45.6
Metiamide(10 -5 M) 15.9 + 1.0 (4) 26.0 £ 2.1 (3) 10.1
Control 25.1 = 1.3 (4) 64.0 £ 6.6 (4) 38.9
Metiamide(10 ¢ M) 27.3 £ 1.5(4) 30.2 £ 3.3 (4) 2.9

a EBLVAD LG EET.

b *tHfE & L <P <0.005
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Cyclic AMP (pmoles/mg protein)

Histamine (5 X 10—5M)

Drugs Basal Level

(Concentration) Mean =+ SEM Mean + SEM Increment?
Control 30.1 + 3.3 (4) 56.4 £ 5.3 (4) 26.3
Aminoguanidine(10 ¢ M)

+ Quinacrine (10~4*M) 26.6 = 1.4 (4) 55.4 £ 6.1 (4) 28.8
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Cyclic AMP-increasing action of histamine and its analogues
in the guinea pig submandibular gland
Masato MURAKAMI
Department of Pharmacology, Okayama University Medical School

(Director: Prof. K. Saeki)

The effects of histamine and its analogues on the cyclic AMP levels in the sub-
mandibular glands of guinea pigs and the characteristics of the receptors which mediate
such effects were investigated.

Histamine and 4-methylhistamine dose-dependently increased the cyclic AMP levels
in chopped submandibular glands. The EDso values for bistamine and 4-methylhista-
mine were approximately 1.3 x 10-5 M and 2.2 X 105 M, respectively. 4-Methylhista-
mine had a higher efficacy than histamine. 2-(2-Pyridyl)ethylamine was far less ef-
fective than either histamine or 4-methylhistamine.

Although metiamide markedly inhibited the cyclic AMP-increasing effects of hista-
mine and 4-methylhistamine, mepyramine was completely ineffective. A combination
of aminoguanidine and quinacrine had no influence on the effect of histamine on the
cyclic AMP levels.

From these results it was concluded that histamine H2-receptors which mediate
the cyclic AMP increase are present in the guinea-pig submandibular gland.



