
Anaesthetized frogs, effective 
dose mg or ml/kg (No. 

Drug of experiments) 

Conscious frogs, effective dose 
mg or ml/kg (No. of 

experiments) 

. . . . . .  

. . . . . .  
Compound48/80 

. . . . . .  
Polymyxin B sulphate 
Tubocurarine chloride 
Propamidine isethionate 
Polysorbate 80 
Gallamine triethiodide 
Peptone .. . . 
50% v/v fresh egg-white bolutiin’ . , 
Horse serum 
Russell’s viper venom 
Trypsin . . 
Noradrenaline 
Adrenaline 

. . . .  . . . . . . . .  
. . . . . .  

. . . . . . . .  
. . . . . .  

. . . .  

. . . .  Histamine acid phosphaie . . . . . . . .  . . . . . . . .  

2.0 (8) 
2.5 (5)  
4.0 (6) 
8.0 (12) 
0.05 ml (24) 

0.01 (15) 
0.05 (11) 
0.04 (10) 
1 90 (13) 
0.003 ml (22) 
7.5 

25.0 
1.5 ml (10) 
2.0 ml (7) 
1 .00 ( 5 )  

25.0 (7) 
11.0 (9) 
0.5 (10) 
2.0 ( 5 )  

- - - I:! 
- - - 
- - 
- 
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(tubocurarine, compound 48/80 and polysorbate SO) on melanophores. This 
suggests that the histamine liberators act on melanophores by a mechanism 
which is different to that of noradrenaline or adrenaline. 

Histamine acted like the histamine liberators except that even with much 
higher doses (200 mg/kg as histamine acid phosphate) the degree of melanin 
concentration was less than that induced by histamine liberators. This dose of 
histamine was well-tolerated by the frogs which are known to be resistant to it 
(Rocha e Silva, 1955). 

Department of Pharmacology, 
All-India Institute of Medical Sciences, 
New Delhi-16, 
India. 
November 4, 1966 

N. K. BHIDE 
I. GUPTA 

References 
Burgers, A. C. J. & Van Oordt, G.  J. (1962). 

Hogben, L. & Slome, D. (1931). 
Rocha e Silva, M. (1955). 

Gen. Comp. Endocrinol., 2, supplement 

Histamine: its role in anaphylaxis and allergy, p. 26. 

1, 99-109. 
Proc. R. SOC., Lond., 108B, 10-53. 

Springfield, Illinois, U.S.A. : Charles C.  Thomas. 

8-Adrenergic auto-inhibition of the effect of noradrenaline on avian pulmonary 
artery 

Sm,-We have previously reported that the predominantly P-adrenergic 
amine, isoprenaline, exerts both P-adrenergic vasodilator and a-adrenergic 
vasoconstrictor effects on isolated vascular smooth muscle (Somlyo & Somlyo, 
1964, 1966a). In contrast, noradrenaline is a predominantly a-adrenergic 
vasoconstrictor amine, and its P-adrenergic vasodilator effects have previously 
been demonstrated only after a-adrenergic blockade, in vivo (Brick, Hutchison 
& Roddie, 1966). In the absence of a-adrenergic blockade, noradrenaline is 
one of the most potent vasoconstrictors of large and medium vessels (Somlyo, 
Sandberg & Somlyo, 1965a; Somlyo & Somlyo, 1966b) when potency is judged 
by maximum isotonic response. We now find that, in certain types of vascular 
smooth muscle, noradrenaline, in the absence of a-adrenergic blocking agents, 
can exert sufficient P-adrenergic vasodilator activity to produce auto-inhibition 
of the a-adrenergic vasoconstrictor effect. 

Right and left main branches of the pulmonary artery were obtained from 
rapidly exsanguinated chickens. The preparation of helically-cut vascular 
strips and recording methods employed in our laboratory have been reported 
in detail (Somlyo & Somlyo, 1964; Somlyo, Sandberg & Somlyo, 1965a,b; 
Somlyo, Woo & Somlyo, 1965; Woo & Somlyo, 1966). The temperature for 
the present experiments was maintained at 41.5 5 0.5". Loading tensions 
applied were 2 g for pulmonary and 3 g for sciatic artery strips. 

Fig. 1 shows the effect of the 8-adrenergic blocking agent, pronethalol, on 
cumulative dose-response curves of pulmonary (1A) and sciatic (1B) artery 
strips to noradrenaline. Auto-inhibition of a- by 8-adrenergic effect in pul- 
monary vascular smooth muscle is indicated by the maximum contractile effect, 
which is increased by 8-adrenergic blockade, being depressed. Similar results 
were obtained in another group of 5 pulmonary arteries, suspended in Mg-free 
Krebs solution. The maximum isotonic response of the two pooled groups 
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