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determined. These values were used to compare the responsiveness of the atria 

and trachea to NE and ISO between the cocaine-treated and saline-treated 

groups. 

The results showed that pD
2 

values of NE and ISO in both atria and 

f trachea of cocaine-treated groups were significant higher than those of control 

groups, which indicated that the supersensitivity occurred in the former groups. 

In atria, the degree of supersensitivity to NE was significant higher than that to 

ISO (p <0.05), but this significant difference was not observed in trachea. In 

addition, the degree of supersensitivity to both NE and ISO in atria was higher 

than those in trachea. Therefore, one possibility that might account for the 

differences in the cocaine-induced supersensitivity between atria and trachea 

was the distinction in the J3-adrenoceptor subtypes containing in the atria and 

trachea, mainly J3 1 and J32 -subtypes, respectively. 

In addition, blood samples were collected and the atrial and ventricular 

tissues were isolated for analysis of cocaine concentration at 1, 24 and 72 hr 

after the cessation of cocaine. The cocaine concentrations were correlated with 

the responsiveness as follows: at 1 hr after cocaine cessation, the [D ]maxSo ratio 

directly correlated with cocaine concentrations in plasma, atrial and ventricular 

tissues; at 24 and 72 hr of the cessation, the [D ]maxSo ratio values were still 

higher than those of control groups, but the cocaine concentrations in both 

plasma and cardiac tissues declined after 24 of the cessation and could not be 

detected at 72 hr after cessation of cocaine. 

The catecholamine uptake blocking action of cocaine could not describe 

the mechanism of cocaine-induced supersensitivity in this experiment because 

(7) 



























































































































































































































































































(A) Cocaine cessation at 1 hr 

(B) Cocaine cessation at 24 hr 

(C) Cocaine cessation at 72 hr 
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Figure 28 Comparison of the effects of various doses of chronic cocaine treatment (1.25, 2.5 and 

5 mg!kg, i.p.) on the concentration-response curves of the chronotropic effect of ISO on the 

isolated atria, at various times (1, 24 and 72 hr) after cocaine cessation. Symbols represent 

means and vertical bars represent standard error of means (n = 5) 


















































































































