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left ventricular pressure (dP/dt) was recorded, and the maximum 
value was utilized as an index of myocardial contractility. ECG 
(lead(II)) was recorded conventionally with needle electrodes. 
Temperature of the blood was maintained at 37 °C and adequately 
oxygenated. 

Control values were established for left ventricular end diastolic 
pressure, left ventricular dP/dt max, central venous pressure, 
circuit pressure, circuit flow, heart rate, and filling pressure. Drugs 
were injected via the left venous inflow catheter, and haemody-
namic parameters were remeasured. Force/rate selectivity is 
expressed graphically (Figure 2) by plotting percentage increases 
in dP/dt max against absolute increases in heart rate. All com
pounds were tested in two to four dogs, and dose ranges employed 
were 3, 4 (100-800 ng), 26 (50-400 tig), 27 (5-640 ng), and iso-
prenaline (50-500 ng). Figure 2 is derived by drawing the best 
line through the accumulated data points for increases in force 
and rate. All data points lie within 7% from the line for either 
dependent variable. 

(b) Conscious Dogs.23,24 Adult beagle dogs (Pfizer colony) 
were prepared, under aseptic recovery surgery, with a carotid 
artery loop and two subcutaneous titanium studs, designed to act 
as permanent ECG electrodes and placed, one each, in the dorsal 
neck and rump areas. Following adequate time for recovery and 
full wound healing, each dog was placed in a canvas support within 
the laboratory. A strain gauge was placed around the carotid loop, 
and recording leads were attached to the two electrodes. Re
cordings of both the arterial pulse and the ECG were made via 
appropriate interfacing onto a Grass polygraph. Measurements 
of QA interval (the time in milliseconds between the R wave of 
the ECG signal and the up-stroke of the arterial pressure pulse) 
were made by digital computer. To assess the activity of a test 
substance, recordings of QA interval were made every 0.16 h from 
0.5 h before, to up to 4 h after, the oral administration, by gavage, 
of a solution of the test substance. Each value of QA interval, 
at a given time point, represents the mean of six consecutive sets 
of values, each set being the mean of the values recorded in an 
8-s period. Results are expressed as the change in QA interval 
from the mean control (predose) value. In control animals (n = 
8), changes in QA interval of 1.5 ± 2 and 0.5 ± 1.5 ms were 
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observed at 1 and 3 h, respectively, after saline administration. 
Decreases in QA interval of 10, 15, and 20 ms correspond ap
proximately to increases in dP/dt max of 20, 45, and 70% re
spectively. A decrease in QA interval of 20 ms approaches the 
maximum change possible. 
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Page 837. The correct structure for compounds 10 and 
11 is 

10: R1 = CH2CH(CH2)2; R
2 = 

11: R1 = CH3;R
2 = R3 = H 

OH; R3 = Me 


