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where Yl, Y, and Y3 are the successive group inflammatory scores at X time 
intervals. In the anti-inflammatory test described here, X = 1 (hr) and the 
formula simplifies to 

1 .  .. .. .. .. a .  (2) y 3  Area = Y ,  f Y2 + - 
2 

For each dose of test compound the integral is calculated and expressed as a 
percentage of that of control animals. Using probit-logarithmic graph paper 
this percentage plotted against the dose gives a linear relation from which the 
dose which reduces the integral of the control response by half (ED50) can be 
determined by inspection. 

Table 1 summarises the results obtained with six known anti-inflammatory 
drugs. These results are in good agreement with the known therapeutic value 
of these anti-inflammatory drugs. 

Formula (1) is applicable to an experiment in which three observations are 
made at constant intervals, but the formula can be easily adapted to an experi- 
ment in which n observations are made at  X time intervals. The integration of 
the resulting time-response curves can be calculated from the general expression, 

X 
Area =XY,+XY,+XY,f  .. .. XYn-, + y Yn . . (3) 

If the time interval between observations increases geometrically, the log interval 
is constant and is used for X in formula (3) in the calculation of the response 
integrals. In fact the general formula (3) applies to all time response relation- 
ships commencing at  the origin irrespective of slope. I t  is concluded that the 
analysis has wide application in pharmacological test systems. 
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Effects of ascorbic acid on the catecholamine content 
of guinea-pig myocardium 

SIR,-When studying the effect of inhibitors of catechol-0-methyltransferase 
such as pyrogallol, and monoamine oxidase inhibitors such as nialamide or 
iproniazid, on the concentration of adrenaline or noradrenaline in auricles and 
ventricles of the guinea-pig heart, we injected ascorbic acid before the pyrogallol 
to prevent the latter causing a possible methaemoglobinaemia even at low doses 
(10 mg/kg, i.p.). 

Adrenaline and noradrenaline were measured by the method of Bertler, 
Carlsson & Rosengren (1958). In this way we found that 10min after an 
intraperitoneal injection of 500 mg/kg of ascorbic acid there was a significant 
decrease of adrenaline in both auricles and ventricles in unanaesthetised animals, 
there being no appreciable modification of the noradrenaline (Table 1). 

This significant decrease of adrenaline in auricles and ventricles effected by 
ascorbic acid was also seen in guinea-pigs anaesthetised with urethane (1.2 g/kg, 
i.p.), when there was also a decrease of noradrenaline in auricles. Urethane alone 
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TABLE 1 .  CONTENT OF ADRENALINE AND NORADRENALINE IN HEART 

Urethane + 1.316 3.135 0.450 
ascorbicacid . , I  '0.191 1 h0.344 I $0,040 
pyrogallol (6) 

P<O.Ol (i) PiO.01 (i) 

Auricles 
Drugs , t s.e. 

2.895 0,883 3,040 
t 0 . 4 1 4  10.086 t0.521 

P<0.001 (i) 

Control (8)' . . I  0.566 4.237 

Ventricles 
= s.e. 

I Total heart 
I s.e. 

Adrenaline adrenaline 

-+00.039 0,474 ~ 1::. 2.170 

I Nor- I Adrenaline adrenaline ~ _ _ _  
0.520 3.203 

i 0 . 0 7 0  I +0.363 

Ascorbic acid + I 0.667 3.549 0,458 2.093 0.522 2.820 
pyrogallol (6) .., : 0.063 1 -0.152 ~ -1:0.020 I :20.274 I --0.036 1 =0.199 

Pyrogallol . . ~20.01 ( i )  P < O . O ~  ( r / )  P<OWI (i) ~ 2 0 . 0 1  (i) 
Ascorbic acid . . I  P -0.01 ( i )  1 ~ P40.001 ( i )  P 4 0 . 0 0 1  (i) P<0.001 ( d )  

Urethane i 0,205 3.1 10 0.2 10 1.913 0,207 2.511 
ascorbic acid (6) . . I  $0.027 1 t 0 . 2 8 3  ! pj0.061 1 &0.178 1 kO.031 I 50.213 

P<O.oOl ( d )  P<O,02(d) -.0.01 ( d )  P<0.001 ( d )  

,.-~ . . . .___ \_, 

Jrethane . . I  I P<O.O2(d)  I 
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