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it was fonnd that the dummy medication intensified 
high-amplitude finger tremor and, as a result, tremor
rate after a sedative was also greater than when no 
treatment was given. 

It is obvious from these trials that difficulty may 
arise in defining the base-line for the estimation of 
pharmacodynamic actions in man, hence in making 
absolute measurements of drug action. In this study, 
because drug and placebo effects were opposed, drug 
action could be measured in terms of the extent by 
which the drug diminished the placebo reaction. In 
the situation in which drug effect is in the same direc
tion, but exceeds placebo effects, the question of how 
to obtain an absolute measure of drug effect is a 
difficult one, for the results may not indicate whether 
the drug action supplements placebo effect or accom
panies it. In other cases, in which the subtraction 
indicates no effect in excess of placebo effect, it 
does not rule out the possibility of the complete 
masking of drug effect. This also brings up the 
question of the sensitivity of the method requisite 
for drug evaluations since, as the relative proportions 
of placebo and pharmacodynamic actions in the total 
effect change, the ability of a method to discriminate 
between them, hence its sensitivity, also changes•. 

It is of especial interest, therefore, that a so-called 
'negative' placebo effect is not necessarily an obstacle 
to the development of a useful and sensitive method 
of drug evaluation, for if the nature and the direction 
of placebo reaction, hence the base-line, can be 
identified, drug effect can be measured accur
ately enough ; indeed, sometimes more accurately 
when they are opposed than when the effect of 
one obscures the effect of the other, as it may, 
when they develop simultaneously and in the same 
::l.irection. 

In the present instance, the dummy induced, not a 
typical placebo effect but, instead, a significant and 
useful stress, and the competitive mental work test 
merely provided an additional challenge, while the 
pharmacodynamic effect opposed both. It can be 
assumed that, regardless of how well they were 
re-assured that there was no hazard, the use of 
volunteer medical students• who knew that they were 
participating in a drug investigation led to the 
unexpected and uniform placebo response. It is 
possible that, were the subjects entirely unaware of 
participation in an investigation and, more specific
ally, of drug testing, both placebo and pharmaco
dynamic actions might have been in the same, 
instead of opposite, directions. However this may be, 
this circumstance may nevertheless provide a well
controlled, sensitized setting for the evaluation of 
the small doses of tranquillizers so commonly used in 
general practice. 

The importance of 'negative' placebo effects in 
simulating toxic effects of drugs has been stressed 
in the literature•. In the present case, such an 
effect has been measured and has been shown to be 
regular and predictable. Because of the several 
varieties of placebo reactions as well as their potential 
for interaction with pharmacodynamic effects of 
drugs7 , this dynamic quality, which is inseparable 
from the act of drug administration in man, must be 
taken into account, and controls must be used which 
identify the direction as well as the magnitude of 
placebo effects. For this it may be necessary to use 
the unblinded 'no-drug-at-all' control to complement 
the usual identical dummies in the double-blind 
setting. 
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ANIMAL PHYSIOLOGY 

Relation of Eye Dominance and Eye Closure 
IT is a well-known fact that while our vision is 

binocular, one eye (more often the right than the left) 
is in fact preferred or dominant in fixation and sight
ing. Much has been published on this subject, 
especially in its relation to handedness. We con
jectured that if one eye is dominant in sighting, the 
other, that is, the non-dominant eye, would logically 
be expected to close more easily in order to enhance 
the use of the dominant eye, and as a corollary, the 
dominant eye would be more resistant to closure 
unilaterally because of the very nature of its domin
ance. In putting this theory to test, we used the 
students of our senior and jnnior anatomy classes 
(total 145, ranging from 18 to 24) as subjects. Eye 
dominance was first ascertained by three or more 
trials of the cone test in each case, and then the 
subjects were asked to close the right and left eyes 
singly and alternately for a number of times and to 
say which eye they found could close with less effort. 
This latter test was subjective; in some cases, 
however, we were able to see quite plainly for our
selves. The results of our investigation are given in 
Table 1. 

No. of subjects 

63 
31 
29 
16 

4 
2 

Table 1 

Dominant eye 

R 
L 
R 
L 
R 
J, 

Ease in closing 

L 
R 
R 
L 

ND 
ND 

L, Left eye; R, right eye; ND, no difference between the eyes. 

The above results show that two-thirds of the 
subjects could close the non-dominant eye more 
easily than the dominant eye, while one-third the 
reverse. The value of chi-square obtained (X• = 
15·527 and P = 0·01) shows a significant correlation 
between eye dominance and the relative ease of closure 
of the non-dominant eye. In addition, the results 
show that the di:F.erential function of the orbicularis 
oculi, innervated by the facial nerve, is a component 
in the dynamic complex of eye dominance. 
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