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Human guinea pigs have a choice 
The British Medical Research Council is to carry out a five-year, controlled trial of vitamin supplements 
in the prevention of neural tube defects. But it should still adopt more open discussion of the trial. 

Should people ever be used as guinea pigs in the investigation of 
a new drug or some new medical treatment? That is one of the 
questions on which opposition has been focused in the past few 
months to the proposed British trials of the efficacy of vitamin 
supplements, including folic acid, as a means of preventing neural 
tube defects (including spina bifida) in human births. The simple 
answer to what is an over-simple question is yes. People should be 
used as if they were experimental animals in proving new medical 
treatments. Moreover, people are already being used widely for 
just that purpose. But the analogy with guinea pigs is false. 
Guinea pigs are not able to choose whether to be part of some 
controlled trial in the laboratory. People invited to help test some 
novel treatment are, on the other hand, first given an explanation 
of what is intended and then an opportunity to decide whether or 
not they will participate. This is why it is right, if nevertheless 
courageous, that the Medical Research Council should have 
decided to go ahead with its long-planned trial of vitamin 
preparations as a means of preventing the recurrence of spina 
bifida births. 

The planned trials are nevertheless unusual for several reasons. 
The incentive is the appearance in the past few years of evidence to 
suggest that supplements of vitamins, including folic acid during 
the first third of pregnancy, will help to prevent the recurrence of 
neural tube defects. The evidence (see Nature 2 December, p.396) 
is impressive but not conclusive. The planned trial is therefore 
based on the choice of four groups of women, each of whom has 
already given birth to a defective child, to which would be 
administered four different treatments - folic acid alone, folic 
acid plus more familiar vitamins, vitamins without folic acid and, 
for the remaining group, a placebo devoid of vitamins. The 
objective, of course, is not merely to discover whether one of 
these treatments will reduce the recurrence of neural tube defects 
but also to find some way of avoiding these defects among all 
women embarking on pregnancy. The controversy about the trial 
centres on the presence of the placebo group. Why, the critics ask, 
deprive one quarter of the women in the trial of any treatment 
when there is all this evidence that something in the original 
vitamin cocktail has some effect? 

The assumption underlying this question is unfortunately just 
that. The control groups in the previous studies have not been 
control groups at all, but merely groups of women who have 
already had one defective child and who might have been offered 
vitamin supplements if they had not become ineligible, usually by 
already being pregnant (and only occasionally by refusal). That 
there may be some kind of self-selection in the assignment of 
women to the two groups is clear, although it is unlikely to have 
been significant. But certainly the women not given vitamin 
supplements in previous surveys, as in that now being carried out 
in the Republic of Ireland, are denied the benefits of the well
known Hawthorne effect, the improvement of virtually any social 
condition that comes about when something new is offered by 
experimentalists. Consequently, a trial without a placebo group 
would literally be incapable of yielding results bearing on the 
benefits that would obtain from the widespread administration of 
vitamin supplements to all women at risk of pregnancy, not 
merely those unfortunate enough to have produced an afflicted 
child. The point is especially important because there appears to 
be very little direct evidence of the untoward effects that there 
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may be of chronic administration of folic acid, and because it 
may in the end be necessary to administer whatever vitamin 
supplement is necessary by adding it to some general component 
of the diet, bread perhaps. Will those who now complain that a 
placebo group would be unethical in the forthcoming trial then 
take to the hustings to protest that it is unethical to add an 
untested material to everybody's diet? 

So the case for going ahead with the Medical Research 
Council's trial is strong. The obvious alternative approach, the 
detailed investigation of the concentrations of various vitamins in 
different kinds of body cells at different times of life, but 
especially in pregnancy, would no doubt be valuable (and should 
not even now be neglected). The case for an independent 
investigation of the effects of the chronic administration of folic 
acid in laboratory animals is strong, but as a necessary comple
ment to the trials now planned. But none of this could possibly 
yield, in the near future, guidance on what should wisely be done 
to reduce the incidence of neural tube defects in the population as 
a whole. Only the trial can do that. 

But will the Medical Research Council be able to recruit the 
physicians and their patients whose cooperation will be necessary 
after all the controversy there has been? The council's statement 
last week says that it is anxious on this point. The burden of 
advising women whether to take part in the trials will after all fall 
on family physicians, not on the research council's officials. One 
particular difficulty will be that women who are unable to accept 
that a fetus diagnosed as carrying a neural tube defect could be 
aborted will be reluctant to take part. For others, the crucial con
sideration will be whether the proposed trials will be accompanied 
by thoroughly reliable means of diagnosing neural tube defects 
early in pregnancy. The Medical Research Council should not be 
afraid that the provision of such arrangements will expose it to the 
scurrilous charge that it is prepared to offer abortions to women 
taking part in the trial. In these circumstances, as in the ordinary 
ups and downs of pregnancy, such questions are questions 
between women and their physicians. 

None of this implies that the Medical Research Council will 
have an easy passage in the five years ahead. While the council has 
been attacked unfairly on many occasions in the past few months, 
it should itself acknowledge that it has helped to exaggerate its 
own difficulties by its attempts to control open discussion of its 
plans. The pantomimic suppression of two letters from Nature 
correspondents a few weeks ago (see 25 November, p.310) was 
thoroughly unreasonable; it was probably, in the event, counter
productive. In the coming months, the council should resolve to 
be more open about its plans. For example, the protocols that 
have no doubt been drawn up to help decide when the trial should 
be abandoned, perhaps because significant evidence has 
accumulated in one direction or the other, should be openly 
published. Tactically, and so as not to compromise its other good 
works, the council should remind anyone who will listen that it is 
not the prime mover behind the spina bifida trials but rather the 
agent of the Department of Health, which originally set the ball 
rolling. But, for the long term, the council should also insist not 
merely on the need for this planned trial but also on the fact that 
advanced communities such as the British cannot look for all the 
benefits of modern medicine if they shy away from the need for 
trials in which some people are put at risk. 
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