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EDUCATION & DEBATE 

For Debate 

Should there be a moratorium on the use of cholesterol lowering 
drugs? 

George Davey Smith, Juha Pekkanen 

Recent reviews of the primary prevention of coronary 
heart disease through lowering cholesterol concen-
trations have varied considerably in their evaluation of 
the benefits of the intervention. 1·' The degree of 
disagreement is surprising as they review essentially 
the same data, from clinical trials of cholesterol 
lowering by drugs or by diet. There is agreement about 
a reduced risk for coronary events, but there are 
differing interpretations of the increase in mortality 
from non-cardiovascular causes that has generally been 
seen. Particular concern was generated by a recent 
meta-analysis that showed a significantly increased risk 
of death from accidents and violence when the results 
of six randomised primary prevention trials were 
pooled.' 

Despite the uncertainty an aggressive approach to 
cholesterol reduction features in most of the official 
guidelines for the primary prevention of coronary heart 
disease.'·' In Britain the introduction of the new 
general practitioner contract, with its focus on 
health promotion, is likely to result in an increase in 
cholesterol testing. High percentages of the British 
population would become candidates for drug treat-
ment if the guidelines currently advanced by some 
authorities were put into practice. For middle aged 
men and women with other coronary risk factors the 
European Atherosclerosis Society recommends a cut 
off level, above which the use of lipid lowering drugs 
should be considered,' well below the mean population 
cholesterol concentration. 10' 12 The entry criteria for the 
expanded clinical evaluation of lovastatin study 
(EXCEL)!' would include a third of the British 
population. 10. 12 

Does lowering cholesterol reduce mortality? 
The cholesterol lowering enterprise threatens to 

turn a large percentage of the healthy population into 
patients, at a substantial potential cost to the NHS. Do 
the results of the clinical trials of primary prevention of 
coronary heart disease justify this? Tables I and II 
present the mortality results from these trials. The 
reduction in non-fatal coronary events in these trials 
has, in general, been greater than the reduction in fatal 
events,' although not all trials have published data on 
this. Morbidity from causes other than coronary 
disease has generally not been reported, however, so it 
has not been possible to evaluate the overall effect of 
lowering cholesterol concentration on morbidity. Our 
assessment is therefore based solely on the effect on 
mortality. 

Table I gives the basic data from the trials analysed. 
Table II gives the odds ratios for death from any cause 
and for various specific causes, for diet and drug trials 
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separately. Pooling of odds ratios and calculation of 
variances for determining confidence intervals and 
statistical tests used a modification of the Mantel-
Haenszel procedure." 

We have made some important additions to the 
previous analysis by Muldoon et af.l Firstly, Muldoon 
et at included only randomised trials. But there has also 
been a large crossover trial, the Finnish mental hospital 
study. Serum cholesterol concentrations were reduced 
by about 15% with a diet low in saturated fats and 
cholesterol and high in polyunsaturated fats. 1'" When 
results from this trial are added, death from injury, 
which caused concern in the earlier report,' is not 
greatly or significantly increased in the treatment 
groups of the dietary trials (odds ratio 1·20; p=0·4). In 
the treatment groups of the drug trials, on the other 
hand, there is a markedly increased odds ratio for death 
from injury of 1·75 (p=0·026). The difference between 
these two odds ratios is not significant, but the ratios 
are based on a relatively small number of deaths. 

Secondly, we have treated deaths from causes other 
than coronary heart disease as a separate group. 
Mortality from these causes is substantially raised in 
the drug trials but not the diet trials; the difference 
between the two types of trial is large and significant. 
The pattern for causes of death other than coronary 
heart disease, cancer, and injury is essentially the same 
as that for all causes other than coronary heart disease. 

Thirdly, the 6·5 year follow up results from the 
Helsinki heart study, required by the United States 
Food and Drug Administration,'1 have been added. 
These results show an increased risk of death from 
causes other than coronary heart disease of borderline 
statistical significance (p=0·056) in this trial alone. 
During the initial five years of the Helsinki heart study 
mortality from cancer was equal in the treatment and 
placebo groups'"; by 6·5 years, however, there had 
been 39 incident cancers in the treatment group 
compared with only 29 in the placebo group.' 1 

Gemfibrozil, used in the Helsinki heart study, is 
closely related to clofibrate, used in the World Health 
Organisation trial. 1

' In the WHO trial, total mortality 
increased by 44% in the clofibrate group during 
treatment. The increase in mortality levelled off within 
a few years after clofibrate use was stopped." 

Fourthly, data on all cause mortality from the first 
year of follow up of the EXCEL trial of lovastatin (a 3-
hydroxy-3-methylglutaryl coenzyme A (HMG CoA) 
reductase inhibitor) have been added.'"' These results 
are not encouraging as 33 out of 6582 (0·50%) patients 
treated with drugs died compared with only three out 
of 1663 (0·18%) patients taking the placebo. 

Total mortality was lower among subjects in the 
intervention groups in the diet trials (odds ratio 0·95) 
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