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The long-standing controversy over the wvalidity of the lipid hypothesis of
atherosclerosis” has been settled. In several large-scale, 5-year trials”, statins® have reduced
coronary heart disease (CHD)" morbidity and mortality” by =30%, and the magnitude of the
protective effect mirrored the magnitude of the low-density lipoprotein (LDL)G) lowering.
However, as has been quite correctly pointed out, some 70% of those expected to have an event”
(based on the number of events in the control groupg)) went on to have one during the 5 years of
the trial despite statin therapy. For example, in the Scandinavian Simvastatin Survival Study,
502 events occurred in the untreated group and 353 in the statin-treated group. The number of
events prevented (n=149), as a percentage of the number expected, was 29.7% (149/502x100);
the number of events in the statin group that were not prevented (353) amounts to 70.3%
(353/502%100). Looked at this way, the results are admittedly not quite so impressive. In fact,
some investigators are now taking the position that we can expect to achieve higher salvage
rates” only if we supplement LDL-lowering therapiesm) with alternative interventions such as
the use of antiinflammatory agentsm or immunotherapy'®. This may turn out to be true.
However, it is much too early to reach that conclusion for reasons we discuss here. The search
for alternative or supplementary therapies is already in full swing and should continue. We are
confident that one day these additional therapies will take their place alongside
cholesterol-lowering agents in our armamentarium'>. However, we believe that the results of the
statin trials to date considerably underestimate the full potential of cholesterol-lowering
strategies. It would be unfortunate if efforts to fully exploit that potential faltered because of a
misplaced pessimism based on the statin results to date. Our current approaches may be a case of
“too little, too late.” How much further can we expect to decrease risk by treating dyslipidemiam
(ie, lowering LDL levels and/or raising high-density lipoprotein levels')?

One important line of evidence comes from a consideration of the Japanese
experience. In 1952, mortality from CHD among Japanese men 55 to 64 years of age was <10%
of what it was in the United States. Their total cholesterol levels at the time averaged :160

mg/dL (estimated LDL, ~80 mg/dL). It is noteworthy that the Japanese enjoyed this relative
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immunity to CHD despite the fact that the prevalence of one of the major risk factors—cigarette

smoking—was much higher in Japan than in Western countries, and another —- hypertensionm)

— was just as high. Even the diabetic population in Japan fares better than the diabetic'”
population in Western countries. In 1985, almost 30% of British male diabetics but only =15%
of the Japanese male diabetics had CHD. The implication is that if blood cholesterol levels are

sufficiently low, the other dominant risk factors', including cigarette smoking, hypertension,

and diabetes mellituslg), constitute much less of a threat.

) Are these large differences in incidence between Japan and Western countries

based primarily on genetic factors®? No. Two cleverly designed epidemiological®® studies

showed that the Japanese who had migrated*” and taken up permanent residence in Hawaii had
higher blood cholesterol levels and a higher incidence of CHD than those who remained on the
home island. For those who migrated even further, on to California, the differences were even
more striking. This and other migration studies showed that the differences in CHD risk among

)

different populations are certainly not entirely genetic. 3Which environmental factors™ are at

play?

(Circulation, Volume 118, p672,2008 £ 1)
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9) salvage rates : RBIZR
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