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Introduction

High cholesterol levels are recognized asa major cause
of atherosclerosis. However, for more than halfa century
some have challenged this notion. But which side is cor-
rect, and why can’t we come to a definitive conclusion
after all this time and with more and more scientific data
available? We believe the answer is very simple: for the
side defending this so-called cholesterol theory, the
amount of money at stake is too much to lose the fight.
The issue of cholesterol is one of the biggest issues in
medicine where the law of economy governs. Moreover,
advocates of the theory take the notion to be a simple, ir-
refutable ‘fact’ and self-explanatory. They may well think
that those who argue against the cholesterol theory—ac-
tually, the cholesterol ‘hypothesis’—are mere eccentrics.
We, as those on the side opposing the hypothesis, under-
stand their argument very well. Indeed, the first author of
this supplementary issue (TH) had been a very strong be-
liever and advocate of the cholesterol hypothesis up until
acouple of years after the Scandinavian Simvastatin Sur-
vival Study (4S) reported the benefits of statin therapy in
The Lancet in 1994.To be honest with the readers, he used
to persuade people with high cholesterol levels to take
statins. He even gave a talk or two to general physicians
promoting the benefits of statins, Terrible, unforgivable
mistakes given what we came to know and clearly know
now.

In this supplementary issue, we explore the back-
ground to the cholesterol hypothesis utilizing data ob-
tained mainly from Japan—the country where anti-cho-
lesterol theory campaigns can be conducted more easily
than in any other countries. But why is this? Is it because
the Japanese researchers defending the hypothesis receive
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less support from pharmaceutical companies than re-
searchers overseas do? Not at all. Because Japanese re-
searchers are indolent and weak? No, of course not. Be-
cause the Japanese public is skeptical about the benefits
of medical therapy? No, they generally accept everything
physicians say; unfortunately, this is also complicated by
the fact that physicians don’t have enough time to study
the cholesterol issue by themselves, leaving them simply
to accept the information provided by the pharmaceutical
industry. Reading through this supplementary issue, it
will become clear why Japan can be the starting point for
the anti-cholesterol theory campaign. The relationship
between all-cause mortality and serum cholesterol levels
in Japan isa very interesting one: mortality actually goes
down with higher total or low density lipoprotein (LDL)
cholesterol levels, as reported by most Japanese epidemi-
ological studies of the general population. This relation-
ship cannot be observed as easily in other countries, ex-
cept in elderly populations where the same relationship
exists worldwide. The mortality from coronary heart dis-
ease in Japan has accounted for around just 7% of all-
cause mortality for decades; a much lower rate than seen
in Western countries. The theory that the lower the cho-
lesterol levels are, the better is completely wrong in the
case of Japan—in fact, the exact opposite is true. Because
Japan is unique in terms of cholesterol-related phenom-
ena, it is easy to find flaws in the cholesterol hypothesis.
Based on data from Japan, we propose a new direction in
the use of cholesterol medications for global health pro-
motion; namely, recognizing that cholesterol is a negative
risk factor for all-cause mortality and re-examining our
use of cholesterol medications accordingly. This, we be-
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Copyright / Drug Dosage / Disclaimer

Copyright: All rights reserved. No part of this publication may be translated into other
languages, reproduced or utilized in any form or by any means, electronic or mechanical,
including photocopying, recording, microcopying, or by any information storage and retrieval
system, without permission in writing from the publisher.

Drug Dosage: The authors and the publisher have exerted every effort to ensure that drug
selection and dosage set forth in this text are in accord with current recommendations and
practice at the time of publication. However, in view of ongoing research, changes in
government regulations, and the constant flow of information relating to drug therapy and
drug reactions, the reader is urged to check the package insert for each drug for any changes
in indications and dosage and for added warnings and precautions. This is particularly
important when the recommended agent is a new and/or infrequently employed drug.
Disclaimer: The statements, opinions and data contained in this publication are solely those of
the individual authors and contributors and not of the publishers and the editor(s). The
appearance of advertisements or/and product references in the publication is not a warranty,
endorsement, or approval of the products or services advertised or of their effectiveness,
quality or safety. The publisher and the editor(s) disclaim responsibility for any injury to
persons or property resulting from any ideas, methods, instructions or products referred to in
the content or advertisements.
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