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breast, endometrium, ovary, and prostate, sites which share
some risk factors (1, 2) and which might be influenced by
biological mechanisms affecting proliferation such as those
described for colorectal cancer. Because serum triglycer-
ides and plasma glucose have also been positively associ-
ated with cardiovascular disease (69-72), these factors
might account for associations between colorectal cancer
and heart disease (68). However, much remains to be un-
derstood about the relationship between colorectal cancer
and cardiovascular disease. Because circulatory risk factors
for cardiovascular disease, cholesterol, and other blood
components share some dietary and lifestyle risk factors
with serum triglycerides and plasma glucose, a positive
association might be expected between serum cholesterol
and the risk of colorectal cancer. In the 1980s, however,
some studies reported increased colorectal cancer risk as-
sociated with low cholesterol levels (143-146). In 1990, a
conference was held to evaluate the evidence on associa-
tions between cholesterol and a number of diseases, includ-
ing large bowel cancer, from a meta-analysis of 19 of 20
cohort studies with relevant data (147). Because it was
recognized that a negative association would be observed if
malignancy caused a drop in cholesterol in the years before
diagnosis, this analysis considered only deaths occurring at
least 5 years after baseline cholesterol measurement. The
analysis found that there was little evidencz of a gradient of
risk of colon cancer across cholesterol classes, although
there was some evidence of variability among studies. The
authors recognized that information was needed about the
time course of cholesterol change in disease, and there is
still a need for studies which can distinguish clearly be-
tween the biological effects of early disease and the effects
of factors which influence tumor growth in the period be-
fore diagnosis. While the meta-analysis of the relationship
between cholesterol and colon cancer took account of a
nurber of demographic and lifestyle-confounding vari-
ables, it was not able to consider the effects of other blood
lipids or measures of glucose metabolism. Reduction in the
risk of colorectal and other cancers will require determina-
tion of optimal levels of blood lipids, glucose, and insulin,
in combination as well as singly. In this context, the syn-
drome of insulin resistance is of interest because it is a
multifaceted syndrome with a combination of dyslipidemia
and hyperinsulinemia and it has been associated with ath-
erosclerotic cardiovascular disease, noninsulin-dependent
diabetes mellitus, hypertension, and obesity (148). Further
research appears justified to explore the relationship of
cancers to the abnormal lipids and increased levels of in-
sulin in the insulin-resistance syndrome.

Epidemiological research has made great progress in
identifying dietary and other lifestyle risk factors associated
with colorectal cancer and other malignancies. Future re-
search will require collaboration between basic scientists
and epidemiologists in order to determine the relative im-
portance of luminal and circulatory factors in colorectal
neoplasia, to develop an understanding of the effects of
dietary and lifestyle risk factors on the relevant biological
and metabolic processes, to link these models with an
understanding of the genetics of neoplastic cells, and to
develop an understanding of biological processes which
may be common to a number of sites of cancer.
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