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The assay of plasma cholesterol and/or lipids
has been for decades the only approach to the
clinical discrimination between atherosclerotic
patients and healthy people. This paper offered
the first approach to the utilization of the protein
part of lipoproteins, namely, apolipoproteins B
and A-I. Our results have been confirmed nearly
unanimously. The paper appears, therefore, to
be a relevant contribution to the understanding
of the clinical role of apolipoproteins. [The SCI®
indicates that this paper has been cited in over
265. publications.]
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The exponential curve relating the preva-
lence of coronary heart attacks to the choles-
terol plasma levels makes the epidemiologist
happy. clinicians, however, are faced with ac-
tually treating sick men rather than dealing
with “lar~enumbers.” Worldng in a hospital,
we were interested more in the events occur-
ring in people belongingto the “low” segment
of the curve than to the “high” segment. Why
did so many coronary events occur in subjects
havin$ plasma cholesterol levels situated large-
ly below what was then considered to be a
“safety” cut-offpoint? We thought that we had
to face three possible explanations: 1) the
“low” segmentof the curve is overcrowded,
2) the “cut-off” point for a normal cholesterol
level is too high (at that time it was 260 mg/dID,
or 3) in the lipoprotein particles, components
other than lipids could be significant. We de-
cided to focus on possibility number 3.

Why was the protein counterpartof lipopro-
teins so neglected despite its relevant role in
lipoprotein structure and function? An expla-
nation could be found in the technical diffi-
culties in performing an assay of the protein
part of lipoproteins. We were lucky that the
electroimmunoassay,’ which turned out to be
easy to perform and reproduce, was intro-
duced just at that time. We couldn’t, however,
readily acquire the necessary antisera. Ger-
hard Kostner from Graz kindly supplied us
with the immune sera, so wecould then start
our work. We thought that the survivors of
myocardial infarction would represent a good
group to be tested; J.L Goldstein and col-
leagues2 previously had chosen a group of
survivors of myocardial infarction to verify
some clinical aspects of the lipid hypothesis.

After we collected and analyzed our data,
it appeared that apoB was the best discrimi-
nator between survivors and controls and that
the ratio apoB/apoA-l had the best absolute dis-
criminating power. Our work received nearly
unanimous confirmation, including results
from groups studying patients whose disease
was coronarographically proven. Our work
contributed to the understanding of the clini-
cal role of apolipoproteins.

In the following years, A. Sniderman and col-
lea~ues3described patients affected by isch-
emic heart disease (IHD) as characterized by
an isolated increase of apoB (hyperapoprebe-
talipoproteinemia) and by a high ratio
apoB/apoC. Later, C. Vergani and C. Bettale4
described a family with higher than normal
prevalence of IHD and characterized by the
deficiency of apoA-l (hypoalphalipoprotein-
emia). It was also observed that there are pa-
tients affected by premature coronary heart
disease whose plasma levels of low-density-li-
poprotein cholesterol and apoB are normal but
who show a synthetic rate of apoB that is s~
niflcantly higher than normal.5 How the hi
flux of apoB may be atherogenic is still un-
clear. A significant understanding of the clin-
ical role of apolipoproteins, however, has been
achieved.
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