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The well-established fact that myocardial
infarction and acute coronary syndromes
are due to the complete or partial occlusion
of coronary arteries by thrombi composed
mainly of platelets and fibrin has led re-
searchers and clinical cardiologists to con-
centrate on the role of hemostasis compo-
nents in triggering the formation of coronary
thrombi. The approaches followed to tack-
le this problem have been varied. In the
1980s and earlier the main focus was on the
measurement of platelet function and of the
plasma levels of coagulations factors, epit-
omized by the demonstration that plasma
levels of fibrinogen and factor VIII in the up-
per normal range are beacons of an increased
risk of development of myocardial infarction.
The role of factor VII as a risk factor is still
uncertain. Subsequently, the limits of this ap-
proach became evident. Fibrinogen and oth-
er coagulation factors are continuous vari-
ables, which make it difficult to establish a
threshold of risk in the individual. More-
over, acute phase reactions change tran-
siently the plasma levels of fibrinogen and
factor VIII, so that it is difficult to interpret
the significance and predictive value of sin-
gle findings of relatively high values. As a
result of these limits, the 1990s have wit-
nessed the explosion of two new areas of re-
search meant to identify more reliably the
risk of ischemic heart disease related to en-
hanced hemostasis. Some researchers and
clinicians have focused on the development
and application of sensitive and specific

methods capable of identifying the presence
of an excess of coagulation enzymes in blood
and hence of the existence of a coagulation
balance perturbed towards a prethrombotic
state. The results obtained in this field and
their usefulness to foster our current under-
standing of the role of hypercoagulability
are reviewed in this issue by Rossi et al. and
Merlini et al. Another new area of extensive
research in the last few years has been that of
the predictive role of polymorphisms of genes
encoding proteins involved in coagulation,
platelet and fibrinolysis. These polymor-
phisms are often associated with enhanced
concentration and activity of the corre-
sponding proteins and should therefore pro-
vide information on the degree of activation
of hemostasis. The facts and fancies of this
approach are tackled in this issue by anoth-
er article by Rossi et al., who discuss thor-
oughly the promises but also the pitfalls of
this approach. The data currently available,
usually derived from retrospective case-con-
trol studies, are very often if not always in-
conclusive due to insufficient sample sizes. 

On the whole, the approaches followed
hitherto (measurement of hemostasis pro-
teins, the identification of coagulation and
fibrinolysis activation and polymorphic gene
markers) have not yet had a marked impact
on clinical practice, nor in the identifica-
tion of patients at risk of coronary events.
New approaches are being perused, such as
these based on differential gene expression
and proteomics.
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