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Editorial
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Novel biomarkers for primary prevention of car-
diovascular disease have been evaluated worldwide, 
but few appeared to improve risk prediction beyond 
classical risk factors, such as high blood pressures, dys-
lipidemias, and hyperglycemias1).

Soluble cell adhesion molecules have been con-
sidered early systemic inflammation and endothelial 
cell activation markers2) and risk marker for conse-
quent development of cardiovascular disease. Thus, 
high levels of these circulating molecules have been 
hypothesized to be associated with higher risk of car-
diovascular disease. Of these molecules, the evidence 
on the predictive role of soluble vascular cell adhesion 
molecule-I (VCAM-I) has been relatively limited, and 
most previous studies have shown no association3).

In this issue of the Journal of Atherosclerosis and 
Thrombosis, Kunutsor et al. examined the association 
between soluble VCAM-I plasma levels and incident 
cardiovascular disease (coronary heart disease and 
stroke) in the Prevention of Renal and Vascular End-
stage Disease (PREVEND) Study, a prospective cohort 
study of a general population living in the city of 
Groningen, the Netherlands4). They found a weak 
correlation between VCAM-I and classical risk factors, 
and unexpectedly, an inverse association between 
VCAM-1 and risk of cardiovascular disease (primarily 
coronary heart disease) after adjustment for, or stratifi-
cation by, classical risk factors. VCAM-I did not 
improve cardiovascular disease risk assessment beyond 
classical risk factors.

The PREVEND Study is a well-designed national 

representative prospective cohort study. However, the 
result from a single study, when the results were not 
consistent with those of prior hypotheses, should be 
interpreted with caution. Generally, high levels of 
VCAM-I are considered to be linked with high risk of 
cardiovascular disease. The authors carefully tested the 
possibility of bias, such as reverse causation, con-
founders, and interaction with other classical factors, 
and noted several limitations: residual confounding, 
absence of repeat measurements, generalizability to 
other ethnicities, and plasma storage. In addition, they 
did not evaluate the amount of alcohol intake, and the 
high amount may damage endothelial function5). Fur-
ther studies are needed to confirm the results, and 
using VCAM-1 for the prediction of future cardiovas-
cular disease may not be practical in clinical/public 
health settings at this moment.

Nonetheless, this study turned the spotlight on 
the role of VCAM-1 on the development of cardiovas-
cular disease. Taken together with previous studies 
with the null association in the general population3), 
VCAM-1 may play a different role in the pathogenesis 
of atherosclerosis with other adhesion molecules. The 
authors speculated several mechanisms that may 
explain the difference. Biological mechanisms under-
lying the inverse association should be revealed to 
determine whether VCAM-1 could be a protective 
marker.
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