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Abstract

At present, the study into inflammatory markers has
become a new tool which is most useful for establishing TO THE EDITOR
the prognosis of patients with acute coronary syndrome.
The inflammatory substrate involved is acute coronary
syndrome is extremely complex, with a large humber
of factors involved both in its activation and its modula-
tion. It is known that C-reactive protein play a key role

In his scholarly article, Fay'"! reviewed the effects of C-re-
active protein (CRP) on hemostasis, platelet function, and
fibrinolysis. However, we would like to point out an im-
portant aspect of the significance of light-dark variations

in the physiopathology of the atherosclerosis. Further- in CRP iFl acute coronary syndrome (ACS).
more, scientific literature reports that the existence of a Cardiovascular parameters such as heart rate, blood
circadian rhythm in the triggering of cardiovascular acci- pressure, endothelial function and fibrinolytic activity

dents can suggest the implication of, or association with exhibit variations consistent with a circadian rhythm',
these physiological rhythms that show activity peaks Likewise, circulating biomarkers are subjected to vari-
at particular times of the day or night. Keeping in mind ~ ability arising from sampling procedures and biologic
the potential association between inflammation and cir- ~ Vatiation, which must be determined and adjusted for the
cadian rhythm, a better understanding of the kinetics of ~ interpretation of laboratory results”. Diurnal variation
said markers could lead to improvements in their use in may be an important source of heterogeneity or bias, and
cardiovascular diseases. Considering the diversity of the standardization for sampling time may be important in
diurnal variations in the intrinsic properties of the car- population-based studies, as well as in using these vari-
diovascular system, these should be kept in mind during ables for additional coronary heart disease risk prediction
the design of in vivo experimental studies. As such, the  in individuals".

information available reinforces our opinion when suit- CRP represents the most extensively studied proin-
ably validating the biomarkers and the need to demon- flammatory molecule, but additional effort is required
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on the part of investigators to manage standardization
of methodology, to establish cut-off points that separate
populations with different risks, and to determine cost-
effective timing and frequency of measurements”. Con-
flicting clinical data exist with respect to its prognostic
value, probably a reflection of the different times when
samples were taken and the wide variation in the results
obtained. Sanchez e a/” have demonstrated a variation
in CRP kinetics in patients with ACS. The scientific lit-
erature has described circadian variations in the circulat-
ing concentrations of some cytokines and acute phase
reactants”. In a recent report, Rudnicka ez al” described
one of the largest cross-sectional studies on seasonal and
diurnal fluctuations in fibrinogen, CRP, fibrin d-dimer,
tissue plasminogen activator antigen, and von Willebrand
factor in 9377 men and women aged 45 years. These in-
vestigators demonstrated that diurnal variations exist for
these biomarkers. Likewise, work by our group among
patients with ACS has shown daytime variations in serum
CRP concentrations, which displayed that the serum CRP
values are significantly higher in the light phase (9:00 am)
than in the dark phase (2:00 am) s,

Several lines of evidence suggest that an understand-
ing of the chronobiological implications for cardiovas-
cular therapy may prove fruitful. The kinetics of CRP is
interesting, since a variation in the inflammatory functions
during the 24-h period may hypothetically allow identifica-
tion moments of the day or the night in which “inflam-
matory bursts” are most likely to occur and, accordingly,
increase the incidence of cardiovascular events. Thus, the
timing of drug administration can be altered to improve
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therapeutic efficacy”.

In conclusion, preanalytic conditions, such as diurnal
variation on CRP levels, are of paramount importance.
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