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NT-proBNP DIFFERENT SECRETORY PATTERNS IN
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Aim. In myocardial infarction(MI) NT-proBNP represents a
reliable prognostic tool despite high variability. Study aim
was to investigate in MI, the dependence of NT-proBNP
levels at admission, from sympathetic activation and glo-
merular impairment, assessed respectively by Chromo-
granin A (CgA) and Cystatin C(CC) measurements; mo-
reover we compared BNP/NT-proBNP kinetics.
Methods. We enrolled 132 patients, 90 ST elevated acu-
te coronary syndroms (STE-ACS) and 42 non ST ACS
(NSTE-ACS), admitted within 24h from symptoms with
creatinine levels lower than 1.6mg/dl. In all patients NT-
proBNP (DPC), CgA (CIS-BIO), CC (Dade-Bohering) we-
re measured. In 33 STE-ACS patients, at admission and in
the following 6h, 24h and 48h, the contemporary kinetics
of NT-proBNP, BNP and hsTn I were evaluated. A multi-
ple regression model was used to investigate the depen-
dence of NT-proBNP levels from CgA, CC, time from the
onset of symptoms, ACS subsets (STE-ACS/ NSTE-ACS)
and gender, adjusting for the effect of LVEF and age. An
analysis of interactions was performed.
Results. NT-proBNP levels showed a positive asymmetric
distribution even after logarithmic conversion. NT-proBNP
levels were higher in NSTE-ACS with a longer time from
symptom onset. From multiple regression analysis, evi-
dence was found of two interactions involving ACS sub-
sets: the first with CgA levels and the second with age.
The first proved the inversion of the secretory pattern of
NT-proBNP in STE-ACS vs NSTE-ACS. This could be lin-
ked to the characteristic of the marker, stored in secretory
vesicles, and to the different sympathetic activation in the
two groups. From the second interaction, only in STE-ACS
the effect of age on NT-proBNP secretion followed an in-
creasing curve. The time release curves showed for bo-
th natriuretic peptides a rising within 11h from symptoms,
NT-proBNP peaked later than 48hs, BNP within 29hs and
hsTn I within 11hs.
Discussion. Our data showed in this MI population that
only sympathetic activation but not glomerular impairment
could affect NT-proBNP secretion yielding different se-
cretory patterns in STE/NSTE-ACS. Furthermore the ti-
me elapsed from symptoms, carries a critical role on NT-
proBNP evaluation.
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Background. C-type natriuretic peptide (CNP) was recen-
tly found in the myocardium, but possible differences bet-
ween atrium and ventricle production are so far lacking.
Aim. To evaluate the expression of transcripts coding for
CNP and for its specific receptor, NPR-B, in cardiac tissue
(right and left atrium and ventricle) of normal and HF ani-
mals.
Methods. Cardiac tissue was collected from male adult
minipigs without (control, n=5) and with pacing-induced
HF (n=5). HF was induced by rapid pacing (180 beats/
min) for 3 weeks. mRNA was extracted with the method
of phenol/guanidine-thiocyanate/chloroform. The expres-
sion of mRNA coding for CNP and NPR-B was determined
in myocardial tissue (n=40) by Real Time-PCR with DDCt
method. As overall control, a parallel Real Time-PCR as-
say for BNP mRNA expression was carried out in the sa-
me samples.
Results. CNP gene expression was observed in controls
and at 3 weeks of pacing resulting lower than that of BNP
(left ventricle: p=0.05 controls vs. HF). As expected, BNP
gene expression in all the cardiac chambers resulted hi-
gher after 3 weeks of pacing compared to normal heart
(right atrium and left ventricle: p=0.003 controls vs. HF).
Moreover, BNP mRNA expression was higher in atrium
than in ventricle. We also observed higher, but not signifi-
cantly, levels of CNP mRNA expression between normal
and HF animals in all chambers. The NPR-B resulted to
be expressed in all cardiac regions analyzed, and a do-
wn-regulation was observed in ventricles after HF (right
ventricle p=0.001 controls vs. HF).
Conclusions. In the present study, we provided the first
evidence of CNP and NPR-B expression in tissue from
normal and HF. The increased myocardial CNP synthesis
was associated to the NPR-B down regulation in HF. The
co-localization of the CNP system and its specific recep-
tor suggests a possible role of this peptide in a complex
pathology such as HF and the present results may prompt
novel therapeutical strategies targeting NPR-B.
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