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Brain-derived neurotrophic factor as 
biomarker

To the Editor,

The publication on “Prognostic significance of brain-derived 
neurotrophic factor (BDNF) levels in patients with heart failure 
and reduced left ventricular ejection fraction” is very interesting 
(1). Barman et al. (1) concluded that decreased serum BDNF lev-
els were associated with death and rehospitalization in patients 
with HF, suggesting their usefulness as prognostic biomarkers. As 
commented in the editorial, concurrent medical disorders can al-
ter the clinical significance of BDNF (2). Nevertheless, there are 
other concerning factors regarding the usefulness of BDNF as a 
biomarker. For example, in laboratory medicine, poor reproduc-
ibility of the BDNF assay is common, which limits its usefulness 
as a biomarker (3). In addition, the conditions of blood sample 
collection and processing can significantly affect the BDNF lev-
els (4). As reported by Tsuchimine et al. (5), anticoagulant com-
pounds as well as the storage time and temperature during blood 
sampling can affect the measurements of plasma BDNF levels.
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Author`s Reply

To the Editor,

We would like to thank the author(s) for their interest and 
valuable comments on our manuscript entitled “Prognostic sig-
nificance of brain-derived neurotrophic factor (BDNF) levels in 
patients with heart failure and reduced left ventricular ejection 
fraction” (1). In the authors’ letter to the editor, the authors men-
tioned that there are potential concerns regarding the useful-
ness of BDNF as a biomarker.

The main aim of our study (1) was to investigate the rela-
tionship between BDNF levels in patients with heart failure (HF) 
and reduced left ventricular ejection fraction (LVEF), consider-
ing death or rehospitalization due to HF. Several recent studies 
have shown the association of BDNF with cardiovascular dis-
eases. The prognostic significance of BDNF has been demon-
strated in patients with hypertension, HF, and coronary artery 
disease (CAD) (2, 3). Because antidepressant medications can 
affect BDNF levels, patients with a history of a psychiatric disor-
der, such as major depressive disorder, schizophrenic disorder, 
or organic brain disorders, were excluded from our study. Like 
other studies that investigated the relationship between BDNF 
and heart failure (3-5), we measured BDNF levels using ELISA. 
Since BDNF is released from many tissues, such as brain, heart, 
endothelial, and skeletal muscle (6), it is unknown which organ 
decreases BDNF levels in patientswith HF the most. It is be-
lieved that the mean serum BDNF levels are 100-fold higher than 
plasma levels because of platelet degranulation during the co-
agulation process (7). Because the majority of circulating BDNF 
is stored in platelets, it has been shown in the literature that the 
amount of BDNF in serum is similar to that in washed platelet 
lysates (8). Reliable biomarkers for diagnosis, treatment follow-
up, and prognosis remain an unmet medical requirement. There 
is a consensus that BDNF can be an important measurable bio-
marker. However, future studies are needed to provide the basis 
for obtaining optimal BDNF measurements suitable for future 
clinical trials using human serum.
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rhythmias (VT) in patients who develop left ventricular aneurysm 
(LVA) following acute myocardial infarction (AMI). Although the 
research was well conducted, we have some concerns that 
should be clarified.

Several previous studies have shown that B-ET-1 levels are 
remarkably elevated in patients with coronary artery disease and 
AMI (2-4). In particular, one experimental study revealed that 
plasma levels of ET-1 sharply rise following AMI, reaching a peak 
value at 6 h and returning toward the normal range by 24 h (4). 
However, the authors of the present study have not mentioned 
the time at which plasma levels of B-ET-1 were measured.

Moreover, the authors mention that informed consent was 
obtained from the study participants prior to enrolment in the 
study. However, they acknowledge that the major limitation of 
the study was the observational retrospective study design. We 
considered that the data was prospectively collected but ret-
rospectively analyzed. We believe that this issue regarding the 
methodological design should be explained in detail.

In previous reports, LVA is commonly located in the anterior 
wall, whereas inferoposterior or posterolateral aneurysms are 
less common (5). In this article, the investigators have not pro-
vided any information regarding the location of LVA. Moreover, 
we speculated whether there is a significant difference in the 
VT burden and plasma levels of B-ET-1 depending on the location 
of LVA.

In the present research, the authors stated that all arrhyth-
mia-related information, including that from patients who under-
went placement of an implantable cardioverter defibrillator (ICD), 
was collected and reviewed. Hence, it would be valuable to know 
whether there is a difference between plasma levels of B-ET-1 in 
patients who had multiple ICD shocks due to multiple recurrent 
VT attacks and in those without ICD shock.

Overall, although some clinical information was missing in 
the article, the findings of the present study may be valuable in 
terms of providing new insights into biomarker-guided targeted 
therapies for VT.
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A new marker for ventricular 
tachyarrhythmias in patients with post-
infarction left ventricular aneurysm:
Big endothelin-1

To the Editor,

We read with interest the article entitled “Big endothelin-1 
as a clinical marker for ventricular tachyarrhythmias in patients 
with post-infarction left ventricular aneurysm” by Ning et al. (1). 
In this study, the authors demonstrated that big endothelin-1 (B-
ET-1) may be an independent predictor of ventricular tachyar-
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