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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 
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ARTICLE DETAILS 

TITLE (PROVISIONAL) Prognostic values of highly sensitive cardiac troponin T and B-type 

natriuretic peptide for clinical features in hypertrophic obstructive 

cardiomyopathy: a cross-sectional study 

AUTHORS Nakamura, Shunichi; Takano, Hitoshi; Matsuda, Junya; Chinen, 
Daigo; Kitamura, Mitsunobu; Murai, Koji; Asai, Kuniya; Yasutake, 
Masahiro; Takayama, Morimasa; Shimizu, Wataru 

 

VERSION 1 - REVIEW 

REVIEWER Hiroaki Kitaoka 
Kochi Medical School, Kochi University 

REVIEW RETURNED 15-Jul-2014 

 

GENERAL COMMENTS Major question is why there was no relation between the 
echocardiographic parameters and cTnT level in this study.  
Severe previous reports have been reported that cTnT levels are 
related to echocardiographic parameters such as maximum LV wall 
thickness, LV mass and left atrial dimension (Ref #19, Kubo T et al J 
Am Coll Cardiol 2013;62:1252–9, Gramer G wt al. Am J Cardiol 
2014;113:1240-1245).  
Please clarify the reason of the difference.  
 
Minor comments  
1. Please add the data of renal function.  
2. Please clarify the type of AF (paroxysmal. persistent, chronic).  
3. Page 6, line 10: troponin-t->troponin T, b-type->B-type 

 

REVIEWER Benedetta Tomberli 
Referral Center for Cardiomyopathies - Careggi University Hospital - 
Florence - Italy 

REVIEW RETURNED 18-Jul-2014 

 

GENERAL COMMENTS This paper by Nakamura describes the association between BNP, 
cTnT and clinical parameters in a cohort of patients with obstructive 
hypertrophic cardiomyopathy (HOCM).  
The author concludes that, while BNP values were associated with 
LV filling pressure, diastolic dysfunction and LV wall thickness, cTnT 
levels were significantly associated only with the presence of atrial 
fibrillation.  
The paper is informative and well written. I have only a few minor 
comments:  
• The authors included in the study only those patients with LV 
outflow tract obstruction at rest. However, it would be interesting to 
know whether these findings may be obtained also in patients with 
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provokable obstruction. Does the author have any data about this 
subgroup of patients?  
• NT-proBNP, the N-terminal part of the BNP pro-hormone, is 
released during hemodynamic stress by stretched cardiacmyocytes 
and split by proteolytic enzymes into 2 peptides; the C-terminal 
fragment (BNP) represents the biologically active hormone. Because 
of a different clearance mechanism (renal for NT-proBNP and 
receptor mediated for BNP), NT-proBNP represents a more reliable 
predictor of outcome than BNP. Why did he choose BNP instead of 
NT-proBNP for this study?  
• The study cohort comprised patients with LV outflow tract 
obstruction, mid-ventricular obstruction and apical obstruction. Were 
these subgroups comparable with regard to level of BNP and cTNT? 

 

REVIEWER Jin-Oh Choi 
Sungkyunkwan University School of Medicine, Korea 

REVIEW RETURNED 25-Jul-2014 

 

GENERAL COMMENTS The study entitled as "Prognostic values of highly sensitive cardiac 
troponin T and B-type natriuretic peptide for clinical features in 
hypertrophic obstructive cardiomyopathy: a cross-sectional Study" 
by Dr. Nakamura is a cross-sectional study looking at the correlation 
of BNP and CTnT with various echo and clinical variables. They 
showed that BNP had modest correlations with echo and clinical 
variables but no significant association between CTnT and various 
variable except AF. The strength of the study is inclusion of 
consecutive 104 patients with HOCM. patients excluding those 
patients without LVOT obstruction. However there are several 
concerns about this study.  
First, there are few novel findings in the current study. Only 
significant finding of CTnT was modest association with AF and 
there was no relationship between CTnT and echo and the other 
clinical variables. Furthermore their explanation about AF seems 
unlikely. They mentioned about cardiac remodeling and leakage 
from the atrium, but there should be at least indirect evidence to 
suggest this kind of hypothesis. They explained that AF in HOCM 
potentiates myocardial ischemia related with reduced diastolic filling 
time, impaired LV filling and loss of atrial kicking CTnT. But they 
could not show any changes about these findings according to these 
features. Next, although they suggested CTnT was not associated 
with any echo and clinical variables. This can be a kind of 
overstatement. In other words, the result of this study was in fact 
that they could not find any significant relationship between CTnT 
and echo or clinical variables, which might be due to actual non-
relationship or due to flaws in the study design of current study. 
Highly sensitive cardiac troponin is a very sensitive marker of 
coronary ischemia. However they did not seem to properly screen 
coronary angiography and excluded the patients with coronary 
ischemia. Another concern is that BNP is easily affected by several 
factors like renal function, body mass index etc. They should have 
considered these thing when they made multivariable analyses.  
Minor comments  
There are errors in manuscript formatting, English grammar and 
abbreviations in Tables. 

 

REVIEWER Masanori Yamamoto 
Toyohashi heart center, Aichi, JAPAN 
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REVIEW RETURNED 26-Jul-2014 

 

GENERAL COMMENTS I read this article with interest.  
 
It remains uncertain the clinical implication of this study. I would like 
to propose the authors should state the relationship between the 
prognosis of HOCM and their measured cardiac markers.   

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Hiroaki Kitaoka  

Institution and Country Kochi Medical School, Kochi University  

Please state any competing interests or state „None declared‟: No declare  

Major question is why there was no relation between the echocardiographic parameters and cTnT 

level in this study.  

Severe previous reports have been reported that cTnT levels are related to echocardiographic 

parameters such as maximum LV wall thickness, LV mass and left atrial dimension (Ref #19, Kubo T 

et al J Am Coll Cardiol 2013;62:1252–9, Gramer G wt al. Am J Cardiol 2014;113:1240-1245). Please 

clarify the reason of the difference.  

 

*We thank the reviewer for this important comment. Our results showed that cTnT tended to be 

associated with maximum LV wall thickness and left atrium dimension although which did not reach to 

the statistical significance. Therefore, these results could be explained by the small sample size and 

the study design. We added the following sentences in the limitation section, “Several reports have 

been reported that cTnT is related to echocardiographic parameters such as maximum LV wall 

thickness, and left atrial dimension. Our results showed that cTnT tended to be associated with 

maximum LV wall thickness and left atrium dimension which did not reach to the statistical 

significance. This discrepancy could be explained by the small study sample size”  

 

Minor comments  

1. Please add the data of renal function.  

 

*We added the data of renal function in Table 1.  

 

2. Please clarify the type of AF (paroxysmal. persistent, chronic).  

 

*We defined episodes that come and go, but resolve themselves within 7 days as paroxysmal AF, 

episodes that last beyond seven days or require intervention to terminate, such as medication or 

electrical cardioversion as persistent AF, and continuous AF that lasts longer than one year as 

chronic AF. We added these sentences in Figure 1.  

 

3. Page 6, line 10: troponin-t->troponin T, b-type->B-type  

 

*This part has been corrected.  

 

Reviewer: 2  

Reviewer Name Benedetta Tomberli  

Institution and Country Referral Center for Cardiomyopathies - Careggi University Hospital - Florence 

- Italy  

Please state any competing interests or state „None declared‟: None declared  

This paper by Nakamura describes the association between BNP, cTnT and clinical parameters in a 
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cohort of patients with obstructive hypertrophic cardiomyopathy (HOCM). The author concludes that, 

while BNP values were associated with LV filling pressure, diastolic dysfunction and LV wall 

thickness, cTnT levels were significantly associated only with the presence of atrial fibrillation. The 

paper is informative and well written. I have only a few minor comments:  

 

*We thanks the reviewer for this positive comment.  

 

• The authors included in the study only those patients with LV outflow tract obstruction at rest. 

However, it would be interesting to know whether these findings may be obtained also in patients with 

provokable obstruction. Does the author have any data about this subgroup of patients?  

 

*We completely agree with the reviewer‟s comments. Although there were the data in some patients 

with provokable obstruction, the subject size was not enough statistically to be analyzed as a sub-

analysis, and plan to add these data in the further study.  

 

• NT-proBNP, the N-terminal part of the BNP pro-hormone, is released during hemodynamic stress b 

stretched cardiacmyocytes and split by proteolytic enzymes into 2 peptides; the C-terminal fragment 

(BNP) represents the biologically active hormone. Because of a different clearance mechanism (renal 

for NT-proBNP and receptor mediated for BNP), NT-proBNP represents a more reliable predictor of 

outcome than BNP. Why did he choose BNP instead of NT-proBNP for this study?  

 

*We completely agree the reviewer‟s comments. We chose BNP instead of NT-proBNP because BNP 

have been mainly used at our hospital at the time of the study initiation.  

 

• The study cohort comprised patients with LV outflow tract obstruction, mid-ventricular obstruction 

and apical obstruction. Were these subgroups comparable with regard to level of BNP and cTNT?  

 

*We thank the reviewer for the important comment, and added the data of types of obstruction in 

Table 1. We have performed the sub-analysis of these subgroups comparable with regard to level of 

BNP and cTnT. However, there was no significant difference between subgroups and the levels of 

these biomarkers.  

 

Reviewer: 3  

Reviewer Name Jin-Oh Choi  

Institution and Country Sungkyunkwan University School of Medicine, Korea  

Please state any competing interests or state „None declared‟: None declared  

The study entitled as "Prognostic values of highly sensitive cardiac troponin T and B-type natriuretic 

peptide for clinical features in hypertrophic obstructive cardiomyopathy: a cross-sectional Study" by 

Dr. Nakamura is a cross-sectional study looking at the correlation of BNP and CTnT with various echo 

and clinical variables. They showed that BNP had modest correlations with echo and clinical variables 

but no significant association between CTnT and various variable except AF. The strength of the 

study is inclusion of consecutive 104 patients with HOCM patients excluding those patients without 

LVOT obstruction. However there are several concerns about this study.  

First, there are few novel findings in the current study. Only significant finding of CTnT was modest 

association with AF and there was no relationship between CTnT and echo and the other clinical 

variables. Furthermore their explanation about AF seems unlikely. They mentioned about cardiac 

remodeling and leakage from the atrium, but there should be at least indirect evidence to suggest this 

kind of hypothesis. They explained that AF in HOCM potentiates myocardial ischemia related with 

reduced diastolic filling time impaired LV filling and loss of atrial kicking CTnT. But they could not 

show any changes about these findings according to these features. Next, although they suggested 

CTnT was not associated with any echo and clinical variables. This can be a kind of overstatement. In 

other words, the result of this study was in fact that they could not find any significant relationship 
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between CTnT and echo or clinical variables, which might be due to actual non-relationship or due to 

flaws in the study design of current study. Highly sensitive cardiac troponin is a very sensitive marker 

of coronary ischemia. However they did not seem to properly screen coronary angiography and 

excluded the patients with coronary ischemia. Another concern is that BNP is easily affected by 

several factors like renal function, body mass index etc. They should have considered these thing 

when they made multivariable analyses.  

 

*We thank the reviewer for this important comment. Our results showed that cTnT tended to be 

associated with maximum LV wall thickness and left atrium dimension although which did not reach 

the statistical significance. Therefore, these results could be explained by the small sample size and 

the study design. We added the following sentences in the discussion section, “Several reports have 

been reported that cTnT is related to echocardiographic parameters such as maximum LV wall 

thickness, and left atrial dimension. Our results showed that cTnT tended to be associated with 

maximum LV wall thickness and left atrium dimension which did not reach to the statistical 

significance. This discrepancy could be explained by the small study sample size”  

 

Minor comments  

There are errors in manuscript formatting, English grammar and abbreviations in Tables.  

 

*This part has been corrected.  

 

Reviewer: 4  

Reviewer Name Masanori Yamamoto  

Institution and Country Toyohashi heart center, Aichi, JAPAN  

Please state any competing interests or state „None declared‟: None declared  

I read this article with interest.  

It remains uncertain the clinical implication of this study. I would like to propose the authors should 

state the relationship between the prognosis of HOCM and their measured cardiac markers.  

 

*We completely agree with the reviewer‟s comment. Our clinical implications written in the conclusion 

might be certainly weak. However, we are planning to evaluate the long-term outcomes and these 

biomarkers in the future. 
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