
PEER REVIEW HISTORY 

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 

reproduced below.   

This paper was submitted to the HEART but declined for publication following peer review. The 

authors addressed the reviewers’ comments and submitted the revised paper to BMJ Open where it 

was re-reviewed and accepted. 

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Changes in left ventricular relaxation after azelnidipine treatment in 

hypertensive patients with diabetes: subanalysis of a prospective 

single-arm multicenter study 

AUTHORS Iwakura, Katsuomi; Ito, Hiroshi; Ishii, Katsuhisa; Date, Motoo; 
Nakamura, Fumiaki; Nagano, Toshihiko; Takiuchi, Shin 

 

VERSION 1 - REVIEW 

REVIEWER Fuchs, Flavio 
Hospital de Clinicas de Porto Alegre, UFRGS, Division of Cardiology 

REVIEW RETURNED 24-Sep-2013 

 

GENERAL COMMENTS The authors had two aims in this study: how diabetes affected 
diastolic function and whether azelnidipine improves diastolic 
function in diabetic patients. In regard to the first objective their 
findings agree with an established knowledge provided by many 
studies and larger sample sizes, including population-based studies. 
In regard to the second objective, their study design is inadequate to 
isolate the effect of this drug or any other drug over diastolic function 
or any other function, since in face of the absence of a control group 
(one arm clinical trial is in fact a case series) this design cannot 
control for regression to the mean.  

 

REVIEWER Barros, Márcio 
Faculdade de saúde e ecologia humana, clínica médica 

REVIEW RETURNED 14-Oct-2013 

 

GENERAL COMMENTS There are grammar and orthographic mistakes in the manuscript 
that need revision.  
 
In the abstract section, line 12, the authors stated as one of the 
study objectives “how diabetes affected diastolic function in these 
patients”. Diastolic dysfunction is a multi factorial disease and 
certainly the design of the present study don’t allow that statement. 
Please rewrite the phrase.  
 
In the Introduction section, line 8, reference(s) could be inserted.  
 
In the Introduction section, line 20, reference(s) could be inserted.  
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In the methods section the authors stated that impaired LV 
relaxation was defined as e' < 8. Since septal e' derived to TDI is a 
regional measurement of LV relaxation, an averaged measurement 
including lateral e' should be desirable. Explain  
 
In the abstract section, line 23, the authors stated the e' velocity 
measurement was done before and during treatment. In the 
methods section line 27 the authors said that the e' velocity was 
done before and after the study. Please clarify  
 
In the methods section line 43 the description of echocardiography 
examination is flawed. Are the examiners blinded? How many 
measurements were done for each patients? The authors don't 
describe inter or intra variability analyses, which is very important in 
this study.  
 
Both Tables 1 and 2 need to be rebuilt  
 
Table 1 title should be rewritten  
 
table 2 title should be rewritten  
 
table 3 title should be rewritten  
 
In table 3 line 11, “LV end-diastolic dimension, cm 4.7±0.5 4.7±0.5 p 
0.55” since the values (mean and dispersion) are the same, the p 
value must to be 1. Please explain  
 
In table 3 line 15, “Septal wall thickness, cm 1.0±0.2 1.0±0.2” p= 
0.14 since the values (mean and dispersion) are the same, the p 
value must to be 1. Please explain  
 
In table 3 line 16, “Posterior wall thickness, cm 1.0±0.2 1.0±0.2 p= 
0.64” since the values (mean and dispersion) are the same, the p 
value must to be 1. Please explain  
 
Diabetes patients are are older than non diabetic ones, although 
marginally non significant (p=0,09). Since age and septal e’ are 
strongly correlates, please do correlation among the variables with 
covariance analyses.  
 
In the discussion section, line 27, the authors pointed that 
“Therefore, more intensive BP lowering might be required in diabetic 
patients” Please justify.  
 
The paper doesn’t have a conclusion. Please introduced one.  

 

- This manuscript received 3 reviews at the HEART but the other referee had declined to make 

his reviews public. 

-  
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VERSION 1 – AUTHOR RESPONSE 

Reviewer 1 pointed out the limitation of study design of original CALVLOC trial.  We had recognized it, 

but it was the problem in the original study. 

Reviewer 3 also raised several issues;  

 

1) In the abstract section, line 12, the authors stated as one of the study objectives “how diabetes 
affected diastolic function in these patients”. Diastolic dysfunction is a multi factorial disease and 
certainly the design of the present study don’t allow that statement. Please rewrite the phrase. 

 

We rewrote it as “to investigate the impact of diabetes on diastolic function in hypertensive patients” 

(Page 2 Line 4). 

 

2) In the Introduction section, line 8, reference(s) could be inserted.  In the Introduction section, line 
20, reference(s) could be inserted. 

 

Actually, these parts already had references in the Heart manuscript.  Introduction was rewritten and 

shortened, and line 8 in the previous manuscript was deleted in the present manuscript.  Previous line 

20 is the line 10 in the present manuscript, and it has a reference #4 (previous reference #12). 

 

3) In the methods section the authors stated that impaired LV relaxation was defined as e' < 8. Since 
septal e' derived to TDI is a regional measurement of LV relaxation, an averaged measurement 
including lateral e' should be desirable. Explain 

 

As mentioned in the response to Reviewer 2, we only measured only septal e’ in the original trial, 

and discussed it as a limitation of the study in Page 14 Line 11. 

 

4) In the abstract section, line 23, the authors stated the e' velocity measurement was done before 
and during treatment. In the methods section line 27 the authors said that the e' velocity was done 
before and after the study. Please clarify 

 

The abstract was rewritten as “Main outcome measures: Septal e’ velocity before and at the end of 

the study” (Page 2 Line 12).  

 

5) In the methods section line 43 the description of echocardiography examination is flawed. Are the 
examiners blinded? How many measurements were done for each patients? The authors don't 
describe inter or intra variability analyses, which is very important in this study. 

 

We mentioned that "All echocardiography data were measured and determined by two independent 

doctors or sonographers blinded to the patients’ clinical data" in Methods section (Page8 Line 6).  As 

mentioned in the response to Reviewer 2, the original trial lacked the data on inter- and intravariability 

of echo parameters and we admitted it as a limitation of the present study (Page 14 Line 9). 
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6) Both Tables 1 and 2 need to be rebuilt. Table 1-3 title should be rewritten. 
 

We had no idea what was wrong in the Table 1-3, and we did not rewrite them.  If the new reviewers 

require to rewrite them, we are willing to do it. 

 

7) In table 3 line 11, “LV end-diastolic dimension, cm 4.7±0.5 4.7±0.5 p 0.55” since the values (mean 
and dispersion) are the same, the p value must to be 1. Please explain. 

8) In table 3 line 15, “Septal wall thickness, cm 1.0±0.2 1.0±0.2” p= 0.14 since the values (mean and 
dispersion) are the same, the p value must to be 1. Please explain. 

9) In table 3 line 16, “Posterior wall thickness, cm 1.0±0.2 1.0±0.2 p= 0.64” since the values (mean 
and dispersion) are the same, the p value must to be 1. Please explain. 

 

Reviewer 3 might have misconception about the basic statistics.  As a basic in statistics tells, same 

mean±SD in two groups does not mean that two groups have same datasets, and therefore, p value 

does not always 1.   

 

10) Diabetes patients are older than non diabetic ones, although marginally non significant (p=0,09). 
Since age and septal e’ are strongly correlates, please do correlation among the variables with 
covariance analyses. 

 

Following the reviewer’s advice, we performed ANCOVA to adjust age and body mass index (pointed 

out by Reviewer 2) in comparison of e’ velocity, and obtained the same results after adjustment (Page 

10 Line 18).  

 

11) In the discussion section, line 27, the authors pointed that “Therefore, more intensive BP lowering 
might be required in diabetic patients” Please justify. 

 

We mentioned it because diabetic patients still had lower e’ velocity even when BP was as well 

lowered as in the non-diabetic patients.  We rewrote the sentence as “Standard BP lowering might not 

be enough for improvement of diastolic function in hypertensive patients with diabetes” (Page 14 Line 

18). 

 

12) The paper doesn’t have a conclusion. Please introduced one. 
 

We added Page 14 Paragraph 3 as a conclusion. 
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VERSION 2 – REVIEW 

REVIEWER Cristiana Catena 
Hypertension Unit, Internal Medicine, Udine, Italy 

REVIEW RETURNED 01-Aug-2014 

 

- The reviewer completed the checklist but made no further comments. 
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