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VERSION 1 - REVIEW 

REVIEWER Avijit Lahiri and Shreenidhi Venuraja 
Cardiac Imaging Imaging and Research Centre  
Wellington Hospital 

REVIEW RETURNED 11-Apr-2014 

 

GENERAL COMMENTS 1) "When comparing DM versus NFG, as expected, those with DM 
were older, had higher BMI, lower LDL, higher HDL, higher 
triglycerides, and higher prevalence of hypertension." -this is 
unusual- why did patients with DM have lower LDL and higher HDL? 
Is this due to statins?  
2) Add data of the WHO figures for worldwide increase in diabetes - 
the increase in diabetes has been much sharper than predicted- 
current worldwide figure stands at approx 389 million (it was 
expected to reach that number by 2025). Thus the importance of this 
paper.  
3) The authors must comment on what would be an ideal 'clinical' 
protocol for evaluation of asymptomatic patients at risk- do we need 
CT angiogram or is CAC sufficient. This has dose and cost 
implications.  
4) Please add a table of dose ranges in your study for CTCA  
5) Refer to the diabetic risk in normal population survey-  
"Jain P, Kooner J, Raval U, Lahiri A  
Prevalence of coronary artery calcium scores and silent myocardial 
ischemia was similar in Indian asians and European whites in a 
cross-sectional study of asymptomatic subjects from a UK 
population (LOLIPOP-IPC)  
Journal of Nuclear Cardiology 2011; Vol 18 (3); 435-442" 
 
This is an important paper and should be published 

 

REVIEWER Masamichi Takano 
Nippon Medical School  
Chiba Hokusoh Hospital 

REVIEW RETURNED 02-Jun-2014 
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GENERAL COMMENTS This CTA analysis showed atherosclerotic disease of coronary artery 
is more severe in asymptomatic patients with IFG than those with 
NFG.  
Although several investigations using invasive catheter-based 
imaging modalities, such as IVUS and angioscopy have already 
demonstrated advanced atherosclerosis in symptomatic patients 
with pre-diabetic status, there is lacking of clinical data of 
asymptomatic patients.  
Pre-diabetes was defined as not only IFG, but also HbA1c levels or 
IGT. The low concordance among HbA1c-, IFG-, and IGT- based 
diagnosis of pre-diabetes highlights the multifactorial 
pathophysiology of glucose metabolism impairment. IFG is 
predominantly a dysfunction of hepatic insulin resistance. Previous 
study revealed the progression of coronary atherosclerosis with pre-
diabetes diagnosed by combination of HbA1c, IGT and IFG, and 
there were no data for IFG alone.  
 
 
1. Page 7, Line 51: Please change the expression of normal into 
NFG.  
2. Page 8, Line 8: Please delete period between the words of 
(p<0.0001) and greater.  
3. Page 8, Line 26:□ is unclear, and explain the definition of 
obstructive CAD in this study.  
  

 

VERSION 1 – AUTHOR RESPONSE 

Response to Reviewer: 1    

Comment: 1) "When comparing DM versus NFG, as expected, those with DM were older, had higher 

BMI, lower LDL, higher HDL, higher triglycerides, and higher prevalence of hypertension." -this is 

unusual- why did patients with DM have lower LDL and higher HDL? Is this due to statins?  

Response: We thank the reviewer for bringing this to our attention. The HDL was not significantly 

different (p=0.0512), the lower LDL was not be expected, and as the reviewer suggests is likely due to 

the higher prevalence of statins in the diabetes group, and the triglyceride data is not included. 

Therefore, the statement has been changed to read, "When comparing DM versus NFG, those with 

DM were older, had higher BMI, lower LDL and higher prevalence of hypertension."  

 

Comment: 2) Add data of the WHO figures for worldwide increase in diabetes - the increase in 

diabetes has been much sharper than predicted- current worldwide figure stands at approx 389 

million (it was expected to reach that number by 2025). Thus the importance of this paper.  

Response: This has been added on p. 9 (reference ) “The conversion rate to DM is 10% annually, 

thereby adding further to the rapid worldwide increase in DM prevalence, from 171 million in 2000 to a 

projected 366 million in 2030 14)”  

 

Comment: 3) The authors must comment on what would be an ideal 'clinical' protocol for evaluation of 

asymptomatic patients at risk- do we need CT angiogram or is CAC sufficient. This has dose and cost 

implications.    

Response: CAC is sufficient and has been so indicated on p. 11. “Pending corroboration by other 

reports, more intensive efforts may be devoted to the evaluation by CAC scanning, and treatment of 

patients with pre-diabetes.”  

 

Comment: 4) Please add a table of dose ranges in your study for CTCA  

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2014-005148 on 16 A

ugust 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


Response: This is now incuded on p. 6:  “The CCTA and CAC radiation doses ranged from 5-10 mSV 

and 1-2 mSv respectively.”  

 

Comment: 5) Refer to the diabetic risk in normal population survey-  "Jain P, Kooner J, Raval U, 

Lahiri A  Prevalence of coronary artery calcium scores and silent myocardial ischemia was similar in 

Indian asians and European whites in a cross-sectional study of asymptomatic subjects from a UK 

population (LOLIPOP-IPC)  Journal of Nuclear Cardiology 2011; Vol 18 (3); 435-442"    

Response: The excellent Jain paper deals with coronary calcium and myocardial perfusion in 2 

populations, but does not specifically address the calcium scores in the diabetic components. It 

would, therefore, be difficult to reference in the current study.  

 

Response to Reviewer: 2    

Comment: This CTA analysis showed atherosclerotic disease of coronary artery is more severe in 

asymptomatic patients with IFG than those with NFG. Although several investigations using invasive 

catheter-based imaging modalities, such as IVUS and angioscopy have already demonstrated 

advanced atherosclerosis in symptomatic patients with pre-diabetic status, there is lacking of clinical 

data of asymptomatic patients.  Pre-diabetes was defined as not only IFG, but also HbA1c levels or 

IGT. The low concordance among HbA1c-, IFG-, and IGT- based diagnosis of pre-diabetes highlights 

the multifactorial pathophysiology of glucose metabolism impairment. IFG is predominantly a 

dysfunction of hepatic insulin resistance. Previous study revealed the progression of coronary 

atherosclerosis with pre-diabetes diagnosed by combination of HbA1c, IGT and IFG, and there were 

no data for IFG alone.  

Response: We thank the reviewer for these observations.  

 

Comment: 1. Page 7, Line 51: Please change the expression of normal into NFG.  

Response: This has been changed.  

 

Comment: 2. Page 8, Line 1: Please delete period between the words of (p<0.0001) and greater.  

Response: This has been done.  

   

Comment: 3. Page 8, Line 26:□ is unclear, and explain the definition of obstructive CAD in this study.  

Response: >60% stenosis has been added to the text (p. 8, paragraph 2, line 10) to define obstructive 

disease, as well as in the Methods, p.6, line 1. 
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