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VERSION 1 - REVIEW 

REVIEWER Professor Paul Valensi, MD.  
 
Head of the departement of Endocrinology Diabetology Nutrition. 
Jean Verdier hospital.  
Paris Nord University  
Bondy. France  
 
My research deals with the topics of silent coronary artery disaese in 
diabetic patients. 

REVIEW RETURNED 22-May-2011 

 

GENERAL COMMENTS Main comments 
1. This is a short series, and only 21 patients with PAD were 
included. 
2. A high number of patients with ischemic changes on resting 
ECG were included whereas most of the previous similar studies 
included patients without such alterations. Please comment. In 
particular how many patients had an abnormal Q wave suggesting 
silent myocardial infarction ? 
3. Many non quoted studies including similar numbers of 
diabetic patients with PAD suggested that silent CHD was 
associated with PAD: Nesto et al (Am Heart J 1990;120:1073-7); 
Janand Delenne et al (Diabetes Care 1999;22:1396-1400); Cosson 
et al (Diabetes Metab 2003;29:470-6). 
4. The rate of abnormal SPECT was rather high, but only a bit 
higher than in similar studies including patients with risk factors and 
not specifically patients with vascular disease. How was abnormal 
SPECT defined ? 
5. The proportion of patients with coronary stenosis ≥75% (that 
is the usual criterion) was around 40%, which is in line with other 
series not limited to patients with vascular disease (see references 
above). 
6. Autonomic neuropathy was not investigated using standard 
tests as recommended (Tesfaye et al. Diabetes Care 2010; 33: 
2285-93). 
7. What about the risks of coronary angiography or MDCT in 
patients with renal failure, and about radiation when performing both 
examinations ? Please comment. 
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8. The multivariate analysis should include CAC score and 
maximum IMT as covariates. 
 
Other comments 
1. Key messages: please give the % of patients with coronary 
stenosis ≥75% instead of 50%. 
2. Strengths and limitations: this is not the first report… 
3. Page 8, aim: delete “requiring treatment with antiplatelet …” 
4. Page 12: how was severe myocardial ischemia defined ? 
64-slice MDCT: which contraindications ? 
5. Page 13: meaning of ABI and baPWV ? 
6. Page 17: define the Brinkman index. 
7. Discussion: First sentence: delete “the first report” and quote 
references above. 
Page 20, line 5: replace “inhibit” by “prevent”. Paragraph 2: several 
studies showed that coronary microvascular function is impaired in 
diabetic patients (Nitenberg et al. 1993;42:1017–1025). 
8. Figure 3 is useless. 
9. Too many parameters in table 1. PWV seems very high. 
10. Table 2: delete symbols in the left column. 

 

REVIEWER Angelo Avogaro, MD  
 
Professor of Endocrinology  
University of Padova  
 
I have no competing interests 

REVIEW RETURNED 27-Jun-2011 

 

THE STUDY Tetsuro and coll. studied the prevalence of asymptomatic CHD in 
122 type 2 diabetic patients with vasculopathy, by means of stress 
SPECT (in 122 subjects) and SPECT + coronary angiography (in 
112 patients). SPECT was positive in 79%, while coronary 
angiography with ≥50% diameter stenosis in 53% out of the studied 
subjects. They also tried to identify risk factors associated with 
asymptomatic CHD, finding male sex as the only significant 
predictor. The core result is that more than half of type 2 diabetic 
patients with vascular complications have silent CHD; but at 
regression analysis none out of the vascular complications is a 
significant predictor of CHD, a part from maximum carotid IMT (and 
cardiac parameters).  
 
The topic is of great clinical interest because no definite indications 
exist for asymptomatic CHD diagnosis and screening in diabetes. 

RESULTS & CONCLUSIONS I have major concerns about the study design and results. The 
Author decided to consider positive for asymptomatic CHD the 
patients with coronary stenosis >50% at angiography, thus excluding 
patients with proven inducible ischemia and those with stenosis 
<50% at angiography. This is questionable since the accuracy and 
reproducibility of coronary arteriography visual interpretation exhibits 
significant intra- and interobserver variability, with differences in the 
estimation of stenosis severity approaching 50%. Moreover, this 
approach considers only specific anatomic aspects rather than the 
functional consequence of the stenosis, that should be of greater 
clinical interest. This methodology could explain also the lack of 
association between vasculopathy and asymptomatic CHD.  
The Authors use the term vasculopathy comprehensive of micro- 
and macroangiopathy. This is not fully correct. Macroangiopathy is 
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mainly driven by risk factors other than glucose, while 
microangiopathy is mainly glucose driven. Only recently a common 
soil for the development of micro- and macroangioapthy has been 
suggested. Therefore the term vasculopathy to stratify study 
subjects falls shortly.  
The Discussion is quite confused, focusing on topics not fully 
correlated with the predefined aim and results of the study.  
 
Minor comments  
In the multivariate analysis, the IMT value is not considered. Why?  
Please specify “baPWV” (page 13, line 31) and define the Brinkam 
index (page 17, line 41). 

 

VERSION 2 - REVIEW 

REVIEWER Angelo Avogaro, MD PhD  
 
Professor of Endocrinology and Metabolism  
University of Padova, Italy.  
 
I have no conflict of interest 

REVIEW RETURNED 13-Aug-2011 

 

THE STUDY As stated by the authors the study patients may not be 
representative of the population at large. This is ackowledge in the 
ms. 

 

REVIEWER Prof Paul Valensi  
 
Head of the department of Diabetology  
Jean Verdier hospital  
Paris Nord University  
Bondy  
France 

REVIEW RETURNED 23-Aug-2011 

 

GENERAL COMMENTS Thank you for the changes in the manuscript. I still have 3 requests:  
- Regarding the references you added about the association 
between silent CAD and PAD, it would be interesting to comment in 
the discussion section on how your data fit with these previous 
studies.  
- SPECT : please clarify the number of segments with reversible 
defect you considered as evocative of ischemia.  
- Multivariate analysis: CAC score and maximum IMT may be 
included and the analysis performed on around 80 patients since the 
number of covariates remains reasonable. 
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