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VERSION 1 - REVIEW 

REVIEWER Simka, Marian 
Private Healthcare Institution SANA 

REVIEW RETURNED 25-Jul-2013 

 

THE STUDY This is an important study on reliability of Doppler criteria for CCSVI.  
In general, the paper is worth publishing, some (rather minor) issues 
should be addressed.  
1. Summary. This part of the paper should be rewritten. The paper 
should be presented in a “microcosm”, thus a “copy-and-paste” of 
some sentences from the original text is not the proper approach.  
2. Abstract. In general, abbreviations should not be used in an 
abstract if not absolutely necessary (perhaps CCSVI may be an 
exception). Also, I would suggest to use the term “color Doppler 
sonography” instead of “echocolor Doppler” (which is an Italianism)  
3. Abstract. The authors should not use such terms like “criterion 2” 
in abstract. Instead -  a short definition of such an abnormality 
should be used.  
4. Abstract. “sonographer” instead of “sonologist”  
5. Introduction. The authors should give a brief definition of CCSVI, 
for example coming from Zamboni’s paper: Zamboni P, Galeotti R. 
The chronic cerebrospinal venous insufficiency syndrome. 
Phlebology 2010;25:269-79. “clinical syndrome comprising stenoses 
of the jugular and/or azygous veins, characterized by collateral 
venous outflows and reduced cerebral blood flow”  
6. Page 5. “”a first referral centre that regularly…” – seems unclear, 
please correct.  
7. ECD study. Page 7. “axial plane between C6 and C7”. I do not 
believe that the sonographers actually counted the vertebrae (is it 
possible?); there are other more reliable sonographic marks: thyroid 
gland, junction of the internal jugular vein with the facial vein, carotid 
bifurcation (please compare the reference paper 29)  
8. Discussion. “criterion 2” instead of “# 2)  
9. Some parts of the text are written in good English (for example 
“Procedure of the study”) while the others are not so good. Perhaps 
different authors have drafted different parts of the manuscript. I 
would suggest that those better skilled will proofread the entire text. 

RESULTS & CONCLUSIONS 1. Discussion and References. This paper should also be discussed: 
Simka M, Ludyga T, Latacz P, Kazibudzki M. Diagnostic accuracy of 
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current sonographic criteria for the detection of outflow abnormalities 
in the internal jugular veins.Phlebology. 2012 Apr 23.  
The authors should focus at the assessment of middle part of the 
internal jugular vein -  where the use of Zamboni’s criteria seems to 
be the main source of conflicting results of the studies. The authors 
may also discuss other debatable thresholds of the Zamboni’s 
criteria (for example:  cross-section area of 0.3 cm2 is an area of 
6mm-wide vein, which is a perfectly normal vein (my personal view 
is that some doctors “think” that 0.1 cm2 = 1 mm2, which of course 
is not correct: 0.1cm2 = 10 mm2)  
2. Discussion and References. This paper should also be discussed:  
Menegatti E, The reproducibility of colour Doppler in chronic 
cerebrospinal venous insufficiency associated with multiple 
sclerosis. Int Angiol. 2010 Apr;29(2):121-6.  

 

REVIEWER Morovic, Sandra 
Aviva Medical centre, Neurology 

REVIEW RETURNED 21-Aug-2013 

 

THE STUDY The study design is not adequate to prove low inter-rater agreement 
due to a relatively large number of examiners and small number of 
subjects.  
Also, we were not familiarized with examiners' intra-rater agreement.  
The exact measurement methods are not explained in detail, but as 
'after some rest', knowing that the time spent in certain positions can 
have a huge effect on the maeasurement outcome.  
Also, it is inappropriate to compare results, or even use reports of 
undertrained sonographers, with experts. With more training and 
experience comes more objectivity in obtained results. 

RESULTS & CONCLUSIONS The study design is not adequate to prove low inter-rater agreement 
due to a relatively large number of examiners and small number of 
subjects.  
Also, we were not familiarized with examiners' intra-rater agreement.  
The exact measurement methods are not explained in detail, but as 
'after some rest', knowing that the time spent in certain positions can 
have a huge effect on the maeasurement outcome. 

 

VERSION 1 – AUTHOR RESPONSE 

First Reviewer:  

 

1) Comment: Summary. This part of the paper should be rewritten. The paper should be presented in 

a “microcosm”, thus a “copy-and-paste” of some sentences from the original text is not the proper 

approach.  

Response: thanks for this suggestion. The abstract has been completely re-written.  

 

2) Abstract. In general, abbreviations should not be used in an abstract if not absolutely necessary 

(perhaps CCSVI may be an exception). Also, I would suggest to use the term “color Doppler 

sonography” instead of “echocolor Doppler” (which is an Italianism)  

Response: Done.  

 

3) Abstract. The authors should not use such terms like “criterion 2” in abstract. Instead - a short 

definition of such an abnormality should be used.  

Response: A short definition and kappa value has been added for each criterion.  

4) Abstract. “sonographer” instead of “sonologist”  
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Response: Done.  

 

5) Introduction. The authors should give a brief definition of CCSVI, for example coming from 

Zamboni’s paper: Zamboni P, Galeotti R. The chronic cerebrospinal venous insufficiency syndrome. 

Phlebology 2010;25:269-79. “clinical syndrome comprising stenoses of the jugular and/or azygous 

veins, characterized by collateral venous outflows and reduced cerebral blood flow”  

Response: this definition has been added at the start of the manuscript.  

 

6) Page 5. “”a first referral centre that regularly…” – seems unclear, please correct.  

Response: This was specified to stress that a selection bias is unlikely. The sentence has been 

shortened.  

 

7) ECD study. Page 7. “axial plane between C6 and C7”. I do not believe that the sonographers 

actually counted the vertebrae (is it possible?); there are other more reliable sonographic marks: 

thyroid gland, junction of the internal jugular vein with the facial vein, carotid bifurcation (please 

compare the reference paper 29)  

Response: The sonographic mark has been better specified in the text (as J2 at the thyroid gland 

level). For the sake of order, calculation of the delta CSA has also been better explained, according to 

Zamboni (see results, 2nd para).  

 

8) Discussion. “criterion 2” instead of “# 2)  

Response: Done.  

 

9) Some parts of the text are written in good English (for example “Procedure of the study”) while the 

others are not so good. Perhaps different authors have drafted different parts of the manuscript. I 

would suggest that those better skilled will proofread the entire text.  

Response: The paper has been revised by an English mother-tongue translator.  

 

10) Discussion and References. This paper should also be discussed: Simka M, Ludyga T, Latacz P, 

Kazibudzki M. Diagnostic accuracy of current sonographic criteria for the detection of outflow 

abnormalities in the internal jugular veins.Phlebology. 2012 Apr 23.  

Response: this paper is cited in the discussion.  

 

11) The authors should focus at the assessment of middle part of the internal jugular vein - where the 

use of Zamboni’s criteria seems to be the main source of conflicting results of the studies. The 

authors may also discuss other debatable thresholds of the Zamboni’s criteria (for example: cross-

section area of 0.3 cm2 is an area of 6mm-wide vein, which is a perfectly normal vein (my personal 

view is that some doctors “think” that 0.1 cm2 = 1 mm2, which of course is not correct: 0.1cm2 = 10 

mm2)  

Response: all operators evaluated the middle part of the internal jugular vein at the J2 point to rule out 

any source of variability attributable to the landmark. For this reason we have no data on a possible 

different agreement when other landmarks (J1 and J3) are evaluated.  

 

12) Discussion and References. This paper should also be discussed: Menegatti E, The 

reproducibility of colour Doppler in chronic cerebrospinal venous insufficiency associated with multiple 

sclerosis. Int Angiol. 2010 Apr;29(2):121-6.  

Response: Unfortunately, the way the kappa statistics are calculated in this paper looks wrong. These 

authos, in fact, examined 36 patients, but their total in table II is 72, not 36. Since 36 patients had a 

true diagnosis from the trained operator and only 17 from the non-trained, the number of CCSVI 

patients positive for both is 17; 19 pts. are positive for the trained and negative for non trained 

operator. The same error appears in the other tables. For this reason we have again decided not to 

cite this paper.  
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Second Reviewer  

 

1) The study design is not adequate to prove low inter-rater agreement due to a relatively large 

number of examiners and small number of subjects.  

Response: Our sample of 93 subjects is higher than the median sample size (N=75) found in 40 

studies on the agreement of measurement of carotid stenosis reviewed by Rothwell in 2000 (Rothwell 

P. M. Analysis of agreement between measurements of continuous variables: general principles and 

lessons from studies of imaging of carotid stenosis. J Neurol 2000;415: 825-834). None of the Kappa 

values we found had 95% confidence limits higher than 0.50 which is still considered a moderate 

agreement by Landis and Koch categorization. Thus we are confident that even a larger sample size 

would not have yielded very different results.  

 

2) Also, we were not familiarized with examiners' intra-rater agreement.  

Response: Intra-rater agreement was not the focus of this study. We are planning a second study that 

will evaluate it.  

 

3) The exact measurement methods are not explained in detail, but as 'after some rest', knowing that 

the time spent in certain positions can have a huge effect on the measurement outcome.  

Response: The time of resting has been better specified (see methods, ultrasound examination).  

 

4) Also, it is inappropriate to compare results, or even use reports of undertrained sonographers, with 

experts. With more training and experience comes more objectivity in obtained results.  

Response: we deliberately used sonographers with different levels of general expertise in color-

doppler sonography, and with/without specific training in CCSVI, because we aimed to assess CCSVI 

prevalence and inter-rater agreement according to general sonographic expertise and specific CCSVI 

training. While training had an impact on their ability to ascertain CCSVI (see table 4), it had no effect 

at all on agreement. As pointed up by the referee, our comparison of trained and non trained 

disclosed a low agreement. However, the fact that agreement was also poor among the trained 

sonographers demonstrates that increased training does not improve the constantly low 

reproducibility of the technique. 

VERSION 2 – REVIEW 

REVIEWER Simka, Marian 
Private Healthcare Institution SANA 
M.S. received publication fees from Servier International; received 
speaker fees from American Access Care; is employed in the 
hospital, where the treatments for CCSVI are patient-paid 

REVIEW RETURNED 23-Sep-2013 

 

The reviewer completed the review but made no further comments. 
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