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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 

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Timir Paul 
East Tennessee State University  
USA 

REVIEW RETURNED 23-Jan-2016 

 

GENERAL COMMENTS This is an interesting article by Rehwal et al from the observation of 
coarctation of aorta prevents the distal vascular bed atherosclerosis.  
 
I have following comments that needs to be addressed.  
 
1. First of all the conclusion is very opinionative that needs to be re-
iterate in a flexible manner.  
2. Although clinical implications was described , I don't think this 
study have major value in clinical practice. They mentioned not to 
intervene in stenotic arteries to protect distal atherosclerosis. The 
practice guidelines already established that we need 
hemodynamically significant stenosis to perform angioplasty/stenting 
or bypass. No one will intervene in < 70% stenosis. so in limitation 
section it needs to b rewrite. Also if you have symptoms, we need 
surgical or endovascular treatment of those arterial segments no to 
wait until acute or critical limb ischemia happens.  
It also mentioned that may be it would be protective if some residual 
stenosis kept remained during intervention. I completely disagree in 
this regard. Residual mild stenosis can cause further stenosis and 
thrombosis in this stented segment.  
Again I have major concerns of clinical implications of this findings.  
3. hemodynamically significant lesions in lower extremity often 
develop collaterals. And this study do not explore whether the 
protective effect is from downstream collaterals.  
4. There is a major limitation of not doing multivariate analysis. I 
would strongly suggest to do this with adjustment of other significant 
RF of PAD including DM, smoking, age, HTN and HL.  
5. Also how do you clinically further decrease the pulse pressure? all 
PAD patients should be any way to be on strict hypertension control. 
Do you increase diastolic pressure to decrease pulse pressure and if 
so how? How do we specifically target pulse pressure and what 
would be the target value?  
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overall the observation is ok but clinical implications are not  
 
in tables instead of comma authors showed use decimel when put 
numbers. 

 

REVIEWER Paolo Mario Ravagnani 
Centro Cardiologico Monzino, IRCCS, University of Milan, Milan, 
Italy 

REVIEW RETURNED 08-Mar-2016 

 

GENERAL COMMENTS Please check only minor oversights in Table 1 abbreviations (e.g. I 
would suggest CKD- Chronic Kidney disease insted of RI- Renal 
Insufficiency) and Table 2 abbreviations (CIA rather than AIC, EIA 
rather than AIE, IIA rather than AII, and so on, as correctly reported 
in full text).  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer #1:  

Reviewer Name: Timir Paul  

Institution and Country: East Tennessee State University, USA  

Competing Interests: none  

 

Item #1-1  

This is an interesting article by Rehwal et al from the observation of coarctation of aorta prevents the 

distal vascular bed atherosclerosis.  

 

Thank you very much for this assessment!  

 

I have following comments that needs to be addressed.  

 

We fulfilled all suggestions made by the reviewer, including number 3 and 4, which made a new data 

acquisition and a new data analysis necessary. The collaterals were quantified subjectively, and 

included into the multivariate models adjusted for DM, smoking, age, HTN and HL, as proposed by 

the reviewer. The new reading of the angiographies with respect to the collaterals engaged us for a 

couple of weeks, but these efforts improved our manuscript to a great extent. Below, we logged step 

by step what we did in order to fulfill the suggestions of the reviewer.  

 

Item #1-2  

1. First of all the conclusion is very opinionative that needs to be re-iterate in a flexible manner.  

 

We agree to the reviewer.  

In order to react to this criticism adequately, we revised the conclusion section of the abstract of the 

manuscript, as well as the conclusion part of the discussion section of the manuscript.  

We took the following measures:  

We replenished the sentence “Atherosclerotic stenoses protect distal vascular territories from 

developing atherosclerosis” in the abstract with the words “seem to”. This reflects the theoretic 

possibility of the existence of other ways of interpretation, although we do not know one, and the 

reviewer suggested none. However we believe, that the reviewer meant the second part of the 

conclusion rather than this part with his criticism. The new sentence “Atherosclerotic stenoses seem 

to protect distal vascular territories from developing atherosclerosis” can be found in the abstract 

section, on page 2, line 18 – line 19.  
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The sentence: “We hypothesize the pulse pressure reduction to be the crucial mechanism for this 

phenomenon” was removed from the abstract of the manuscript, as this sentence was really “very 

opinionative”. In consideration of the next point of the reviewer, it was not replaced by another 

hypothesis, but simply with the declarative statement, that the pathophysiologic mechanism upon 

which this observation is based still remains to be determined, and the clinical implications remain 

unclear. This carefully worded sentence can be found in the abstract section on page 2, line 19 – line 

20.  

As we did not measure the pulse pressure, we phrased the pulse pressure hypothesis in the 

discussion section more cautiously. This part can be found on page 10, line 9 now.  

We completely reworded the conclusion part of the discussion section, which can be found now on 

page 12, line 30 – line 33. It was written much more cautiously. It begins with the more careful 

sentence “Atherosclerotic stenoses seem to protect distal vascular territories from developing 

atherosclerosis”. The next two sentences “The practice of automatically performing dilatation of 

stenoses discovered as an incidental finding during endovascular treatment of clinically relevant 

stenoses must therefore be reconsidered. Treatment involving the introduction of stenoses to protect 

a vascular territory is conceivable” have been omitted from the manuscript. Instead of them, two new 

sentences have been introduced, that the pathophysiologic mechanism remains to be determined 

(page 12, line 32 – line 33), and abstained from any potential “clinical implications”.  

 

Item #1-3  

2. Although clinical implications was described , I don't think this study have major value in clinical 

practice. They mentioned not to intervene in stenotic arteries to protect distal atherosclerosis. The 

practice guidelines alrea dy established that we need hemodynamically significant stenosis to perform 

angioplasty/stenting or bypass. No one will intervene in < 70% stenosis. so in limitation section it 

needs to b rewrite. Also if you have symptoms, we need surgical or endovascular treatment of those 

arterial segments no to wait until acute or critical limb ischemia happens.  

It also mentioned that may be it would be protective if some residual stenosis kept remained during 

intervention. I completely disagree in this regard. Residual mild stenosis can cause further stenosis 

and thrombosis in this stented segment.  

Again I have major concerns of clinical implications of this findings.  

 

This criticism has to be answered in several steps, because it consists of several parts.  

 

Although clinical implications was described, I don't think this study have major value in clinical 

practice.  

 

We agree.  

At the moment, no major clinical implications can be drawn from the results of the study (page 12, line 

4 – 5). There are several causes for this fact, the first one is that the study has a retrospective design, 

and therefore can theoretically be subject to unrecognized bias. We are convinced that this is not the 

case, but, however, it may be theoretically. That’s the main cause why the results have to be 

scrutinized in a prospective study. We clarified this issue in the discussion section, which can be 

found on page 12, second paragraph, and page 11, line 25 - 27.  

 

They mentioned not to intervene in stenotic arteries to protect distal atherosclerosis.  

We fully agree with the referee, that this statement seems to be bold, and is not covered by the 

results of our study. We think the text was written not clear enough at the end of the discussion 

section, to which the reviewer refers. Therefore, we carefully revised the two last paragraphs on page 

10 at the end of the discussion section, and clarified, that we did not draw the consequence not to 

intervene in stenotic arteries to protect distal vascular territories. This can be found on page 12, line 4 

– line 12.  
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The practice guidelines alrea dy established that we need hemodynamically significant stenosis to 

perform angioplasty/stenting or bypass. No one will intervene in < 70% stenosis. so in limitation 

section it needs to b rewrite. Also if you have symptoms, we need surgical or endovascular treatment 

of those arterial segments no to wait until acute or critical limb ischemia happens.  

 

Again, we fully agree with the reviewer. It is of high importance to adhere to the practice guidelines 

already established. Therefore, we quoted the Cardiovascular and Interventional Radiological Society 

of Europe guidelines on endovascular treatment in aortoiliac arterial disease (Rossi M, Iezzi R. 

Cardiovascular and Interventional Radiological Society of Europe guidelines on endovascular 

treatment in aortoiliac arterial disease. Cardiovasc Intervent Radiol. 2014 Feb;37(1):13-25. doi: 

10.1007/s00270-013-0741-9. Epub 2013 Nov 6.), and the Inter-Society Consensus for the 

Management of Peripheral Arterial Disease (TASC II) Guidelines (Norgren L, Hiatt WR, Dormandy JA, 

Nehler MR, Harris KA, Fowkes FG; TASC II Working Group, Bell K, Caporusso J, Durand-Zaleski I, 

Komori K, Lammer J, Liapis C, Novo S, Razavi M, Robbs J, Schaper N, Shigematsu H, Sapoval M, 

White C, White J, Clement D, Creager M, Jaff M, Mohler E 3rd, Rutherford RB, Sheehan P, Sillesen 

H, Rosenfield K. Inter-Society Consensus for the Management of Peripheral Arterial Disease (TASC 

II). Eur J Vasc Endovasc Surg. 2007;33 Suppl 1:S1-75. Epub 2006 Nov 29. No abstract available. 

Norgren L, Hiatt WR, Dormandy JA, Nehler MR, Harris KA, Fowkes FG; TASC II Working Group. 

Inter-Society Consensus for the Management of Peripheral Arterial Disease (TASC II). J Vasc Surg. 

2007 Jan;45 Suppl S:S5-67), and stated that we strictly adhere to these guidelines, which can be 

found on page 12, line 4 – line 7. However, updated TASC IIb or III recommendations have not been 

established up to now due to discordance regarding different issues even within the group of vascular 

surgeons (Ricco JB, Parvin S, Veller M, Brunkwall J, Wolfe J, Sillesen H, Eckstein HH, Fitridge R. 

Statement from the European Society of Vascular Surgery and the World Federation of Vascular 

Surgery Societies: Transatlantic Inter-Society Consensus Document (TASC) III and International 

Standards for Vascular Care (ISVaC). Eur J Vasc Endovasc Surg. 2014 Feb;47(2):118. doi: 

10.1016/j.ejvs.2013.11.009. Epub 2013 Nov 28.), not to speak of the group of interventional 

radiologists, and angiologists, performing endovascular procedures as well. The knowledge regarding 

the best treatment of limb ischemia is evolving, because new research is done, and new insights are 

gained. However, new treatment strategies should be drawn from prospective studies of highest 

standards, not from retrospective studies. We included a statement according to this strategically in 

the manuscript on page 11, line 28, directly following to the statement “This main weakness of the 

study can only be addressed with prospective, longitudinal observational studies” on page 11, line 26 

– 27: “If the pulse pressure is confirmed…”. We added the statement that a new strategy should be 

based on a prospective designed study (page 11, line 34 so if….), but that the insights gained by this 

study should represent the starting point for new research regarding the impact of the presence of 

hemodynamically not relevant stenoses on the development of atherosclerosis in distal dependent 

vascular territories. This newly worded discussion part can be found on page 11, line 34 – page 12, 

line 3.  

 

It also mentioned that may be it would be protective if some residual stenosis kept remained during 

intervention. I completely disagree in this regard. Residual mild stenosis can cause further stenosis 

and thrombosis in this stented segment.  

Again I have major concerns of clinical implications of this findings.  

We completely agree to the reviewer, and believe that the two misunderstandable paragraphs at the 

end of the discussion section are meant by the reviewer. We reworded them carefully, and they can 

be found now on page 11, line 25 – line 34, and page 12, line 1 – line 12. In order to clarify this issue, 

we included some additional sentences, which lean on the criticism of the referee. We included the 

statement, that no residual stenosis should remain after an endovascular treatment of a stenosis or 

an occlusion (page 12, line 1 – line 10). Moreover, we included the statement that “Residual mild 

stenosis can cause further stenosis and thrombosis in this” dilated or “stented segment”, which can be 

found on page 12, line 10 – line 12.  
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As we are convinced, that this point the reviewer raised is important, we tried to adhere exactly to his 

suggestion.  

 

In summary, as a reaction to this criticism of the reviewer we replenished, and rewrote the last section 

in the discussion of the manuscript, as requested by the reviewer, and rewrote the two 

misunderstandable written paragraphs at the end of the discussion of the manuscript, including all 

concerns of the reviewer, which we completely share. We expressed our opinion on possible 

implications of our findings much more carefully and clarified, that these implications refer to future 

scientific studies only, not to the treatment of patients now (page 12, line 4 – line 5; page 11 line 33 – 

page 12 line 3).  

We omitted the “clinical implications” completely from the abstract of the manuscript. We replaced the 

conclusions section with the following: “Atherosclerotic stenoses seem to protect distal vascular 

territories from developing atherosclerosis. The underlying pathophysiological mechanism of this 

phenomenon remains to be determined. It could be based on pulse pressure reduction” on page 2, 

line 18 – line 20.  

In order to meet the requirement that the abstract has to be shorter than or equal to 250 words, the 

sentence “Ostial stenoses of the internal iliac artery were not relevant” was removed from the 

manuscript.  

 

Item #1-4  

3. hemodynamically significant lesions in lower extremity often develop collaterals. And this study do 

not explore whether the protective effect is from downstream collaterals.  

 

We fully agree with the reviewer.  

In order to address this issue raised by the reviewer, we took the following steps:  

1. We reassessed all angiographies of the patients included into the study, and classified the visible 

collaterals in each vessel segment into six groups: 0 = no collaterals, 1 = collaterals at the limit of 

visibility, 2 = collaterals of slight extent, 3 = collaterals of medium extent, 4 = good collaterals, 5 = very 

extensive collaterals. This classification has been included into the manuscript into the materials and 

methods section, on page 6, line 1 – line 3.  

2. We presented the results in the results text, which was replenished with the results.  

3. We incorporated the results into table 1.  

4. Due to space limitations, and due to our believe and fear that the table would become confused, we 

refrained from the idea to present each single result in table 2 in addition.  

5. We did a correlation analysis with the degree of stenoses (NASCET) in the iliac, femoropopliteal, 

and infragenual region, and inserted the results into the results section on page 8, line 26 – line 33 

and page 9, line 1 – line 5.  

6. We incorporated the results into a multivariate analysis, adjusted for Diabetes mellitus, smoking, 

age, arterial hypertension, and hypercholesterinemia, as requested by the reviewer (see Item #1-5 of 

the same reviewer).  

7. We discussed the new result, that the protective effect is not from downstream collaterals in the 

discussion section, which can be found on page 10, line 28 – line 33 and page 11, line 1 – line 12  

 

Item #1-5  

 

4. There is a major limitation of not doing multivariate analysis. I would strongly suggest to do this with 

adjustment of other significant RF of PAD including DM, smoking, age, HTN and HL.  

We fully agree with the reviewer, and took the following measures:  

1. We clarified in the materials and methods section, that a multivariate analysis has been done. This 

newly inserted sentence can be found on page 7, line 5 – line 6 (statistics). We also clarified, that we 

normalized for other significant risk factors (RF) of peripheral arterial disease (PAD), especially 

Diabetes mellitus (DM), smoking, age, arterial hypertension (HTN), and hypercholesterinemia (HL) 
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(page 7, line 6 – line 7). We normalized for downstream collaterals as well (Figure 2).  

2. The results were presented in the text (page 9, third paragraph), as well as in figure 2. The 

inclusion of downstream collaterals as influencing factors entailed slight changes of the estimators for 

the factors with influence on the atherosclerotic burden of the different territories, but essentially not 

the results, which are presented in figure 2.  

3. The new results were discussed in a newly inserted short paragraph in the discussion section, 

which can be found on page 9, line 25 – line 28.  

 

Item #1-6  

5. Also how do you clinically further decrease the pulse pressure? all PAD patients should be any way 

to be on strict hypertension control. Do you increase diastolic pressure to decrease pulse pressure 

and if so how? How do we specifically target pulse pressure and what would be the target value?  

 

Yes, all patients should be on strict hypertension control anyway. There is good evidence for that, and 

we included this statement into the discussion section of the manuscript (page 11, line 28 – line 31). 

As arterial hypertension is a main risk factor for peripheral arterial disease (PAD), we strongly argue 

against any intended increase of the blood pressure, be it the systolic blood pressure, or the diastolic 

blood pressure now. We believe, that it is much too early to conclude that the pulse pressure should 

be elected as major target of medicinal treatment instead of the arterial hypertension itself, which can 

be found on page 11, line 31 – line 32 now. However, we believe as well, that the pulse pressure will 

be lowered along with the medicinal treatment and reduction of the blood pressure itself (page 11, line 

32). It’s conceivable, that some blood pressure lowering drug therapies may reduce the pulse 

pressure more than others, but to our knowledge, 1. this was never tested before, and 2. it’s possible 

effect remains therefore completely unclear. We included the statement, that the pulse pressure 

cannot be a specific target of drug therapy at the moment (page 11, line 31 – line 32), and that 

extensive research is needed before the pulse pressure may be targeted by any means (page 11, line 

33 – line 34). The target value is unclear as well (page 12, line 1 – line 3).  

 

Item #1-7  

 

overall the observation is ok but clinical implications are not  

 

This is a summary of the other points of the referee which have been addressed step by step as 

described above.  

 

Item #1-8  

 

in tables instead of comma authors showed use decimel when put numbers.  

 

Done as requested, throughout the tables.  

 

 

 

 

Reviewer: 2  

Reviewer Name: Paolo Mario Ravagnani  

Institution and Country: Centro Cardiologico Monzino, IRCCS, University of Milan, Milan, Italy  

Competing Interests: None declared  

 

Item #2-1  

Please check only minor oversights in Table 1 abbreviations (e.g. I would suggest CKD- Chronic 

Kidney disease insted of RI- Renal Insufficiency) and Table 2 abbreviations (CIA rather than AIC, EIA 
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rather than AIE, IIA rather than AII, and so on, as correctly reported in full text).  

 

Done as requested.  

CKD (Chronic kidney disease) was used instead of RI –Renal insufficiency.  

AIC was replaced with CIA  

AIE was replaced with EIA  

AII was replaced with IIA for internal iliac artery  

CFA was used for the common femoral artery  

DFA was used for the deep femoral artery  

SFA was used for the superficial femoral artery  

P1st was used for the first segment of the popliteal artery  

P2nd was used for the second segment of the popliteal artery  

P3rd was used for the third part of the popliteal artery  

TFT was used for the tibiofibular trunk.  

ATA was used for the anterior tibial artery  

PTA was used for the posterior tibial artery  

FA was used for the fibular artery 

 

VERSION 2 – REVIEW 

REVIEWER Timir Paul, MD 
East Tennessee State University  
Johnson City, TN, USA 

REVIEW RETURNED 28-Apr-2016 

 

GENERAL COMMENTS All the questions answered step wise  
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