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VERSION 1 - REVIEW 

REVIEWER Michele Brignole MD, FESC  
Head of department  
Department of Cardiology, Arrhythmologic Centre and Syncope Unit  
Ospedali del Tigullio  
Lavagna, Italy  
I declare no competing interest 

REVIEW RETURNED 11-Nov-2010 

 

GENERAL COMMENTS In this study, which included a large population of 1504 patients 
affected by carotid sinus syndrome (CSS), the authors fairly 
confirmed the results of an old study performed almost 20 years ago 
by Brignole et al. (duplicate ref 13 and 19). In this latter study the 
mortality rate of CCS patients was 7.3 per 100 person-years, was 
similar to that of the general population and was not influenced by 
pacemaker therapy or CSS forms. Since it might be difficult to 
access this very old study, I enclose the main figures of that study 
(fig 1 and 2). Despite its confirmatory nature, the study is interesting 
for the practitioners and the scientists interested in this topic for 
several reasons: the study shows that the natural and unnatural 
history of CSS remained unchanged at distance of 2 decades, there 
are only few controlled reports on mortality of CSS, the study cohort 
was large, etc 
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Figure 1. Predicted cumulative survival rates in CSS patients 
treated with or without permanent pacemaker 
 

 
 
Figure 2. Predicted cumulative survival rates in patients with 
cardioinhibitory (CI), mixed (M) and vasodepressor (VD) forms of 
CSS 
 
The authors of the present study tested the survival analysis with the 
same method of Kaplan-Meier. I suggest to the add to their text 
similar figures in order to make their results comparable. 
 
In addition, in the study of Brignole et al. CSS patients had also 
mortality (Figure 3) and morbidity similar to that of a control group of 
patients affected by unexplained syncope. Specifically, during the 
follow-up, the event rate of stroke (13% versus 12%), myocardial 
infarction (7% versus 8%), atrial fibrillation (7% versus 8%) were 
similar in the two groups. These findings reinforce the conclusion of 
the neutral effect of CSS on mortality and morbidity. 
 

 
 
 
Figure 3. Predicted cumulative survival in CSS patients and in 
control patients affected by unexplained syncope 
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Thus, the finding of no increase in mortality cannot be considered 
“unexpected” as claimed by the authors in the discussion. The 
results of the present study are just confirmatory. The association of 
CSS with significant markers of frailty and morbidity is not proven 
lacking a control group. This should be recognized. It is likely that 
CSS simply represent a manifestation of the aging process without 
prognostic importance. Since patients who are affected CSS are 
older, a possible explanation is that age per se is the major 
determinant of mortality and morbidity in these subjects. 
 
Since CSS has no effect on mortality, of course pacemaker therapy 
cannot prolong survival. Nevertheless, cardiac pacing is proven to 
be useful in order to reduce syncopal recurrences and to improve 
quality of life. I presume that pacemaker was implanted in their 
patients for symptom reduction and not for survival prolongation. 
This aspect was not evaluated in the present study. The authors 
should state that the study cannot provide any conclusion on pacing 
efficacy in their patients. 
 
Minor remark: 
 
Introduction, line 137-146. “There is no published evidence on 
mortality rate of the 3 subtypes of CSH”. This is not true, see Figure 
2 
 

 

REVIEWER Shamai Grossman 
Beth Israel Deaconess Medical Center, Emergency Medicine 

REVIEW RETURNED 22-Nov-2010 

 

RESULTS & CONCLUSIONS General: A difficult to read although potentially important study. The 
authors frequently confuse their primary endpoints w secondary 
findings concerning pacemakers. I suspect this may be related to the 
studies sponsor, Medtronics.  
In addition the authors‟ base some of their premises- i.e. that 
institutionalization is associated a higher mortality and CSH is 
associated w institutionalization based on unpublished or 
nonexistent data.  
 
Abstract  
Page 5 Line 9 “frailty” is a nonspecific term and needs to be better 
defined, i.e.  
Spell out all abbreviations the first time they are uses and place 
parenthesis next to the abbreviation.  
Line 24 delete “with”  
Line 36 “what is a syncope service”- if this means an inpatient ward 
dedicated to taking care of patients with syncope, then say so.  
Line 75 should say “according to 3 different subtypes of CSH or tells 
us what the subtypes are.  
Page 6 line 15 pacemaker discussion does not belong in the 
conclusion as it is not part of primary study question.  
Page 7 Introduction  
Line 7, should read “prevalence between”, delete “of”  
Line 8 define the older age groups  
Line 9 “refereed” to where?  
Lines 9 delete “investigation of”  
Line 25 delete “shown to be”  
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Line 25 reference #4 A cited article is supposed to be accessible to 
the reader for his perusal. This article has yet to be accepted for 
publication, let alone published.  
Line30 should say “…symptomatic CSH, which includes syncope, 
falls and accidents”.  
Line 40 sentence starting with “syncope” belongs on line 30  
Line 58 should say “describing the implications”  
Page 8 Line 32 should say “on individualized mortality rates”  
Line 46 should say “explores the morality rate”…  
Line 49 should say “assess the mortality rate the subtypes of CSH 
using data…”  
Line 58 explain what is meant by a syncope service  
Line150shouldssay “initial blood pressure and heart rate tracings.”  
Page 9 line 3 Delete: during the initial investigations?”  
Line 43 change “a“to “the”  
Page 10 line 8 define alleviations  
Line 22 this is the first mention of Permanent pacemaker. If the 
authors‟ wish to describe and analyze this as a secondary endpoint, 
they should say so possibly in the introduction but definitely earlier in 
the methods.  
Line 50 should say “changed” instead of “was changing”  
Page 12 Results  
Line 35 reference 18 should be described in this paper or somehow 
be available prior to the publication f this paper.  
Line 43, line 59 figures are not available  
 
Page 13 Discussion  
What is the link between institutionalization and morbidity-can the 
author‟s reference this?  
In addition, the increase in institutionalization associated w CSH is 
unpublished. W/o this data, this should not be included in this 
paper.  
Page 13 line 6 should be deleted it is repeated below.  
Line should say “may have introduced bias” not “will”  
Line22 should say “with equipment found in a hospital…”  
Line 56 should say”who are less likely to be paced…”  
Line58 delete “in”  
Line 60: the discussion about ppm appears out of place w/o 
appropiate background information in the methods and introduction 
must of the information in the next few lines belong there.  
Page 16 line 46 starting with “this group…” where has this data been 
published?  
Line 60 change “where” to “with”  
Line17 delete “is given”  

 

REVIEWER Christopher J. McLeod  
Mayo Clinic  
Rochester, MN  
USA 

REVIEW RETURNED 27-Nov-2010 

 

THE STUDY 1. I don‟t feel it is too sufficient state, “clinical characteristics of these 
patients are described in detail in another paper” Methods can be 
referenced in that manner, but identifying your group of interest is 
critical to this paper, and it should stand alone in that regard.  
1. This is not a new finding, and was alluded to by Brignole et al. in 
Am J Cardiol. 1992 Apr 15;69(12):1039-43. “Long-term outcome of 
paced and nonpaced patients with severe carotid sinus syndrome. 
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Brignole M, Menozzi C, Lolli G, Bottoni N, Gaggioli G.” Hence the 
text needs to be extensively reworded.  
2. It also somewhat confirms the findings by Parry, (Pacing in elderly 
recurrent fallers with carotid sinus hypersensitivity: a randomised, 
double-blind, placebo controlled crossover trial. Parry SW, Steen N, 
Bexton RS, Tynan M, Kenny RA) that the malignant aspect to 
syncope in the elderly – falling – is not ameliorated by pacing. This 
reference should at least be included.  

RESULTS & CONCLUSIONS 1. I cannot find in the figures or text how many pts had pacemakers 
and how many did not. What were the reasons for not implanting a 
pacemaker in this syndrome, where it is clearly beneficial for 
symptoms.  
3. Figure 1 needs to be better described. It is difficult to follow, and 
what does “1159 unknown” refer to? This is not described in the 
text.  
4. Both figure 2 and 3 could be improved upon as they are difficult to 
read. There are several groups in each which could be better 
delineated. All three Figures need legends to describe findings.  

GENERAL COMMENTS This study reports on the long term outcomes in CSH in a large 
retrospective fashion. Mortality appears unchanged from the general 
population and permanent pacing does not appear to improve 
mortality.  
This is a very large study and of potential interest to 
internists/geriatricians/cardiologists dealing with syncope in the 
elderly. I feel this manuscript could be substantially improved by 
revising the presentation of the findings and by a more complete 
inclusion of other studies in the discussion.  
 
Major issues  
1. This is not a new finding, and was alluded to by Brignole et al. in 
Am J Cardiol. 1992 Apr 15;69(12):1039-43. “Long-term outcome of 
paced and nonpaced patients with severe carotid sinus syndrome. 
Brignole M, Menozzi C, Lolli G, Bottoni N, Gaggioli G.” Hence the 
text needs to be extensively reworded.  
2. It also somewhat confirms the findings by Parry, (Pacing in elderly 
recurrent fallers with carotid sinus hypersensitivity: a randomised, 
double-blind, placebo controlled crossover trial. Parry SW, Steen N, 
Bexton RS, Tynan M, Kenny RA) that the malignant aspect to 
syncope in the elderly – falling – is not ameliorated by pacing. This 
reference should at least be included.  
3. I don‟t see the obvious link between mortality and 
institutionalization / dementia. This should be removed or more 
clearly referenced.  
4. I cannot find in the figures or text how many pts had pacemakers 
and how many did not. What were the reasons for not implanting a 
pacemaker in this syndrome, where it is clearly beneficial for 
symptoms.  
 
Minor issues  
1. Methods, Stats: the statement “It is possible to directly compare 
the crude rates, but this is only useful when the age structures of the 
two groups being compared are similar and here this was not the 
case.” is not necessary.  
2.  
3. I don‟t feel it is to sufficient state, “clinical characteristics of these 
patients are described in detail in another paper” Methods can be 
referenced in that manner, but identifying your group of interest is 
critical to this paper, and it should stand alone in that regard.  
4. Figure 1 needs to be better described. It is difficult to follow, and 
what does “1159 unknown” refer to? This is not described in the 
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text.  
5. Both figure 2 and 3 could be improved upon as they are difficult to 
read. There are several groups in each which could be better 
delineated. All three Figures need legends to describe findings.  

 

VERSION 1 – AUTHOR RESPONSE 

I have extensively re-written this paper having taken account of all the reviewer's comments. I have 

addressed both the major and minor points. In particular, I have removed all the data on pacemakers 

as I feel this makes the overall message much clearer and removes any questions of funding bias. 

This study was not directly funded by a research grant and so I have made this clearer in the funding 

statement. I have updated the references and also included the graph suggested by Brignole. I have 

omitted all references to unpublished work. 

VERSION 2 - REVIEW 

REVIEWER Shamai A Grossman  

REVIEW RETURNED 31-Jan-2011 

 

THE STUDY General: An interesting point that appears to confirm the conclusions 
of existing literature. However the manuscript remains very difficult 
to read due to difficulties with syntax and grammar.  
 
Specific comment s:  
 
Introduction:  
Line 122 25-48% of “?all” patients referred. What is meant by 
secondary care?  
Line 132 to general hospitals where?  
Line 136 delete with the consequences of symptomatic and say as 
CSH leads to syncope…. Next sentence should start „In turn,  
Line 144 delete as an attributable  
Line 154 should say with a 5 year…  
Line 157 delete extra period  
Line 170 delete extra period  
Line 195 delete for cases 

 

REVIEWER Michele Brignole 

REVIEW RETURNED 01-Feb-2011 

 

GENERAL COMMENTS Reviewer completed checklist only. No further comments 

 

REVIEWER Christopher J McLeod 

REVIEW RETURNED 04-Feb-2011 

 

THE STUDY No supplemental figures 

GENERAL COMMENTS The manuscript has been improved upon.  
I feel that the Statistical methods section needs to be debulked. It is 
the vast majority of the paper.  
Although these findings do not contrast with Brignole's from 1992, 
and it is important to discuss the correlation, I feel it takes up too 
much of the introduction and discussion. Novel consideration can be 
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given in the discussion to other potential mechanisms that may have 
brought about these findings.   

 

VERSION 2 – AUTHOR RESPONSE 

1. Author statement- I apologise for misunderstanding the definitions. All four authors definitely meet 

the ICMJE definitions and I will make this explicitly clear.  

2. I am happy to make the minor suggestions as per Prof Grossman with the exception of line 154 

which I feel is a personal writing style and I feel reads better as it is.  

3. I appreciate the comments of reviewer 3 (Prof McLeod) but I do not feel that I can 'de-bulk' the 

statistical methods any further without compromising the integrity of the paper. I feel it is very 

important for readers to understand how we came to our conclusions and I feel that to change the 

statistical methods will lead to misunderstanding and confusion. It is also very difficult to address Prof 

McLeod's other concerns whilst bearing in mind Prof Brignole's previous comments. We have 

substantially revised this paper to account for all three reviewers initial concerns. I do not feel that 

further changes to the introduction and discussion will enhance the paper especially having used one 

of Brignole's figures to demonstrate the comparisons. I hope the editor understands this position and I 

very much look forward to this paper being published. 

VERSION 3 – REVIEW 

REVIEWER Christopher J McLeod 

REVIEW RETURNED 24-Feb-2011 

 

GENERAL COMMENTS Discussion:  
Even though these findings suggest no increase in mortality rates in 
patients with CSH compared with the general population, for the 
reader it is important to clarify that management goals should still be 
the same.  
In now way do these findings mean that this entity shouldn‟t be 
treated aggressively, and management with permanent pacing still 
remains integral in addressing symptoms and falls.  

 

REVIEWER Shamai A Grossman 

REVIEW RETURNED 27-Feb-2011 

 

THE STUDY General: great improvement, still need some work on the 
introduction  
 
Line 55 What does the sentence have to do with the objective  
 
Line 56: should this be an age matched elderly cohort?  
 
line 74 remove period  
 
line 84 remove period  
 
Line 120 the connection between line 115 and 120 is unclear and 
must be developed as does the connection between line 124 and 
120  
 
line 131 should say CSH has a high incidence of morbidity as it may 
lead ....  
 

 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-2010-000020 on 20 July 2011. D

ow
nloaded from

 

http://bmjopen.bmj.com/


line 145 The conclusion from the studies described in lines 145-148 
are unclear. Was there a higher a statistically significant higher 
mortality in the CSH groups or not?  
 
line 151 delete period  
 
line 158 needs a space between age and  

 

VERSION 3 – AUTHOR RESPONSE 

Thank you for the comments. This is the third revision of this paper since submission, and I'm grateful 

for the constructive comments and have done my best to address these issues. I do feel that there 

are some comments which relate to very minor issues such as writing style rather than the impact of 

the paper as a whole. I have addressed these as much as I feel I can. I very much hope the Editor 

agrees that this paper is now fit for publication. Many thanks. 
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