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are provided with free text boxes to elaborate on their assessment. These free text comments are 
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VERSION 1 - REVIEW 

REVIEWER Jian Zhang 
Dept. Vascular Surgery  
The First Hospital  
China Medical University  
Shenyang, China 

REVIEW RETURNED 08-Jun-2015 

 

GENERAL COMMENTS Senior Editor:  
 
Although well conducted, this study is not well expounded for 
conclusion. Results analyzed from statistical meta-analysis are 
acceptable, but we wanted more novel and large sample meta-
analysis from your study. I cannot give further consideration to this 
manuscript.  
 
In this manuscript, including RCT trial, the authors have investigated 
the outcomes for eEVAR with conventional open surgical repair for 
the treatment of ruptured abdominal aortic aneurysm (RAAA). The 
results show that the outcomes between eEVAR and open repair, 
specifically 30-day mortality, are similar.  
 
Comment:  
 
1. Method  
1a. Search methods  
In section of Search methods (page 8, line 57), authors described 
that the last searched time was Feb 2014 for Cochrane Library 
database, however, how and when the searched strategy began in 
your study? Generally accepted, in 1995, the first clinical application 
of eEVAR was reported for RAAA (Marin ML, Veith FJ, Cynamon J, 
Sanchez LA, Lyon RT, Levine BA, et al. Initial experience with 
transluminally placed endovascular grafts for the treatment of 
complex vascular lesions. Ann Surg 1995; 222: 449-465). I browsed 
the References looking for related papers; the earliest included 
study is Hinchliffe RT in 2006. However, how have you dealt with 
these papers from 1995 to 2006, which would then have distorted 
the result of this study.  
 
1b. Effects models selected  
As specified by the Authors in the Abstract (page 3, line 25), this 
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meta-analysis was performed with fixed-effects models. However, in 
the following content (Page 10, line 48-49), authors described that 
random-effects model were also performed (Data synthesis Part). It 
is inconsistent for your study. Please confirm that which effect model 
have you selected for each variable e.g. 30-day mortality, short-
complication, et al.  
 
1c. Assessment of risk of bias  
For this part (Page 13, line 27-58 & Page 14, line 5-34), narrative 
form is complex for the common reader and should be simplified. 
Moreover, this assessment is approbated is to build what go up in 
qualitative analysis mostly, devoid conviction e.g. “unclear risk” 
(Page 13, line 34), “low risk” (Page 13, line 48), and “an unclear risk” 
(Page 14, line 20). This is the fatal weakness for risk of bias. Please 
provide common reader with a quantitative assessment e.g. Jadad 
scale. (Jadad AR, Moore RA, Carroll D, Jenkinson C, Reynolds DJ, 
Gavaghan DJ, et al. Assessing the quality of reports of randomized 
clinical trials: is blinding necessary? Control Clin Trials. 1996; 17:1-
12.) Precisely, each study was evaluated using a 5-point scale, with 
one point being awarded for the each criterion: 1. randomized 
controlled trial, 2. details of randomization methods provided, 3. 
double-blind study, 4. details of blinding method provided and 5. 
information on study exclusions provided.  
 
Also Abstract (Page 3, line 42), authors described that overall risk of 
bias was low for all including studies. Please provide quantitative 
theoretical basis.  
 
1d. Duplicated data  
How do the authors deal with overlapped literatures? For instance, 
for AJAX trial, though authors stated that these literatures (Ref. 39 to 
Ref. 44) were included in this study, which detailed data have you 
selected? e.g. Ref. 44 (Reimerink JJ, et al. Ann Surg 2013) 
demonstrated that 116 RAAA patients were randomized to either of 
the treatment. Ref. 43 (Hoornweg LL, et al. Eur J Vasc Endovasc 
Surg 2007) reported that 105 RAAA patients were brought to this 
trial. Please illustrate which one is the inclusive data in this meta-
analysis? How do the authors choose corresponding data and 
exclude irrelevant data?  
 
 
2. Results  
2a. Overview of all studies  
Details of the final selected articles for this study were not given, e.g. 
name of each Trial, study period, total number of eEVAR group and 
open repair group, and follow-up data.  
 
2b. Comparability of eEVAR and open repair  
The preoperative characteristics (e.g. gender, age, diameter of AAA) 
of each treatment group should be described by comparing with two 
groups of data, which could prove comparability of two groups to 
common reader.  
 
2c. Sample size and included studies is too small  
I must admit that I am somewhat skeptical about the authenticity of 
bias results and statistical evaluation. First, the authors have failed 
to provide assessment of publication bias e.g. funnel plot or Egger 
test (Egger M, Smith GD, Schneider M, Minder C. Bias in meta-
analysis detected by a simple, graphical test. BMJ 1997; 315:629-
634.). Please be aware that this is a crucial issue to meta-analysis. 
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Meanwhile, authors avoid revealing this issue also in Discussion. As 
a qualified meta-analysis, Discussion Part and bias Part should be 
summarized in depth. Otherwise, the limitations of bias certainly 
impact your conclusion.  
 
And, ultimately, that is what this limitation is about, included studies 
is too limited. For some short-term outcomes, e.g. myocardial 
infarction, bowel ischaemia, spinal cord ischaemia, respiratory 
failure, et al, only one study (Fig 2, 5-8) was involved in this meta-
analysis. These paradoxes are more likely subject to bias in this 
study.  
 
2d. Novelty of RAAA  
As the authors described, several studies using meta-analysis 
methods, such as the studies of references 56, 57, 58 in this paper, 
have already been published. And meta-analysis from many points 
of view has been done and some data in this paper are similar to 
those of published studies (Ref. 59 including two RCTs).  
 
2e. Long-term outcome  
In systematic reviews and meta-analyses, time-to-event outcomes 
are most appropriately analyzed using hazard ratios (HR) (see 
Tierney JF. Practical methods for incorporating summary time-to-
event data into meta-analysis. Trials 2007, 8:16). Odds ratios (ORs) 
(Page 16, line 16) that measure only the number of events and take 
no account of when they occur are appropriate for measuring 
dichotomous outcomes, but less appropriate for analyzing time-to-
event outcomes.  
 
 
Specific points:  
1. in section of Discussion (Page5, line 23-29) and Page 12, line 48-
51 are reduplicative.  
2. Lack of Exclusion criteria for method. 

 

REVIEWER Leila Mureebe, MD, MPH 
Duke University Medical Center  
Durham, NC  
USA 

REVIEW RETURNED 26-Jun-2015 

 

GENERAL COMMENTS thorough analysis of the existing literature, hindered by low number 
of available studies. The authors have engaged in all appropriate 
and reasonable measures to deal with this. The authors draw the 
same conclusions that other groups have drawn from their own 
series  

 

VERSION 1 – AUTHOR RESPONSE 

The changes are listed below made by the reviewer in the decision letter.  

 

1/ Title shouldn’t state the answer and needs revising.  

 

This has been changed as written above.  

 

2/ We’re missing a few things here: eg Prisma checklist, search string, flow diagram, summary table 
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of included studies, and ideally summary report of how they assessed study quality. We also need the 

search dates and if possible an updated search (it’s a year old now).  

 

A PRISMA diagram is now included to indicate inclusion process. A summary of included studies is 

also now included to the manuscript, with a summary of data and quality. The risk of bias is also 

included in the summary tables and search dates indicated in the text.  

 

Although well conducted, this study is not well expounded for conclusion. Results analyzed from 

statistical meta-analysis are acceptable, but we wanted more novel and large sample meta-analysis 

from your study. I cannot give further consideration to this manuscript.  

 

We utilised the data available that fitted the inclusion criteria of prospective RCTs, so it is unclear 

what further large sample studies can be included. Hopefully, in future updates we can add data from 

other studies to obtain a larger data sample. However, in the meantime there are no other trials to 

include in this meta-analysis.  

 

In this manuscript, including RCT trial, the authors have investigated the outcomes for eEVAR with 

conventional open surgical repair for the treatment of ruptured abdominal aortic aneurysm (RAAA). 

The results show that the outcomes between eEVAR and open repair, specifically 30-day mortality, 

are similar.  

 

Comment:  

 

1. Method  

1a. Search methods  

In section of Search methods (page 8, line 57), authors described that the last searched time was Feb 

2014 for Cochrane Library database, however, how and when the searched strategy began in your 

study? Generally accepted, in 1995, the first clinical application of eEVAR was reported for RAAA 

(Marin ML, Veith FJ, Cynamon J, Sanchez LA, Lyon RT, Levine BA, et al. Initial experience with 

transluminally placed endovascular grafts for the treatment of complex vascular lesions. Ann Surg 

1995; 222: 449-465). I browsed the References looking for related papers; the earliest included study 

is Hinchliffe RT in 2006. However, how have you dealt with these papers from 1995 to 2006, which 

would then have distorted the result of this study.  

 

There was no restriction on date. The reviewer is correct about the large amount of data surrounding 

EVAR since 1995. However, this study was designed as a meta-analysis of only RCTs. It is designed 

in the format of a Cochrane review (as previously published in ref 33). It is an update of the previous 

Cochrane review in 2007 (ref 34) which contained no RCTs. This is explained at the end of the 

introduction section. Therefore, the plethora of non-RCT publications were not included. Inclusion of 

non-RCTs may have altered the results of this paper, but the study was not designed in this way. If 

we felt date of the study was a problem, we would have performed sensitivity analysis to better 

understand the impact on the data. As the studies we included were all relatively recent, this was not 

seen as a concern.  

 

1b. Effects models selected  

As specified by the Authors in the Abstract (page 3, line 25), this meta-analysis was performed with 

fixed-effects models. However, in the following content (Page 10, line 48-49), authors described that 

random-effects model were also performed (Data synthesis Part). It is inconsistent for your study. 

Please confirm that which effect model have you selected for each variable e.g. 30-day mortality, 

short-complication, et al.  

 

Methods: data synthesis – this paragraph specifically states fixed effects were used unless 
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heterogeneity was high, in which case random effects were used. The type of test used was indicated 

in the results.  

 

1c. Assessment of risk of bias  

For this part (Page 13, line 27-58 & Page 14, line 5-34), narrative form is complex for the common 

reader and should be simplified. Moreover, this assessment is approbated is to build what go up in 

qualitative analysis mostly, devoid conviction e.g. “unclear risk” (Page 13, line 34), “low risk” (Page 

13, line 48), and “an unclear risk” (Page 14, line 20). This is the fatal weakness for risk of bias. Please 

provide common reader with a quantitative assessment e.g. Jadad scale. (Jadad AR, Moore RA, 

Carroll D, Jenkinson C, Reynolds DJ, Gavaghan DJ, et al. Assessing the quality of reports of 

randomized clinical trials: is blinding necessary? Control Clin Trials. 1996; 17:1-12.) Precisely, each 

study was evaluated using a 5-point scale, with one point being awarded for the each criterion: 1. 

randomized controlled trial, 2. details of randomization methods provided, 3. double-blind study, 4. 

details of blinding method provided and 5. information on study exclusions provided.  

 

As this was a Cochrane review the risk of bias tool was used. Jadad score does not evaluate 

allocation concealment, which without this assessment could be a large source of bias. Also, blinding 

is not a large factor for this review as it would be very difficult to blind the participants and impossible 

to blind the clinicians. It is the stance of the Cochrane Collaboration that the tisk of bias tool is 

superior for our purposes, as we disagree that it is a ‘fatal weakness’. Often bias and quality cannot 

be boiled down to simple quantitative numbers and the risk of bias allows for a more complete and 

thorough assessment so that readers can draw their own conclusions instead of offering subjective 

analysis.  

 

Also Abstract (Page 3, line 42), authors described that overall risk of bias was low for all including 

studies. Please provide quantitative theoretical basis.  

 

See comments above regarding risk of bias.  

 

1d. Duplicated data  

How do the authors deal with overlapped literatures? For instance, for AJAX trial, though authors 

stated that these literatures (Ref. 39 to Ref. 44) were included in this study, which detailed data have 

you selected? e.g. Ref. 44 (Reimerink JJ, et al. Ann Surg 2013) demonstrated that 116 RAAA patients 

were randomized to either of the treatment. Ref. 43 (Hoornweg LL, et al. Eur J Vasc Endovasc Surg 

2007) reported that 105 RAAA patients were brought to this trial. Please illustrate which one is the 

inclusive data in this meta-analysis? How do the authors choose corresponding data and exclude 

irrelevant data?  

 

All data from trials is considered relevant (often multiple references are included for a single trial). So 

any reference for a study is included. Our analysis is based off of intention-to treat, so we tried at all 

times to include all participants randomised and not a specific data set from one reference of a study. 

If one reference only deals with a subset of the total trial we still included it as it is part of the trial, but 

data is only collected from the most complete data set (where possible).  

 

2. Results  

2a. Overview of all studies  

Details of the final selected articles for this study were not given, e.g. name of each Trial, study 

period, total number of eEVAR group and open repair group, and follow-up data.  

 

Tables summarising included studies has been included.  

 

2b. Comparability of eEVAR and open repair  

 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-2015-008391 on 12 F

ebruary 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


The preoperative characteristics (e.g. gender, age, diameter of AAA) of each treatment group should 

be described by comparing with two groups of data, which could prove comparability of two groups to 

common reader.  

 

Direct comparisons of baseline data are out of the scope of a systematic review. This data is provided 

for readers to assess.  

 

2c. Sample size and included studies is too small  

I must admit that I am somewhat skeptical about the authenticity of bias results and statistical 

evaluation. First, the authors have failed to provide assessment of publication bias e.g. funnel plot or 

Egger test (Egger M, Smith GD, Schneider M, Minder C. Bias in meta-analysis detected by a simple, 

graphical test. BMJ 1997; 315:629-634.). Please be aware that this is a crucial issue to meta-analysis. 

Meanwhile, authors avoid revealing this issue also in Discussion. As a qualified meta-analysis, 

Discussion Part and bias Part should be summarized in depth. Otherwise, the limitations of bias 

certainly impact your conclusion.  

 

We completely agree that publication bias assessment by funnel plots is important. However, this type 

of analysis is not useful when evaluating under 10 studies included in a meta-analysis. We have 

clearly stated that publication bias could be employed if over 10 studies were included in a single 

meta-analysis.  

 

And, ultimately, that is what this limitation is about, included studies is too limited. For some short-

term outcomes, e.g. myocardial infarction, bowel ischaemia, spinal cord ischaemia, respiratory failure, 

et al, only one study (Fig 2, 5-8) was involved in this meta-analysis. These paradoxes are more likely 

subject to bias in this study.  

 

We agree that we are limited by the available, high quality data. It is important for further studies to be 

carried out to allow for robust analysis.  

 

2d. Novelty of RAAA  

As the authors described, several studies using meta-analysis methods, such as the studies of 

references 56, 57, 58 in this paper, have already been published. And meta-analysis from many 

points of view has been done and some data in this paper are similar to those of published studies 

(Ref. 59 including two RCTs).  

 

This is the first systemic review of its kind that only utilises high-quality RCTs for evaluation. Other 

similar reviews have included a large proportion of observational studies, which are associated with a 

higher level of bias.  

 

2e. Long-term outcome  

In systematic reviews and meta-analyses, time-to-event outcomes are most appropriately analyzed 

using hazard ratios (HR) (see Tierney JF. Practical methods for incorporating summary time-to-event 

data into meta-analysis. Trials 2007, 8:16). Odds ratios (ORs) (Page 16, line 16) that measure only 

the number of events and take no account of when they occur are appropriate for measuring 

dichotomous outcomes, but less appropriate for analyzing time-to-event outcomes.  

 

This kind of analysis is generally not suited for meta-analysis as it requires the ability to fully access 

data sets, which are not provided to systematic review authors.  

 

Specific points:  

1. in section of Discussion (Page5, line 23-29) and Page 12, line 48-51 are reduplicative.  

2. Lack of Exclusion criteria for method.  
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Exclusion criteria are implied within the inclusion criteria: if studies do not meet the inclusion criteria 

they are excluded. Occasionally explicit criteria are added, but often no necessary and adds 

confusion.  

 

 

Reviewer: 2  

 

A thorough analysis of the existing literature, hindered by low number of available studies. The 

authors have engaged in all appropriate and reasonable measures to deal with this. The authors draw 

the same conclusions that other groups have drawn from their own series. 
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