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VERSION 1 - REVIEW 

REVIEWER David Sanders 
Southmead Hospital  
Bristol  
UK 

REVIEW RETURNED 17-Jul-2015 

 

GENERAL COMMENTS The paper outlines the methods for conducting a systematic review 
and meta analysis of fixation methods in open inguinal hernia repair. 
Some the text is a close copy from a previous systematic review 
published in Hernia on the same topic. As the paper only describes 
the methods - there are no results presented and the quality of the 
English is poor. The major concern is that the significant 
heterogeneity between studies and varying definitions of endpoint 
makes meaningful meta analysis extremely challenging. This has 
not been accounted for by the authors - endpoints are described but 
not defined.  

 

REVIEWER PANKAJ GARG 
INDUS SUPER SPECIALITY HOSPITAL  
MOHALI  
INDIA 

REVIEW RETURNED 08-Aug-2015 

 

GENERAL COMMENTS Nicely written and well planned.  
The outcome parameters need to be defined as Primary and 
Secondary.  
Limitations of the planned study need to be mentioned  

 

REVIEWER Maciej Pawlak 
Department of Cardiac and Vascular Surgery  
Medical University in Gdańsk  
Poland 

REVIEW RETURNED 24-Aug-2015 
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GENERAL COMMENTS I found the outline of the network meta-analysis very interesting. I 
think such a research is necessary. I personally am not sure if the 
protocol for the study should be published as a separate article. It 
should be available on the registry and results databas page under 
the study identifier. This should be decided by the Editor of the 
Journal.  
There are few lenguge errors, such as "canal" in line 5.  
The reference on epidemiology should be updated, e.g. no. 4. 

 

REVIEWER Bengt Novik 
Department of Clinical Science, Intervention and Technology 
(CLINTEC)  
Karolinska Institutet  
Sweden 

REVIEW RETURNED 24-Aug-2015 

 

GENERAL COMMENTS 
General remarks 

I lack the statistical expertise needed for a proper assessment of the 

statistical methods in this study. Therefore I would recommend that 

BMJ Open have a statistician to do that. 

“Open mesh repair” is not one type of repair, but rather a category 

that comprises several types of repair. The authors should elaborate 

a little more on those, and especially the types of repair that they 

intend to include in their analysis. 

The criterion standard fixation method in open repairs is (still) 

stitched fixation with monofilament permanent (= non-absorbable) 

sutures, and it seems somewhat odd not to mention that.  

Therefore sutures should not be mentioned last, but first of the listed 

fixation options.  

No fixation is also an alternative, especially in certain types of 

posterior (preperitoneal) open repairs. 

The largest (non-randomized) study on mesh fixation with (3 

different types of) sutures, with prospectively registered variables, is 

Novik B, et al. More Recurrences After Hernia Mesh Fixation With 

Short-term Absorbable Sutures. A Registry Study of 82 015 

Lichtenstein Repairs. Arch Surg 2011; 146:12-17. The assessed 

82,015 Lichtenstein repairs from a national quality registry by far 

outnumber the surgeries in all RCTs on open mesh repair. Thereby 

it also puts into question whether RCT alone is the only study design 

that qualifies to be taken into consideration when planning to 

perform a meta-analysis to attempt to resolve the issue of the value 

of different fixation methods. If the authors still choose to only use 

RCTs for their present meta-analysis, they should mention and 

discuss important non-RCTs that have had an impact on our present 

knowledge on hernia mesh fixation. 

In order to determine if any fixation method is superior to others, 

cost must be considered. Using fibrin sealant or tacks is 10+ times 
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more expensive than using standard sutures. 

Also, if any statistically significant differences are to be found, it is 

paramount to (aim to) assess their clinical relevance.  

Reference 3 should be replaced with the updated version Miserez 

M, et al. Hernia 2014;18:151-163. 

 

Page 12, Table 1 

Category Related variables that 

also have an impact on outcome 

Type of inguinal hernia (uni-/bilateral) Medial, lateral, femoral 

(and combinations) 

Size of hernia 

defect/opening 

Size of mesh Type of mesh (material, 

pore size, weight) 

Number of tacks Types of tacks  

Details on other types 

of fixation, in particular 

sutures 

Period of follow-up Lost to follow-up 

 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Comments: The paper outlines the methods for conducting a systematic review and meta analysis of 

fixation methods in open inguinal hernia repair. Some the text is a close copy from a previous 

systematic review published in Hernia on the same topic.  

Response: Our study is based on the previous systematic review published in Hernia. We have 

revised these sentences in revised manuscript.  

 

Comments: As the paper only describes the methods - there are no results presented and the quality 

of the English is poor.  

Response: our manuscript is a study protocol, so there are no results. The grammar mistakes in the 

initial manuscript have be corrected these errors in the current manuscript.  

 

Comments: The major concern is that the significant heterogeneity between studies and varying 

definitions of endpoint makes meaningful meta analysis extremely challenging. This has not been 

accounted for by the authors - endpoints are described but not defined.  

Response: The heterogeneity between studies has been descripted previously in “Standard pairwise 

meta-analysis” and “Network meta-analysis” sections as following: Heterogeneity of treatment effects 

across trials was assessed by c2 statistic and the I2 statistic. If p value ≥0.1, and I2 was ≤50%, it 

suggested that there was no statistical heterogeneity and the Mantel-Haenszel fixed effects model 
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was used for meta-analysis. If p value <0.1, and I2 was >50%, firstly explore sources of heterogeneity 

by subgroup analysis and meta-regression. If there are no clinical heterogeneity, the Mantel-Haenszel 

random effects model will be used to perform meta-analysis.  

The statistical heterogeneity in the entire network will be assessed on the bias of the magnitude of 

heterogeneity variance parameter (I2 or τ2) estimated from the network meta-analysis models using 

R-3.2.2 software.  

In order to explore the sources of heterogeneity or inconsistency in entire network, we will perform 

network meta-regression or subgroup analysis. Network meta-regression will be conducted using 

random effects network meta-regression models to examine potential effect moderators such as size 

of mesh, number of tack, follow-up, and sample size.  

The endpoints have been defined previously in Table 1.  

 

Reviewer: 2  

Comments: Nicely written and well planned.  

The outcome parameters need to be defined as Primary and Secondary.  

Limitations of the planned study need to be mentioned  

Response: we have defined the primary and secondary outcomes in “Eligibility criteria” section. The 

strengths and limitations have been added in our manuscript as following:  

“Strengths and limitations of this study  

 To the best of our knowledge, this is the first network meta-analysis and trial sequential analysis 

protocol to compare different types mesh fixation methods for open inguinal hernia repair.  

 The results of this systematic review will help clinicians and migraine patients to choose suitable 

mesh fixation methods.  

 Our results will be limited by quantity and quality of the trials we identify.”  

 

Reviewer: 3  

Comments: I found the outline of the network meta-analysis very interesting. I think such a research is 

necessary. I personally am not sure if the protocol for the study should be published as a separate 

article. It should be available on the registry and results databas page under the study identifier. This 

should be decided by the Editor of the Journal.  

There are few lenguge errors, such as "canal" in line 5.  

The reference on epidemiology should be updated, e.g. no. 4.  

Response: the study protocol can be published as a separate article in BMJ Open. The grammar 

mistakes in the initial manuscript have be corrected these errors in the current manuscript. And we 

have updated the reference.  

 

Reviewer: 4  

Comments: I lack the statistical expertise needed for a proper assessment of the statistical methods 

in this study. Therefore I would recommend that BMJ Open have a statistician to do that.  

“Open mesh repair” is not one type of repair, but rather a category that comprises several types of 

repair. The authors should elaborate a little more on those, and especially the types of repair that they 

intend to include in their analysis.  

Response: Our aims are to compare mesh fixation methods in open mesh repair, which include all 

types of repair. We have revised it in “Eligibility criteria” section.  

 

Comments: The criterion standard fixation method in open repairs is (still) stitched fixation with 

monofilament permanent (= non-absorbable) sutures, and it seems somewhat odd not to mention 

that. Therefore sutures should not be mentioned last, but first of the listed fixation options. No fixation 

is also an alternative, especially in certain types of posterior (preperitoneal) open repairs.  

Response:we have revised these sentences in “INTRODUCTION” and “Eligibility criteria” sections. 

We will include all types of mesh fixation methods, including no fixation, and we have a 

comprehensive search strategy to identify related studies.  
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Comments: The largest (non-randomized) study on mesh fixation with (3 different types of) sutures, 

with prospectively registered variables, is Novik B, et al. More Recurrences After Hernia Mesh 

Fixation With Short-term Absorbable Sutures. A Registry Study of 82 015 Lichtenstein Repairs. Arch 

Surg 2011; 146:12-17. The assessed 82,015 Lichtenstein repairs from a national quality registry by 

far outnumber the surgeries in all RCTs on open mesh repair. Thereby it also puts into question 

whether RCT alone is the only study design that qualifies to be taken into consideration when 

planning to perform a meta-analysis to attempt to resolve the issue of the value of different fixation 

methods. If the authors still choose to only use RCTs for their present meta-analysis, they should 

mention and discuss important non-RCTs that have had an impact on our present knowledge on 

hernia mesh fixation.  

Response: we believe Novik B et al.’s study is a valuable study. However, we only consider RCTs, so 

our results of network meta-analysis will be discussed and compared with such valuable non-

randomized studies.  

 

Comments: In order to determine if any fixation method is superior to others, cost must be 

considered. Using fibrin sealant or tacks is 10+ times more expensive than using standard sutures. 

Also, if any statistically significant differences are to be found, it is paramount to (aim to) assess their 

clinical relevance. Reference 3 should be replaced with the updated version Miserez M, et al. Hernia 

2014;18:151-163.  

Response: we agree the reviewer’s opinion. Cost is a very important index. We think that another 

paper is more suitable focusing on Cost-effectiveness analysis, we will address this point in our 

limitations. We have updated reference 3.  

 

Comments: Related variables that also have an impact on outcome in Table 1.  

Response: we have added the related variables. 

 

VERSION 2 – REVIEW 

REVIEWER Bengt Novik 
Karolinska Institutet, Stockholm, Sweden 

REVIEW RETURNED 08-Oct-2015 

 

GENERAL COMMENTS The reviewer also provided a marked copy with additional 
comments. Please contact the publisher for full details. 

 

VERSION 2 – AUTHOR RESPONSE 

 

The English is now improved, but still I strongly recommend the authors, before having any further 

revisions submitted, to have the manuscript be thoroughly checked by a PROFESSIONAL English 

proofreader.  

Response: we have thoroughly checked our paper by a professional English proofreader.  

The study has a very broad intention, to include ALL types of open mesh repairs. It is an admirable 

intention. However I would like the authors to explain why they do not limit their study to the most 

common types of mesh repair, and what scientific problems their diverse inclusions might lead to.  

Response: we agree the reviewer’s opinion. Mills et al’s study showed that “Excluding treatments in 

network meta-analyses sometimes can have important effects on their results and can diminish the 

usefulness of the research to clinicians if important comparisons are missing.” (Mills EJ, Kanters S, 

Thorlund K, Chaimani A, Veroniki AA, Ioannidis JP. The effects of excluding treatments from network 
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meta-analyses: survey. BMJ. 2013;347:f5195.). So we include all type fixation methods.  

I'm not sure if the study design is appropriate for the purpose of finding better support (than the 

already existing) to make evidence-based recommendations regarding mesh fixation. But that might 

be my personal opinion...My other comments are added directly in the manuscript, see attached Word 

file.  

Response: we have revised our paper according to your comments except for following comment:  

random* is a truncation searching, it is correct. 
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