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VERSION 1 - REVIEW 

REVIEWER Michael Strupp 
Dept of Neurology University Hospital Munich 

REVIEW RETURNED 02-Nov-2015 

 

GENERAL COMMENTS Fine and important work  
Methods are sound  
High time to do such a study  
Endpoints are well defined  

 

REVIEWER Yuri Agrawal 
Johns Hopkins University School of Medicine 

REVIEW RETURNED 21-Nov-2015 

 

GENERAL COMMENTS GENERAL COMMENTS  
This paper lays a plan to conduct a network systematic review and 
meta-analysis of clinical trials evaluating treatments for Meniere’s 
disease. It is a rigorously planned study; enthusiasm is only 
tempered by the state of the literature which may not provide the 
authors with the ranked list of evidence-based treatments that they 
are seeking to generate.  
SPECIFIC COMMENTS  
It is not clear why the authors separate pharmacological from non-
pharmacological interventions, given that pharmacological 
interventions differ significantly, as do non-pharmacological 
interventions.  
Page 10, line 53: “the eight potential …” sentence is missing a word.  
Page 11, line 6: duration of disease and stage of disease are 
different. 

 

REVIEWER Jennifer C. Reneker 
Walsh University, United States 

REVIEW RETURNED 11-Feb-2016 

 

GENERAL COMMENTS Thank your for the opportunity to review this generally well-written 
manuscript. This paper describes the protocol for completion of a 
systematic review and network meta-analysis on the effectiveness of 
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treatments for Meniere's Disease.  
 
I do have a few comments:  
1) in the abstract, the subsection of introduction has the phrase 
"evidence as evidence". This could be revised for better clarity.  
2) In the methods, will you re-run all the search strategies used by 
the original SRs (so that you also will capture any studies that would 
have been relevant up to the current date) or will you use the 
reference list of each SR to identify only those RCTs in each of the 
published SRs? Between the abstract and the methods I am unclear 
about the exact search strategy.  
If you re-run the searches (as stated in the first sentence under 
"search Strategy"), and then use your authorship team to determine 
eligibility, it is somewhat probable that you will have a different end 
result (as although the selection of articles is as systematic as 
possible, there does exist differences between the individual 
reviewers and the process used to come to consensus).  
If you only include those original articles that have already been a 
part of previously published SRs then you will miss studies that have 
been published since the publication of each SR.  
 
Methods: Identification of the Studies  
3) What does the sentence "If all eligible SRs are identified. . . " 
implicate? It should be assumed that every effort will be made to 
identify the relevant reviews.  
4) In this section you switch from effectiveness (in the primary aim of 
the study) to where you are now talking about efficacy. I believe both 
are warranted to be included in this review, but the words are not 
interchangeable. If efficacy and effectiveness are being studied, then 
this should be indicated in the primary aim.  
5) will you be including SRs and original research that used 2 
treatment arms instead of a treatment and a control?  
6) For your tables, you do not have any columns for the control 
therapy (if a placebo was received, at what interval, etc.). If you are 
going to include studies with 2 treatments (even if one is a sham) 
you will need columns for all of these variables as well.  
7) For the outcome assessment, I believe that it is very unlikely that 
you will have uniformity across studies regarding the time of the 
outcome measure assessment (i.e. at 6 months). You may want to 
consider measurement timeframes (3 - 6 months) and then you 
could group studies together more effectively.  
8) For statistical analysis, if you do have to summarize the evidence 
because of heterogeneity, this will make identification of "best 
treatments" rather impossible. Typically speaking, if you are only 
able to provide effect sizes for individual studies (as an a SR with no 
MA) you cannot determine what works the "best." This may impact 
the ability to answer your primary question.  
9) There could be more description for how the analyses will be run: 
according to the 2 primary outcomes, by medication vs. no 
medication on each primary outcome; on types of medication on 
each primary outcome. Perhaps this information will not be 
specifically known until you see what is available, but a more robust 
description of the intended analyses would be useful.  
10) It would be preferred that if the PRISMA-P was used to written 
this protocol that the sub-headings of the instrument are used 
consistently throughout the manuscript. 

 

REVIEWER Professor George Browning 
Scottish section MRC/CSO Insitute of Hearing Research 
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REVIEW RETURNED 18-Feb-2016 

 

GENERAL COMMENTS Thank you for asking me to review this protocol.  
 
I have no experience of Umbrella Systematic reviews and the 
authors do not cite any.  
 
Their aim is to provide a ranking or the .....treatments for MD.  
I am not sure if this is a worthwhile objective as there are so many 
ranking criterion that can be used. These include quality of the 
RCT's, the choice of one of many possible outcomes etc  
 
Leaving that to one side at present.  
 
Their method is to identify all the systematic reviews, including 
Cochrane reviews, and look at the trials included in them  
There are currently 6 Cochrane reviews of which 4 are of invasive 
procedures and 2 are of medications [diuretics and betahistine].  
 
I have not done a literature search but I think it unlikely that all the 
options of management will have been the subject of RCTs. Hence 
the absence of Cochrane or other systematic reviews.  
 
My current management of a patient with symptoms in keeping with 
MD are  
 
1 Reassurance/counselling at every visit  
2. Sub-lingual prochlorperazine when an episode is starting  
 
I know of no RCT's of these 2 management components.  
 
This type of management protocol is fairly standard in 
otolaryngology, as the natural history of the condition is resolution 
with time in the majority of patients.  
 
The invasive interventions are for those that fail such routine 
management and trials of these interventions are therefore of a 
different category of patient than those recovering spontaneously. 
There will thus be considerable heterogeneity between trials.  
 
None of the 6 Cochrane reviews have performed a meta-analysis 
because of this and other reasons.  
 
 
The 6 Cochrane reviews are all inconclusive in their conclusions 
mainly because of the poor quality of the trials.  
 
The one intervention that has some support is Intra tympanic 
gentamycin which in effect performs a labyrinthectomy.  
the patient no longer has episodes of vertigo but very frequently has 
chronic balance problems and sometimes a loss of hearing.  
 
the choice of primary outcome for al;l trials of MD has therefore not 
to be one that assesses the number of episodes but a quality of life 
outcome that has been shown to be valid for this condition.  
 
The primary outcome proposed for this review does not satisfy that 
criterion. In addition the outcome chosen [AAOO] is not reported in a 
high proportion of the trials..  
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Conclusion  
The trials that will be identified will be of low quality, have subjects 
that are not comparable in disease severity and report outcomes 
that are mainly related to vertigo episodes rather than the 
psychosocial aspects of the condition.  
Meta analysis is likely to be inappropriate.  

 

VERSION 1 – AUTHOR RESPONSE 

Comments of Reviewer #1 Michael Strupp  

1. Fine and important work, methods are sound, high time to do such a study, endpoints are well 

defined  

 

Thank you, we agree.  

 

Comments of Reviewer #2 Yuri Agrawal  

1. This paper lays a plan to conduct a network systematic review and meta-analysis of clinical trials 

evaluating treatments for Meniere’s disease. It is a rigorously planned study; enthusiasm is only 

tempered by the state of the literature which may not provide the authors with the ranked list of 

evidence-based treatments that they are seeking to generate.  

 

We agree that because of the state of literature a ranked list of evidence-based treatments may not 

be provided. Although we might be unable to provide a ranked list, we feel that providing a list of 

treatment(s) with the highest efficacy is a valuable approach. Moreover, the current umbrella review 

will identify areas for future research.  

 

2. It is not clear why the authors separate pharmacological from non-pharmacological interventions, 

given that pharmacological interventions differ significantly, as do non-pharmacological interventions.  

 

We agree with the reviewer that both pharmacological and non-pharmacological interventions may 

differ significantly. However, numerous treatments are currently used which may lead to numerous 

‘categories of interventions’ (e.g. dietary modifications, oral pharmacotherapy, Meniett device, surgical 

therapy). By grouping the therapy options into either pharmalogical or non-pharmalogical, will be able 

to include all treatment modalities which are systematically reviewed but providing structure.  

 

3. Page 10, line 53: “the eight potential …” sentence is missing a word.  

 

The sentence has been revised (lines 190-191).  

 

4. Page 11, line 6: duration of disease and stage of disease are different.  

 

We agree with the reviewer, the duration of the disease has been changed into the stage of the 

disease throughout the protocol (lines 197-199).  

 

Comments of Reviewer #3 Jennifer C. Reneker  

1. In the abstract, the subsection of introduction has the phrase "evidence as evidence". This could be 

revised for better clarity.  

 

We agree with the reviewer and the phrase has been revised (lines 23-26).  

 

2. In the methods, will you re-run all the search strategies used by the original SRs (so that you also 
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will capture any studies that would have been relevant up to the current date) or will you use the 

reference list of each SR to identify only those RCTs in each of the published SRs? Between the 

abstract and the methods I am unclear about the exact search strategy.  

If you re-run the searches (as stated in the first sentence under "search Strategy"), and then use your 

authorship team to determine eligibility, it is somewhat probable that you will have a different end 

result (as although the selection of articles is as systematic as possible, there does exist differences 

between the individual reviewers and the process used to come to consensus).  

If you only include those original articles that have already been a part of previously published SRs 

then you will miss studies that have been published since the publication of each SR.  

 

We agree with the reviewer that there is a risk of selecting different articles when re-running the 

original systematic searches. After consultation with the UK Cochrane Centre, we decided to extract 

only those original studies (RCTs) that have already been part of previously published SR. In order 

not to miss RCTs that have been published since the publications of these SRs, we will conduct a 

separate systematic search to identify additional (new) RCTs. This has been added to the manuscript 

(lines 30-32,78-80, 85-90, 92-94).  

 

3. What does the sentence "If all eligible SRs are identified. . . " implicate? It should be assumed that 

every effort will be made to identify the relevant reviews.  

 

This sentences has been revised. Every effort will be made to identify all relevant SRs and RCTs 

(lines 103-106).  

 

4. In this section you switch from effectiveness (in the primary aim of the study) to where you are now 

talking about efficacy. I believe both are warranted to be included in this review, but the words are not 

interchangeable. If efficacy and effectiveness are being studied, then this should be indicated in the 

primary aim.  

 

Based on the valuable comment of this reviewer we have now revised the formulation of the primary 

aim of the study. In accordance with the definition of Archie Cochrane, efficacy is the extent to which 

an intervention does more good than harm under ideal circumstances (‘Can it work?’) and is 

assessed in almost all clinical trials (explanatory design) [Cochrane AL. Effectiveness and efficiency: 

random reflection on health services. London; Nuffield Provincial Hospitals Trust, 1972]. As defined in 

the inclusion criteria of the protocol, we aim to include RCTs (mainly extracted from SRs) thereby 

excluding trials with a more pragmatic approach. As a result, the primary aim of the study should be to 

evaluate the efficacy of interventions for Menière’s disease rather than the effectiveness.  

 

5. Will you be including SRs and original research that used 2 treatment arms instead of a treatment 

and a control?  

 

As the natural course of Menière’s disease. has a waning pattern, time should be regarded as a 

therapeutic factor when analysing the efficacy of a therapeutic intervention. Therefore, a study design 

including a placebo arm is essential to account for the illusion of therapeutic efficacy of the treatment 

arm. As a result, we will exclude those studies that used two treatment arms instead of a placebo 

group.  

 

6. For your tables, you do not have any columns for the control therapy (if a placebo was received, at 

what interval, etc.). If you are going to include studies with 2 treatments (even if one is a sham) you 

will need columns for all of these variables as well.  

 

We highly appreciate the comment of the reviewer and the extra columns are now added as separate 

tables to the protocol (lines 174-176, Table 4 and 5 for placebo and sham respectively).  
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7. For the outcome assessment, I believe that it is very unlikely that you will have uniformity across 

studies regarding the time of the outcome measure assessment (i.e. at 6 months). You may want to 

consider measurement timeframes (3 - 6 months) and then you could group studies together more 

effectively.  

 

Based on the valuable comment of the reviewer we changed the time frame to 3 to 6 months (lines 

180-182).  

 

8. For statistical analysis, if you do have to summarize the evidence because of heterogeneity, this 

will make identification of "best treatments" rather impossible. Typically speaking, if you are only able 

to provide effect sizes for individual studies (as an a SR with no MA) you cannot determine what 

works the "best." This may impact the ability to answer your primary question.  

 

We highly appreciate the comment of the reviewer and we agree that because of heterogeneity 

among the studies there is a risk that identification of the ‘best treatments’ will be impossible. This will 

impede the development of a ranked list of interventions for patients with Menière’s disease.  

As we do agree on the fact that there is a risk we being unable to provide a ranking of ‘best 

treatments’, the primary aim of the umbrella systematic review has been changed to indentify the 

treatment(s) with the highest efficacy. Nonetheless, the current umbrella review will provide a 

summary of evidence based on previously, systematically evaluated interventions for Menière’s 

disease.  

 

9. There could be more description for how the analyses will be run: according to the 2 primary 

outcomes, by medication vs. no medication on each primary outcome; on types of medication on each 

primary outcome. Perhaps this information will not be specifically known until you see what is 

available, but a more robust description of the intended analyses would be useful.  

 

In line with the comment of the reviewer a description as to how the analyses will be run has now 

been added to the data analysis section. We aim to perform a statistical analysis on each treatment 

modality on the primary outcome comparing the interventional arm to the control group (placebo or 

sham; lines 209-211). Furthermore we added a ‘Summary of comparisons’ table which will be 

constructed in line with the Cochrane Handbook for Systematic Reviews of Interventions (Handbook 

11).  

 

10. It would be preferred that if the PRISMA-P was used to written this protocol that the sub-headings 

of the instrument are used consistently throughout the manuscript.  

 

Based on the comment of the reviewer the subheadings of the PRISMA-P instrument have been 

added consistently throughout the manuscript (primarily method section lines 86-144) .  

 

Comments of Reviewer #4 Professor George Browning  

Thank you for asking me to review this protocol. I have no experience of Umbrella Systematic reviews 

and the authors do not cite any. Their aim is to provide a ranking or the .....treatments for MD. I am 

not sure if this is a worthwhile objective as there are so many ranking criterion that can be used. 

These include quality of the RCT's, the choice of one of many possible outcomes etc.  

Leaving that to one side at present. Their method is to identify all the systematic reviews, including 

Cochrane reviews, and look at the trials included in them. There are currently 6 Cochrane reviews of 

which 4 are of invasive procedures and 2 are of medications [diuretics and betahistine]. I have not 

done a literature search but I think it unlikely that all the options of management will have been the 

subject of RCTs. Hence the absence of Cochrane or other systematic reviews. My current 

management of a patient with symptoms in keeping with MD are  
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1 Reassurance/counselling at every visit  

2.Sub-lingual prochlorperazine when an episode is starting  

I know of no RCT's of these 2 management components. This type of management protocol is fairly 

standard in otolaryngology, as the natural history of the condition is resolution with time in the majority 

of patients. The invasive interventions are for those that fail such routine management and trials of 

these interventions are therefore of a different category of patient than those recovering 

spontaneously. There will thus be considerable heterogeneity between trials. None of the 6 Cochrane 

reviews have performed a meta-analysis because of this and other reasons. The 6 Cochrane reviews 

are all inconclusive in their conclusions mainly because of the poor quality of the trials.  

The one intervention that has some support is Intra tympanic gentamycin which in effect performs a 

labyrinthectomy. the patient no longer has episodes of vertigo but very frequently has chronic balance 

problems and sometimes a loss of hearing. the choice of primary outcome for all trials of MD has 

therefore not to be one that assesses the number of episodes but a quality of life outcome that has 

been shown to be valid for this condition. The primary outcome proposed for this review does not 

satisfy that criterion. In addition the outcome chosen [AAOO] is not reported in a high proportion of the 

trials.. Conclusion: The trials that will be identified will be of low quality, have subjects that are not 

comparable in disease severity and report outcomes that are mainly related to vertigo episodes rather 

than the psychosocial aspects of the condition. Meta-analysis is likely to be inappropriate.  

 

We would like to thank the reviewer for his comprehensive comments on our review protocol and we 

appreciate his realistic view on the conduct of this umbrella systematic review.  

We agree on the fact there is a risk of incomparability of subjects that have been evaluated in 

previous systematic reviews thereby complicating the development of a ranked list of interventions for 

patients with Menière’s disease based on this literature. However, with six Cochrane reviews on the 

treatment of Menière’s disease, we feel that it is imperative that one overriding document examines 

the body of evidence and its implications for clinical practice. Healthcare professionals are 

progressively more required to make evidence based informed decisions, often in short timeframes.  

As we do agree on the fact that we might be unable to provide a ranking of ‘best treatments’, the 

primary aim of the umbrella systematic review has been changed to indentify the treatment(s) with the 

highest efficacy. In addition we aim to provide a summary of evidence based on previously 

systematically evaluated interventions for Menière’s disease and indentify areas for future research.  

In regards to the chosen primary outcome, we agree with the reviewer that the quality of life is a valid 

and important outcome when evaluating the efficacy of an intervention for Menière’s disease. In line 

with this, the quality of life is included as an outcome in the review protocol.  

However, the AAO-HNS 1995 guideline defines several methods to report on efficacy of interventional 

studies in patients with Menière’s disease in which the control of vertigo is recommended to be used 

as the primary outcome. As a result, all six Cochrane reviews defined the vertigo attack frequency as 

their primary outcome, either expressed as the control of vertigo or as the number of vertigo attacks. 

Therefore, we consider that using the control of vertigo attacks as the primary outcome is useful when 

summarizing data from these and other systematic reviews. 
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