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GENERAL COMMENTS Abstract:  
Under methods and analysis, the definition of non-randomised 
controlled trials can be omitted.  
Please update the proposed date limit for the search. By the time 
you start the search there might be more studies between now and 
January 2015.  
Main manuscript:  
The participants of interest should include the term “legal guardian” 
and it can also be used in the search strategy. I can see guardian in 
the PubMed search strategy. It is more encompassing as it includes 
parents and carers.  
How will risk of bias be quantified? High, low, unclear?  
Given the potential amount of heterogeneity you might find given the 
broad range of participants, interventions and study designs you are 
looking at, your default position should be random effects meta-
analysis.  
What hypothesis do you have for the proposed subgroups? Why do 
you expect them to be different and in what direction will this 
difference go? I would suggest a subgroup analysis for study design 
with the hypothesis that the non-randomised studies may over-
estimate the effect of the intervention.  
It is very likely that you will find cluster randomised studies. How will 
you deal with this unit of analysis?  
“If studies are clinically homogenous (in terms of study populations, 
interventions, and outcomes) and there is no significant statistical 
heterogeneity (i.e. heterogeneity P > 0.1), we will pool the data 
across studies and estimate summary effect sizes using a fixed-
effect model.” This statement should be revised to reflect the correct 
chronology of events. You can only find statistical heterogeneity 
after pooling, and then you try to explain the statistical 
heterogeneity.  
Please provide more details on your reporting strategy: will you use 
a PRISMA along with the flow diagram? Will there be forest plots? 
Summary of findings tables?  
Please describe what you will do if there is too much clinical 
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heterogeneity to conduct a meta-analysis.  
Identifying interventions in LMICs seems to be a goal of this review, 
yet nothing is described as to your working definition of LMIC or 
what you will do in multi-country studies (where one is not a LMIC)  
  

 

VERSION 1 – AUTHOR RESPONSE 

Abstract: 

Under methods and analysis, the definition of non-randomised controlled trials can be omitted. 

Thanks for this comment. The definition for non-randomised controlled trials has now been omitted 

from the abstract. 

Please update the proposed date limit for the search. By the time you start the search there might be 

more studies between now and January 2015. 

Thanks for this comment. We have now revised the date limit for search and the sentence now reads 

as follows: “We will conduct a comprehensive search of both peer-reviewed and grey literature, 

available by 31 May 2015.” 

Main manuscript: 

The participants of interest should include the term “legal guardian” and it can also be used in the 

search strategy. I can see guardian in the PubMed search strategy. It is more encompassing as it 

includes parents and carers. 

Thanks for this comment. We have now included the term “legal guardian” in the participants and the 

sentence now reads as follows: “The participants of interest will be caregivers (defined as parents, 

legal guardians, or other persons assuming the parental role)…” 

We agree that the term “guardian” is more encompassing, and have thus left “guardian” in the search 

strategy rather than “legal guardian” which would be less sensitive in identifying potentially eligible 

studies. 

How will risk of bias be quantified? High, low, unclear? 

We have now provided more information in the methods section as to how we will quantify risk of 

bias. The section reads as follows: 

“For each domain, we will classify the risk of bias as “low” if the criterion was adequately addressed, 

“unclear” if the information provided was not sufficient to make an informed judgement or “high” if the 

criterion was not adequately addressed. We will then summarise the assessments and categorise the 

included studies into three levels of bias: low, moderate, and high risk of bias. Every study that is 

classified as low risk for all domains will be considered to be at low risk of bias. Any study that has a 

high risk of selection, detection or attrition bias will be categorised as having a high risk of bias. All 

other studies will be considered to have a moderate risk of bias.” 

Given the potential amount of heterogeneity you might find given the broad range of participants, 

interventions and study designs you are looking at, your default position should be random effects 

meta-analysis. 

Thanks for this comment. We have now stated that: “We will pool the RRs and 95% CIs …using 

random-effects meta-analysis, because of anticipated heterogeneity of study designs and 

participants”. 
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What hypothesis do you have for the proposed subgroups? Why do you expect them to be different 

and in what direction will this difference go? I would suggest a subgroup analysis for study design with 

the hypothesis that the non-randomised studies may over-estimate the effect of the intervention. 

Thank you for this comment. We have indicated that: 

“We will conduct subgroup analysis…with subgroups defined by study design (RCT versus non-RCT) 

and type of intervention (i.e. information versus educational interventions). We have chosen each 

subgroup based on a specific hypothesis. Non-randomised studies are prone to selection bias may 

over-estimate the effect of an intervention. Educational interventions (e.g. structured and interactive 

communication tools15) may lead to a better understanding of the importance of immunisation by 

caregivers and thus be more effective at increasing vaccination coverage than passive provision of 

information. 

It is very likely that you will find cluster randomised studies. How will you deal with this unit of 

analysis? 

Thanks for this comment. We have now indicated that: “We will include data from eligible cluster 

RCTs in relevant meta-analyses after controlling for the design effect, using the intra-cluster 

correlation 

coefficient (ICC) derived from the same or similar published cluster RCT” 

“If studies are clinically homogenous (in terms of study populations, interventions, and outcomes) and 

there is no significant statistical heterogeneity (i.e. heterogeneity P > 0.1), we will pool the data across 

studies and estimate summary effect sizes using a fixed-effect model.” This statement should be 

revised to reflect the correct chronology of events. You can only find statistical heterogeneity after 

pooling, and then you try to explain the statistical heterogeneity. 

Thanks for this comment. The relevant section now reads as follows: 

“We will pool the RRs and 95% CIs of studies with identical outcomes and interventions; using 

random-effects meta-analysis, because of anticipated heterogeneity of study designs and 

participants….Statistical heterogeneity in each meta-analysis will be assessed using the chi-squared 

test of homogeneity and quantified using the Higgins’ I-squared statistic. We will define statistical 

heterogeneity at the 10% alpha level; and assess the source of statistical heterogeneity using 

subgroup analyses.” 

Please provide more details on your reporting strategy: will you use a PRISMA along with the flow 

diagram? Will there be forest plots? Summary of findings tables? 

Thanks for this comment. We have now specified that “We will use the GRADE approach to assess 

the certainty of the evidence for each outcome, and present data in forest plots and “Summary of 

Findings” tables.18 We have written this protocol following the recently released PRISMA-P 

guidelines, and will report the review according to the PRISMA statement; including any available 

revisions or extended guidance. 

Please describe what you will do if there is too much clinical heterogeneity to conduct a meta-

analysis. 

Thanks for this comment. We will only pool the results of studies that have identical interventions and 

outcomes. 

Identifying interventions in LMICs seems to be a goal of this review, yet nothing is described as to 

your working definition of LMIC or what you will do in multi-country studies (where one is not a LMIC) 
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Thanks for this comment. We have now indicated in methods that “We will include only studies 

conducted in low and middle-income countries as defined by the World Bank [The World Bank Group. 

Data. Countries and Economies. Available from http://data.worldbank.org/country (accessed 16 May 

2015)]. 

In addition, we have now specified that “In multi-country studies involving both LMICs and high-

income countries, we will only extract data from LMICs. However, if data are not reported by country 

income levels we will contact the study authors to request separate data for LMICs. If by the time the 

review is 

published we have not yet received such data, we will classify the studies as awaiting assessment; 

and endeavour to update the systematic review as soon as such data become available. ” 

Conclusion: The comments by the editor and peer reviewer were very pertinent and have helped to 

improve our manuscript. This contribution is now acknowledged in the manuscript: 

“We also acknowledge the BMJ Open Editor and Lawrence Mbuagbaw for critical and insightful 

comments on an earlier version of this manuscript”. 
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