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PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   
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VERSION 1 – REVIEW 

 

REVIEWER Shibu, Vijayan 

REVIEW RETURNED 01-Dec-2021 

 

GENERAL COMMENTS There are multiple interventions planned in the intervention arms, 
however it is not clear how the study team is going to decipher the 
co-relates of adherence. How the adherence is measured when a 
missed dose episode is intervened by health worker and brought 
back the patient on track , where do you attribute the contributor of 
adherence, technology flags the episode of non opening, but the 
health worker completes the loop in the above case. Hence it is 
suggested to address this and resubmit. 

 

REVIEWER Nyang'wa, Bern-Thomas 
London School of Hygiene & Tropical Medicine 

REVIEW RETURNED 11-Dec-2021 

 

GENERAL COMMENTS Thank you for sharing this well designed and comprehensive study 
protocol aimed at primarily answering the important question of the 
role of each LTBI treatment regimen and adherence intervention 
package, as evidence already exists on the overall safety and 
efficacy non-inferiority of the newer regimens. 
 
I was not able to understand from the manuscript whether study 
participants who don't speak, understand or write English 
adequately will be excluded or other steps will be taken and if 
those measures will then be taken into consideration in the 
analysis. This of course is pertinent given the expected population 
to require LTBI treatment may consist of a non negligible 
proportion whom English may not be their first language. 
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Can the authors please clarify at what regularity will the 
participants for each arm receive a prescription and for what 
duration will the prescription be? Given one extreme of poor 
adherence is early discontinuation, it is unclear from the 
manuscript whether those who discontinue treatment will be 
considered to have missed pills up to the total of the current visit 
prescription or up to the prescription total of the treatment arm (i.e. 
total pills for the whole treatment duration). 
 
Finally, the trial registry indicates that the trial received ethics 
approval at the end of 2019, authors should indicate in the 
manuscript whether the study has started or not and when it is 
expected to be completed. 

 

 

 

 

VERSION 1 – AUTHOR RESPONSE 

 

Reviewer: 1 

Dr. Vijayan Shibu 

Comments to the Author: 

There are multiple interventions planned in the intervention arms, however it is not clear how the 

study team is going to decipher the co-relates of adherence. How the adherence is measured when a 

missed dose episode is intervened by health worker and brought back the patient on track , where do 

you attribute the contributor of adherence , technology flags the episode of non opening , but the 

health worker completes the loop in the above case . Hence it is suggested to address this and 

resubmit . 

 

Response: As noted in the statistical method section, our trial will allow assessing the impact of 

additional treatment support including electronic pillboxes compared to the standard of care alone, in 

which participants will be intervened by health workers if necessary as per the routine care. 

Therefore, should we find improvement in the adherence in the intervention arms, we can attribute 

that to the trial interventions. Indeed, since additional treatment support is a package comprising 

multiple interventions, the main analysis will not be able to pinpoint what intervention actually worked. 

However, the process evaluation described in the protocol will give some insights into the 

mechanisms of effects of the interventions 

 

Reviewer: 2 

Dr. Bern-Thomas Nyang'wa, London School of Hygiene & Tropical Medicine 

Comments to the Author: 

Dear Authors, 

 

Thank you for sharing this well designed and comprehensive study protocol aimed at primarily 

answering the important question of the role of each LTBI treatment regimen and adherence 

intervention package, as evidence already exists on the overall safety and efficacy non-inferiority of 

the newer regimens. 

 

I was not able to understand from the manuscript whether study participants who don't speak, 

understand or write English adequately will be excluded or other steps will be taken and if those 

measures will then be taken into consideration in the analysis. This of course is pertinent given the 

expected population to require LTBI treatment may consist of a non negligible proportion whom 

English may not be their first language. 
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Response: Non-English speakers will not be excluded from the trial. We will translate patient-facing 

materials and use interpreters to support non-English speaking participants. The same information 

has been added to the text of the manuscript. 

 

Can the authors please clarify at what regularity will the participants for each arm receive a 

prescription and for what duration will the prescription be? Given one extreme of poor adherence is 

early discontinuation, it is unclear from the manuscript whether those who discontinue treatment will 

be considered to have missed pills up to the total of the current visit prescription or up to the 

prescription total of the treatment arm (i.e. total pills for the whole treatment duration). 

 

Response: We have updated the statistical method section to clarify for participants who have 

collected all prescriptions but are lost to follow-up before completing treatment, the adherence data 

until the end of the allocated period can still be downloaded remotely from the Wisepill monitor box to 

measure the number of doses taken and ascertain whether adequate treatment adherence is 

achieved. 

Participants will be given a 1-month supply of the medications at every visit in general but it also 

depends on local practice as a pragmatic trial. 

 

 

Finally, the trial registry indicates that the trial received ethics approval at the end of 2019, authors 

should indicate in the manuscript whether the study has started or not and when it is expected to be 

completed. 

 

Response: We have added the trial status as follows: 

“The trial has not yet started recruitment. We expect to start recruitment on 1 September 2022 and 

the trial will close when all participants have completed follow-up (i.e. 12 months after initiation of 

treatment), record linkage to ascertain TB has been finished, and after the trial database is locked, 

which is anticipated to be within 3 months after information on primary and secondary outcomes have 

been collected.” 

 

 

 

VERSION 2 – REVIEW 

 

REVIEWER Nyang'wa, Bern-Thomas 
London School of Hygiene & Tropical Medicine 

REVIEW RETURNED 22-Jan-2022 

 

GENERAL COMMENTS Thank you for making the edits and clarifications. 

 

REVIEWER   

REVIEW RETURNED  

 

GENERAL COMMENTS  

 

REVIEWER  

REVIEW RETURNED  

 


