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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 Stefano Omboni 
Italian Institute of Telemedicine, Italy 

REVIEW RETURNED 14-Nov-2015 

 

GENERAL COMMENTS The paper reports the protocol of the TIME Study, aiming at testing 
the hypothesis that nocturnal dosing of antihypertensive medication 
reduces cardiovascular events compared with conventional morning 
doses.  
 
Abstract. There is no mention of the number of subjects to be 
recruited/randomized.  
 
Recruitment strategy. Authors must describe how eligibility is 
checked and whether automatic enrolment is planned. Since the 
study is an IT-based trial I expect that after filling-in the e-CRF the 
system will automatically check eligibility and assign the patient to 
one or the other randomisation arm. Please, detail.  
 
Study population. Please, refer to box 1 for completeness.  
 
Adverse events. The study only collects AEs. However, I wonder 
whether this information is collected in a structured way (e.g. by 
presenting options, list of choices, etc.) or rather as a free text. 
Maybe, a figure with an example of the e-CRF might help. It is also 
important to list all the other data collected (e.g. demographic data, 
additional clinical data, medical history, etc.).  
 
Sub-studies. Home BP sub-study. Please, state whether you will 
accept only validated devices, wrist vs. arm devices, and if any 
particular BP measuring programme is to be used (e.g. morning vs. 
evening measures, number of measures during the day and the 
week, etc.).  

 

REVIEWER George Roush, MD 
U.S.A. 

REVIEW RETURNED 19-Nov-2015 
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GENERAL COMMENTS Thank you for undertaking this very important study. I agree that a 
positive result would be an important breakthrough in managing 
hypertension.  
 
Allocation concealment is fundamental to trial quality and can be 
accomplished whether or not there is blinding.  
 
Stopping rules should be implemented.  

 

REVIEWER Kazuomi Kario 
Jichi Medical University School of Medicine, Japan 

REVIEW RETURNED 21-Nov-2015 

 

GENERAL COMMENTS Congratulation for the finalize protocol of interesting study. Although 
there are some studies about the relationship between dosing time 
of antihypertensive drug and reducing organ damage, there are a 
few studies about cardiovascular prognosis. Therefore, the result of 
study would have the important information for hypertensive 
management. This reviewer has some comments.  
   
In introduction, authors mentioned the background of sleep BP, 
however, this study was not performed sleep BP measurement. 
Authors should not enhance this topic.  
In introduction, authors mentioned that they would like to solve two 
issues about the dosing time of antihypertensive drug. One is 
whether the bedtime dosing improve cardiovascular event or not. 
Second is whether the bedtime dosing is feasible for patients or not. 
However, the latter problem is not be mentioned as primary 
outcome.  
When this reviewer sees the strategy of this study, the participants 
and follow up seem to be depending on patients. Are doctors or co-
medicals never support this study? This method is significant 
different from any other previous studies. This authors concerns 
whether this methods might be inferior of the accuracy of adherence 
of study protocol or not. 

 

VERSION 1 – AUTHOR RESPONSE 

For Reviewer 1:  

Abstract. There is no mention of the number of subjects to be recruited/randomized.  

Manuscript updated.  

 

Recruitment strategy. Authors must describe how eligibility is checked and whether automatic 

enrolment is planned. Since the study is an IT-based trial I expect that after filling-in the e-CRF the 

system will automatically check eligibility and assign the patient to one or the other randomisation 

arm. Please, detail.  

Please see the section I have added to recruitment strategy. Pg6  

 

Study population. Please, refer to box 1 for completeness.  

Manuscript updated  

 

Adverse events. The study only collects AEs. However, I wonder whether this information is collected 

in a structured way (e.g. by presenting options, list of choices, etc.) or rather as a free text. Maybe, a 

figure with an example of the e-CRF might help. It is also important to list all the other data collected 
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(e.g. demographic data, additional clinical data, medical history, etc.).  

I have added a sentence regarding the format of follow-up and withdrawal questions to the Adverse 

events section on pg 8. A figure with an example of a follow-up form might be helpful here. I have also 

added a heading on page 6 where we could enter a list (as a box?) of baseline data collected.  

 

Sub-studies. Home BP sub-study. Please, state whether you will accept only validated devices, wrist 

vs. arm devices, and if any particular BP measuring program is to be used (e.g. morning vs. evening 

measures, number of measures during the day and the week, etc.).  

I have added the required info to this section on pg 9  

 

For Reviewer 2:  

Allocation concealment is fundamental to trial quality and can be accomplished whether or not there is 

blinding.  

Manuscript updated with early stopping section.  

 

For Reviewer 3:  

In introduction, authors mentioned the background of sleep BP, however, this study was not 

performed sleep BP measurement. Authors should not enhance this topic .  

Whilst the authors accept your point they disagree that this "enhances the topic".  

 

In introduction, authors mentioned that they would like to solve two issues about the dosing time of 

antihypertensive drug. One is whether the bedtime dosing improve cardiovascular event or not. 

Second is whether the bedtime dosing is feasible for patients or not. However, the latter problem is 

not be mentioned as primary outcome.  

The manuscript details that these are secondary outcomes. “Secondary questions examine whether 

there are any downsides to nocturnal dosing. Will patients accept nocturnal dosing etc  

 

When this reviewer sees the strategy of this study, the participants and follow up seem to be 

depending on patients. Are doctors or co-medicals never support this study? This method is 

significant different from any other previous studies. This authors concerns whether this methods 

might be inferior of the accuracy of adherence of study protocol or not.  

In all clinical studies there is an element of trust required that patients will adhere to their 

randomisation and or are at least honest that they or not adhering to their treatment arm.  

Participants are routinely contacted via email, and can also be contacted by phone when necessary. 

Whether they report to a nurse/doctor or self submit information online, the ability to misinform study 

staff is not reduced by whichever method of contact.  

Whilst the authors do understand the reviewers concerns we do not feel the methodology is inferior. 

 

VERSION 2 – REVIEW 

REVIEWER Dr. Stefano Omboni, MD 
Italian Institute of Telemedicine, Varese, Italy 

REVIEW RETURNED 19-Jan-2016 

 

GENERAL COMMENTS The authors have properly addressed my remarks. I have no further 
comments.  
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