
PEER REVIEW HISTORY 

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

complete a checklist review form (see an example) and are provided with free text boxes to elaborate 

on their assessment. These free text comments are reproduced below.  Some articles will have been 

accepted based in part or entirely on reviews undertaken for other BMJ Group journals. These will be 

reproduced where possible. 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Efficacy and tolerability of a beta-1 selective beta blocker, bisoprolol, 

as a first line anti-hypertensive in Indian patients diagnosed with 

essential hypertension (BRIGHT): An open label, multi-centric, 

observational study 

AUTHORS Dr V Channaraya, Dr RK Marya, Dr M Somasundaram, Dr 
Debashish Mitra, and Dr KD Tibrewala 

 

VERSION 1 - REVIEW 

REVIEWER Brian Tomlinson  
Professor of Medicine & Therapeutics,  
Department of Medicine & Therapeutics,  
The Chinese University of Hong Kong,  
Shatin, Hong Kong SAR  
 
Brian Tomlinson has received research funding to perform clinical 
studies from AstraZeneca, Bayer, Boehringer Ingelheim, Daiichi 
Sankyo, Kowa, Merck Serono, Merck Sharp and Dohme, Novartis, 
Otsuka, Pfizer, Roche, Sanofi-Aventis and Servier and has acted as 
a consultant or speaker on occasions for AstraZeneca, Bayer, 
Boehringer Ingelheim, Bristol-Myers Squibb, GlaxoSmithKline, 
Kowa, Merck Serono, Merck Sharp and Dohme, Novartis, Pfizer, 
Ranbaxy, Roche, Sanofi-Aventis, Schering-Plough, and Servier. 

REVIEW RETURNED 07/01/2012 

 

THE STUDY The authors should indicate exactly how the blood pressures were 
measured. What type of device was used and what were the 
conditions under which blood pressures were measured? Were the 
blood samples sent to a central laboratory? In the method section it 
indicates the subjects were seen after 4, 8 and 12 weeks, but in the 
table of the visit schedule and the blood pressure results tables it 
indicates ear also seen after two weeks. This should be clarified. It 
should be indicated in the visit schedule in table 1 which visits had 
titration of blood pressure treatment.  
It is not stated whether the creatinine clearance was measured from 
24-hour urine samples. As the serum creatinine decreased, the 
estimated GFR based on that measurement would have increased, 
but the creatinine clearance apparently decreased.  
 
The authors should indicate which “known contraindications” they 
considered – page 7, line 47.  
 
There are no supplemental documents 

RESULTS & CONCLUSIONS It is not appropriate to mention bisoprolol is effective to control heart 
rate in the conclusion. There was no heart rate target for these 
patients and this remains a controversial area in the treatment of 
hypertension. 
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REPORTING & ETHICS  

GENERAL COMMENTS This manuscript describes an open-label study with bisoprolol as 
first-line treatment in Indian patients with stage I hypertension. The 
primary outcome was the percentage of patients achieving the 
standard blood pressure goal of  
There are relatively few studies published in the international 
literature on the response to beta-blockers in South Asians so this 
study provides some useful novel information. However, an 
important consideration is that this is an open-label study and there 
is likely to be a large placebo effect. This is not discussed in 
adequate detail. There were apparently significant improvements in 
fasting blood glucose, total cholesterol, LDL-cholesterol, 
triglycerides, HDL-cholesterol and serum creatinine, but the 
creatinine clearance apparently decreased. These metabolic 
changes are most unlikely to be related to bisoprolol treatment and 
would suggest a significant improvement in lifestyle factors. One 
simple way of monitoring this is to measure the body weight but 
unfortunately it seems this was not repeated after the initial 
measurement before starting treatment. It would have been highly 
desirable to monitor body weight and also waist circumference in a 
study like this.  
 
The 95% confidence intervals for the changes in systolic blood 
pressure, diastolic blood pressure and heart rate are remarkably 
narrow. For the blood pressure changes, this may be related to the 
design of the study so that the drug was titrated to achieve a 
particular level of blood pressure but this would not apply to heart 
rate. It would be useful to add the standard deviation of the changes 
in blood pressures and heart rate in table 3 to indicate the degree of 
variability. The same applies to the changes in blood pressures and 
heart rate in tables 5 and 6 and metabolic parameters in table 4. In 
table 6, the change in heart rate in the younger subjects seems 
unusually large considering the values at baseline and at 12 weeks. 
This may indicate large variability or some skewness of the data but 
these figures should be checked carefully.  
It would have been appropriate to have trial registration as this study 
does involve a treatment intervention and is not purely 
observational.  
 
There are a few minor errors in English.  
In the sentence on page 5, lines 21-22, there is no verb.  
Page 6, line 41 – “Patients attending doctor clinic” is not 
appropriate.  
Some words are used with capital letters inappropriately.  

 

REVIEWER Christopher Reid 
Monash University 

REVIEW RETURNED 31/01/2012 

 

THE STUDY The study aims to address the question of the role of bisoprolol as a 
first line anti-hypertensive in Indian patients. There is no comparison 
or control group in this study therefore it is not possible to make the 
claims as to whether it is an effective agent. In the absence of a 
control or comparator group, all of the findings could be due to 
temporal change or to some unmeasured factor. It doesnt really fit 
as an observational study either, where those who are exposed to 
bisoprolol are compared to those who are not. The study reports 
changes over time for patients who were prescribed and tolerated 
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bisporolol. We are not told how many patients were screened and 
ineligible which is important 

RESULTS & CONCLUSIONS Unfortunately, I dont see how these results answer any research 
question as there is no control group or comparison group which 
which to compare. 

GENERAL COMMENTS This is a well written paper on an important topic but unfortunatley, 
in my opinion, the design does not allow the study to address the 
aims. 

 

VERSION 1 – AUTHOR RESPONSE 

We offer our sincere thanks towards your kind and patient review of our submitted manuscript. We 

also acknowledge the respected reviewers for their significant value addition to the article. As you can 

find in the revised manuscript, we wish to include their names to be added in the acknowledgement 

section, if permitted. We understand the noble work done by reviewers and definitely command due 

acknowledgement in article.  

As far as comments by Prof. Brian Tomlinson are concerned, most of them are revised as per the 

suggestions. E.g. BP measurement methods, laboratory and investigation methods, known 

contraindications etc are elaborated. HR control statement from conclusion is removed. Justification 

for changes in metabolic parameters is done as per the suggestion and tables are modified. The typo 

error for large change in HR in young patients in table 6 is revised. The grammatical errors are 

rectified.  

Considering Christopher Reid’s comments regarding the comments on the design and nature of the 

study; we would like to draw attention towards importance of ‘real world studies.’ Real world scenarios 

are poorly depicted by randomized studies due to poor external variability. Observational studies are 

good sources of such data and can be helpful in routine clinical decision making. Such studies will 

depict the effectiveness of the therapy. The study was done with the same intention to obtain real 

world data about the effectiveness of molecule in Indian patients. The lack of comparator group can 

reduce the internal validity of the study, for which authors call for randomized controlled trials. This 

data can be good paving stone for further research on important topics like effect of beta-1 selective 

blockers on metabolic and renal parameters. His comments regarding the screening of the patients 

have been revised.  

Once again, we thank reviewers and editors for their critical appraisal of the manuscript. 

Understanding your timelines, we are submitting the revised manuscript for your further review. We 

hope the article is revised up to the expectations of your reader and will definitely excite them to read 

this article.  

VERSION 2 – REVIEW 

REVIEWER Brian Tomlinson  
Professor of Medicine & Therapeutics,  
Department of Medicine & Therapeutics,  
The Chinese University of Hong Kong,  
Shatin, Hong Kong SAR  
 
Brian Tomlinson has received research funding to perform clinical 
studies from AstraZeneca, Bayer, Boehringer Ingelheim, Daiichi 
Sankyo, Kowa, Merck Serono, Merck Sharp and Dohme, Novartis, 
Otsuka, Pfizer, Roche, Sanofi-Aventis and Servier and has acted as 
a consultant or speaker on occasions for AstraZeneca, Bayer, 
Boehringer Ingelheim, Bristol-Myers Squibb, GlaxoSmithKline, 
Kowa, Merck Serono, Merck Sharp and Dohme, Novartis, Pfizer, 
Ranbaxy, Roche, Sanofi-Aventis, Schering-Plough, and Servier. 

REVIEW RETURNED 13/03/2012 
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THE STUDY There are still several errors in the use of English we should be 
improved by careful editing. 

RESULTS & CONCLUSIONS It is still not made clear how much of the blood pressure response 
may be a placebo effect. It would be useful to refer to some previous 
references on what the placebo response might be in such a study. 

REPORTING & ETHICS There is still some uncertainty about the dose titration. It seems 
there were potentially 4 different doses but only 2 dose titration 
steps. Presumably some centers used different dose titration 
protocols. This should be clarified. 

GENERAL COMMENTS It is still not made clear how much of the blood pressure response 
may be a placebo effect. It may be useful to refer to the meta-
analysis of Law et al (Law MR, Wald NJ, Morris JK, Jordan RE. 
Value of low dose combination treatment with blood pressure 
lowering drugs: analysis of 354 randomised trials. BMJ 
2003;326:1427.) which indicated that the standard doses of the 
common groups of antihypertensive drug lower blood pressure by 
9.1/5.5 mm Hg after placebo adjustment, and twice the standard 
dose by 10.9/6.5 mmHg, which is the most one might expect after 
placebo adjustment in a study like this unless Indian patients are 
unusually responsive to beta-blocker treatment.  
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