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VERSION 1 - REVIEW 

REVIEWER Yong Ji 
department of neurology, Tianjin Huanhu hospital, Tianjin, China. 

REVIEW RETURNED 15-Aug-2015 

 

GENERAL COMMENTS This manuscript has gave detailed and clearly present in the study 
protocal. One minor question: if the warfarin-users purchase warfarin 
only one time in almost four years follow-up. These patients will 
influence the results. how to deal with this condition?  

 

REVIEWER Soheir Adam 
Duke University Medical Center  
Durham, NC  
USA 

REVIEW RETURNED 21-Sep-2015 

 

GENERAL COMMENTS A clear and meticulously designed study protocol by Li et al. The 
proposed prediction model is a much-needed tool for prediction of 
harm/benefit in AF patients on warfarin prophylaxis.  
I have a few minor comments/questions  
 
1- “During the time period from study start date to study outcome 
end date, patients who have no less than one purchase of warfarin 
will be categorized into warfarin-users”. Compliance and TTR are 
important risk factors affecting outcomes of interest, it should be 
clarified whether they would be taken into consideration and how 
would monitoring be achieved. Will patients with INR values below a 
TTR of certain percentage (60%) be excluded?  
Typically, INR values are low (TTR 48%) in AF patients within 6 
months of starting on warfarin, which places them at a higher risk for 
stroke.(1)  
3. “Some patients may have a diagnosis of stroke and/or major 
bleeding predating their indexdate. Stroke and/or bleeding before 
the indexdate will be considered as a risk factor to reflect 
comorbidity (i.e., prior stroke, bleeding) rather than as an end-point 
event of interest in this study”. This may reflect a risk bias in this 
group of patients as they enter the study.  
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4. “Meanwhile, there may be some patients experiencing both a 
stroke and major bleeding chronologically during follow-up”. In some 
cases, it may be difficult to determine the chronological order of 
these events, either due to delayed clinical diagnosis or delayed 
imaging, will patients be then excluded?  
3. “Bleeding which results in an ED visit requiring a transfusion, or 
an  
admission to hospital will be considered as major bleeding “.The 
definition of major bleeding may also include a drop in hemoglobin 
level (by a certain value) as this would also reflect a clinically-
significant bleeding (not necessarily ending in transfusion).  
4. “Comorbidity Index, in order to obtain a comprehensive list of 
comorbidities as potential independent variables”. Renal disease is a 
risk factor for bleeding in patients with AF on warfarin and should be 
taken into consideration.(2)  
 
 
Thank you   
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Yong Ji  

 

Institution and Country: Department of neurology, Tianjin Huanhu hospital, Tianjin, China  

 

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below:  

 

This manuscript has given detailed and clearly present in the study protocol. One minor question: if 

the warfarin-users purchase warfarin only one time in almost four years follow-up. These patients will 

influence the results. How to deal with this condition?  

Response: Thanks so much for your helpful question!  

In this study, the patients will be categorized into warfarin users or non-users, based on whether they 

have ever taken warfarin or not during follow-up. However, there will be variable lengths of usage of 

warfarin, including possible discontinuation after a single prescription fill. We therefore will conduct a 

sensitivity analysis by treating warfarin as a time-dependent covariate, to investigate whether the 

effect of warfarin is robust on outcomes.1 (Page 10, Paragraph 3)  

 

 

Reviewer: 2  

Reviewer Name: Soheir Adam  

 

Institution and Country: Duke University Medical Center, Durham, NC, USA  
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Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below:  

 

A clear and meticulously designed study protocol by Li et al. The proposed prediction model is a 

much-needed tool for prediction of harm/benefit in AF patients on warfarin prophylaxis.  

I have a few minor comments/questions  

 

1. “During the time period from study start date to study outcome end date, patients who have no less 

than one purchase of warfarin will be categorized into warfarin-users”. Compliance and TTR are 

important risk factors affecting outcomes of interest, it should be clarified whether they would be taken 

into consideration and how would monitoring be achieved. Will patients with INR values below a TTR 

of certain percentage (60%) be excluded? Typically, INR values are low (TTR 48%) in AF patients 

within 6 months of starting on warfarin, which places them at a higher risk for stroke.  

Response: Many thanks for raising this question.  

In this study, we will not exclude the patients with low adherence or TTR. Because we aimed to build 

a model to predict harm/benefit in AF patients when they considered inception of warfarin therapy in 

real-world settings, we would not know about their compliance or TTR for the patients at the start of 

therapy.  

However, we included the baseline INR as a potential predictor in the model building. Patients’ 

elevated baseline INR may indicate liver disease, malnutrition or other baseline conditions, which 

would decrease warfarin requirement and therefore relate with risk of stroke and/or major bleeding.2-

4  

 

 

2. “Some patients may have a diagnosis of stroke and/or major bleeding predating their indexdate. 

Stroke and/or bleeding before the indexdate will be considered as a risk factor to reflect comorbidity 

(i.e., prior stroke, bleeding) rather than as an end-point event of interest in this study”. This may reflect 

a risk bias in this group of patients as they enter the study.  

Response: Thanks so much for your advice.  

In real-world settings, it is not uncommon that some patients (warfarin-users) begin warfarin therapy 

after they suffer a stroke and/or major bleeding. Therefore we decided to keep these patients in the 

study and define the stroke/bleeding predating their first date of warfarin purchase as a prior 

stroke/bleeding. And for the purchase of matching to control immortal time bias, we used the same 

definition for warfarin non-users. (Page 7, Paragraph 2)  

 

 

3. “Meanwhile, there may be some patients experiencing both a stroke and major bleeding 

chronologically during follow-up”. In some cases, it may be difficult to determine the chronological 

order of these events, either due to delayed clinical diagnosis or delayed imaging, will patients be 

then excluded?  

Response: Many thanks for your helpful question.  

We recognized that it may be difficult to identify the chronological order of these events in an 

observational study using administrative data, however both outcomes are important events which 

bring patients to medical attention. Moreover we aim to include as many outcome events as possible, 

thus the patients with both a stroke and major bleeding will not be excluded. Instead, based on their 

survival time to first event, we categorize them into corresponding group. (Page 7, Paragraph 2)  

 

 

4. “Bleeding which results in an ED visit requiring a transfusion, or an admission to hospital will be 

considered as major bleeding “.The definition of major bleeding may also include a drop in 
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hemoglobin level (by a certain value) as this would also reflect a clinically-significant bleeding (not 

necessarily ending in transfusion).  

Response: Thanks very much for your advice.  

However we did not have the data on hemoglobin for the patients during follow-up, and therefore 

could not identify the major bleedings for them that caused a drop in hemoglobin but did not require a 

transfusion. This is a common limitation of database studies. (Page 7, Paragraph 3)  

 

 

5. “Comorbidity Index, in order to obtain a comprehensive list of comorbidities as potential 

independent variables”. Renal disease is a risk factor for bleeding in patients with AF on warfarin and 

should be taken into consideration.  

Response: Thanks for your suggestion. We included the renal disease as a potential predictor in this 

study. (Page 8, Paragraph 1; Table 2)  
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