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VERSION 1 - REVIEW 

REVIEWER Prof. Marco Matteo Ciccone 
University of Bari, Cardiology Department, Italy 

REVIEW RETURNED 20-Jul-2016 

 

GENERAL COMMENTS  
Title: “Comparative Effectiveness and Safety of Oral Anticoagulants 
for Atrial Fibrillation in Real World Practice: A Population-based 
Cohort Study Protocol”  
 
 
Dear Editor,  
We have read through the manuscript and we think that it could be a 
good proposal for a study. Nevertheless some considerations should 
be performed:  
1) The role of antidotes is overrated according to my personal 
opinion as Warfarin “antidotes” do not assure prompt recovery of 
coagulation state. Furthermore, Idarucizumab is fully available and 
allow prompt recovery from anticoagulation in all settings.  
2) Furthermore, “DOACs may produce more adverse symptoms (eg, 
gastrointestinal) than warfarin”: apart from Dabigatran, other DOACs 
are more reliable and, on parallel, guarantee more protection than 
warfarin. Even gastrointestinal bleeding are less pronounced with 
some DOACs as compared to warfarin, even according to real world 
data. 

 

REVIEWER Dr. Zhao Yingjiao 
National Healthcare Group Singapore 

REVIEW RETURNED 26-Jul-2016 

 

GENERAL COMMENTS This is an interesting article given the popularity of using NOACs but 
limited evidence available in real-world setting. However, the study 
could be further improved if the authors can take into consideration 
of the following points:  
i) Intervention: To be relevant and comprehensive, the authors may 
consider including edoxaban if it is approved in the study country. 
And the study would be more value added if we can evaluate the 
relative treatment effects within NOACs group that would help to 
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optimize the management of individual patient.  
ii) Baseline characteristics: Will the authors explore the baseline 
characteristics on fall risk given it may be a potential risk factor for 
major bleeding in particular for elderly patients prescribed with 
NOACs (1)?  
iii) Outcome: It is reported that dabigatran 150mg appeared to be 
associated with greater gastrointestinal bleeding risk; while 
rivaroxaban was associated with greater intracranial bleeding risk in 
particular in elderly patients. Therefore, it may be worthwhile to 
include gastrointestinal and intracranial bleeding as secondary 
outcome apart from major bleeding (2).  
iv) Methods  
a. Propensity score matching: will the propensity score matching to 
be performing between NOACs and warfarin, or even within NOACs 
groups?  
b. Statistical analysis: will the authors evaluate the incidence of 
events over time using Kaplan Meier methods and generate the 
survival curves?  
 
(1) Stollberger C, Finsterer J. Concerns about the use of new oral 
anticoagulants for stroke prevention in elderly patients with atrial 
fibrillation. Drugs & aging. 2013 Dec;30(12):949-58.  
(2) Lin L, Lim WS, Zhou HJ, Khoo AL, Tan KT, Chew AP, et al. 
Clinical and Safety Outcomes of Oral Antithrombotics for Stroke 
Prevention in Atrial Fibrillation: A Systematic Review and Network 
Meta-analysis. Journal of the American Medical Directors 
Association. 2015 Dec 1;16(12):1103 e1- e19. 

 

VERSION 1 – AUTHOR RESPONSE 

REVIEWER 1  

We have read through the manuscript and we think that it could be a good proposal for a study. 

Nevertheless some considerations should be performed:  

1) The role of antidotes is overrated according to my personal opinion as Warfarin “antidotes” do not 

assure prompt recovery of coagulation state. Furthermore, Idarucizumab is fully available and allow 

prompt recovery from anticoagulation in all settings.  

 

Response: The reviewer makes a good point that the role of antidotes may be overstated. However, 

we have not revised the manuscript based on this comment, for three reasons.  

First, based on the INCH trial (Steiner T, Poli S, Griebe M, et al. Fresh frozen plasma versus 

prothrombin complex concentrate in patients with intracranial haemorrhage related to vitamin K 

antagonists (INCH): a randomised trial. Lancet Neurol. 2016 May;15(6):566-73), while fresh frozen 

plasma did not rapidly reverse VKA-induced ICH, PPC provided rapid reversal. The reviewer may be 

referring to the fact that antidotes for anticoagulants (AC) do not guarantee good clinical outcomes 

from AC- related bleeding.  

Second, idarucizumab (Praxbind) has only recently become available (mid-2016 in Canada), only 

reverses dabigatran, and costs approximately $4000 for a single 5G dose. The price means that it will 

be available only on a restricted basis and for limited indications. Andexanet will be the more relevant 

reversal agent, as it should reverse all DOACs but this drug is not yet on the Canadian market. More 

importantly, neither product was available for the time period under study.  

Third, fear of lack of antidote was a major concern of clinicians that dealt with anticoagulation and its 

consequences, during the early years of DOACs, which is the time period of the study.  

 

2) Furthermore, “DOACs may produce more adverse symptoms (eg, gastrointestinal) than warfarin”: 

apart from Dabigatran, other DOACs are more reliable and, on parallel, guarantee more protection 
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than warfarin. Even gastrointestinal bleeding are less pronounced with some DOACs as compared to 

warfarin, even according to real world data.  

Response: This is correct. Based on this comment, we are more specific in the manuscript 

(Introduction section, P 2).  

 

REVIEWER 2  

This is an interesting article given the popularity of using NOACs but limited evidence available in 

real-world setting. However, the study could be further improved if the authors can take into 

consideration of the following points:  

i) Intervention: To be relevant and comprehensive, the authors may consider including edoxaban if it 

is approved in the study country. And the study would be more value added if we can evaluate the 

relative treatment effects within NOACs group that would help to optimize the management of 

individual patient.  

Response: These are good points and we had considered them. Since edoxaban is not yet available 

in Canada, it will not be a factor in our study. We do not believe that we will be fortunate enough to 

have statistical power to comment on DOAC vs DOAC relative outcomes, even though this is a major 

ongoing question. Given the reviewer’s comment, we have added the possibility back into the protocol 

(Analysis Plan section, P 5).  

 

ii) Baseline characteristics: Will the authors explore the baseline characteristics on fall risk given it 

may be a potential risk factor for major bleeding in particular for elderly patients prescribed with 

NOACs?  

Response: Falls have been considered a risk factor for AC-related major bleeding in the past,(1) 

however have not proven to be an independent factor in the validated multi-factorial bleeding 

prediction rules such as HAS-BLED.(2) This is not to say that falls are not related at all to AC-related 

events particularly in the very elderly, rather that administrative databases are not likely very good at 

identifying falls. This will be a problem in our study as well, however we have added this to baseline 

characteristics to measure.  

 

iii) Outcome: It is reported that dabigatran 150mg appeared to be associated with greater 

gastrointestinal bleeding risk; while rivaroxaban was associated with greater intracranial bleeding risk 

in particular in elderly patients. Therefore, it may be worthwhile to include gastrointestinal and 

intracranial bleeding as secondary outcome apart from major bleeding.  

Response: This is an excellent suggestion and has been added to the protocol (Outcomes section, P 

4).  

 

iv) Methods  

a. Propensity score matching: will the propensity score matching to be performing between NOACs 

and warfarin, or even within NOACs groups?  

Response: Between NOACs and warfarin; this has been clarified (Control for Confounding section, P 

5).  

 

b. Statistical analysis: will the authors evaluate the incidence of events over time using Kaplan Meier 

methods and generate the survival curves?  

Response: Time to event modeling using Cox proportional hazards or Poisson is described at the top 

of P 5, Analysis Plan section.  
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VERSION 2 – REVIEW 

REVIEWER Zhao Yingjiao 
National Healthcare Group, Singapore 

REVIEW RETURNED 19-Aug-2016 

 

GENERAL COMMENTS No further comments. Thank you.   
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