
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.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Initiation and persistence with dual antiplatelet therapy after acute 
myocardial infarction – a Danish nationwide population based cohort 
study 

AUTHORS Green, Anders; Pottegard, Anton; Broe, Anne; Diness, Thomas; 
Emneus, Martha; Hasvold, Lars Pål; Gislason, Gunnar 

 

VERSION 1 - REVIEW 

REVIEWER Gianluca Campo 
Cardiovascular Unit, Azienda Ospedaliera Universitaria di Ferrara 

REVIEW RETURNED 11-Mar-2016 

 

GENERAL COMMENTS The topic is interesting and the number of patients involved in this 
study is worthy.  
The Danish registry is well validated, but it deserves all limits of 
registries with case-selection based on ICD code.  
-My major concern is related to MI diagnosis. Few previous studies 
showed that a ICD code base selction may overestimate the 
diangosis. This may explain the high number of patients with MI but 
not receving PCI and the high number of PCI patients without DAPT 
presciption at discharge  
-Especially this finding is strange and it strongly limits the study. 
There is an audit? Are you sure of the data? You perfomed a 
random control of data source?  
-Methods: It is unclear if you enroll patients only in the 2009 vs 2012 
or from 2009 to 2012. reading abstract and methods, I suppose the 
first option, but reading the results I suppose the second option  
-In table 3 n<5 is unclear 

 

REVIEWER Runlin Gao 
FuWai Hospital, National Center for Cardiovasclar Diseases, 
Chinese Academy of Medical Sciences, Beijing, China 

REVIEW RETURNED 13-Mar-2016 

 

GENERAL COMMENTS This study is a registry-based observational cohort study using data 
obtained from Danish nationwide compulsory registries on hospital 
admissions and prescribed drugs. The authors analyzed the DAPT 
pattern in Danish patients with MI during 2009-2012. The results 
showed that from 2009 to 2012, there was an increase in the 
proportion of MI patients receiving  
DAPT, and a longer duration of DAPT. Still, a large proportion of 
patients without PCI were discharged either without DAPT or with a 
short DAPT duration. These findings may indicate the need for more 
careful attention to DAPT for MI patients not undergoing PCI in 
Denmark. The authors also analyzed the application of ticagrelor 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-010880 on 12 M

ay 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/site/about/resources/checklist.pdf
http://bmjopen.bmj.com/


and prasugrel in patients with MI in clinical practice. .These findings 
from Denmark might also be helpful for physicians in other part of 
the world.  
Comments and suggestions  
1. Regarding patient inclusion, on page 5, line 3-4, patients who 
experienced a first time hospital admission related to acute MI within 
the observation period 1 January 2009 to 31 December 2012 were 
included. However, on same page lines55-56, previous diagnoses 
registered in the Patient Registry up to 5 years prior to the admission 
for index MI were included. I would suggest combining these two 
inclusion criteria together..  
2. In Table 3. “No discharged of patients” should be changed to “No 
of discharged patients”  
3. In Table 4. “No patients with breaks” should be changed to “No of 
patients with breaks”.  
4. The authors could not provide reasons for discontinuing DAPT or 
changing drugs, which would be another limitation. The readers may 
be more interested in this kind of information. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Gianluca Campo  

Institution and Country: Cardiovascular Unit, Azienda Ospedaliera Universitaria di Ferrara, Italy 

Competing Interests: None declared  

 

The topic is interesting and the number of patients involved in this study is worthy.  

The Danish registry is well validated, but it deserves all limits of registries with case-selection based 

on ICD code.  

-  

y major concern is related to MI diagnosis. Few previous studies showed that a ICD code base 

selction may overestimate the diangosis. This may explain the high number of patients with MI but not 

receving PCI and the high number of PCI patients without DAPT presciption at discharge -Especially 

this finding is strange and it strongly limits the study. There is an audit? Are you sure of the data? You 

perfomed a random control of data source?  

 

Comment: Previous (and independent) studies have found high validity of registration of AMI in the 

Danish National Patient Register. Furthermore, this is a truly population-based study. Taken together, 

we consider this to add credibility rather than representing a strong limitation to the study. On this 

background it may be questioned whether the number of patients with DAPT in fact is surprisingly 

high.  

Action: We have already referred to the validity in the discussion. To support our position further we 

have replaced reference no. 29 with a new and highly relevant relevance  

 

Methods: It is unclear if you enroll patients only in the 2009 vs 2012 or from 2009 to 2012. reading 

abstract and methods, I suppose the first option, but reading the results I suppose the second option  

 

Comment: We have in both manuscript and abstract described that we have included cases from 

2009 through 2012. The analysis presented in the main tables has focus on the contrast between the 

beginning and the end of the study period, i.e. 2009 versus 2012, but from both figures and 

supplementary tables (explicitly referred to in the text) it is evident that the full data set covers the full 

range of consecutive years.  

Action: No further action  
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In table 3 n<5 is unclear  

 

Comment: All analyses have been performed on a 'remote desktop'-basis when accessing the server 

of Statistics Denmark. In order to enforce Danish legislation concerning the data protection of 

individual patients it is not permissible to export exact results of entries of contingency tables of 

patients when the absolute number is less than five. The content of that entry must be specified as 

'<5'. For the same reason percentage values cannot be published for these entries.  

Action: For clarification we have consistently changed 'n<=5' and 'n<5' to the term '<5' which should 

be immediately understandable for the readers.  

 

 

Reviewer: 2  

Reviewer Name: Runlin Gao  

Institution and Country: FuWai Hospital, National Center for Cardiovasclar Diseases, Chinese 

Academy of Medical Sciences, Beijing, China Competing Interests: None declared  

 

This study is a registry-based observational cohort study using data obtained from Danish nationwide 

compulsory registries on hospital admissions and prescribed drugs. The authors analyzed the DAPT 

pattern in Danish patients with MI during 2009-2012. The results showed that from 2009 to 2012, 

there was an increase in the proportion of MI patients receiving DAPT, and a longer duration of 

DAPT. Still, a large proportion of patients without PCI were discharged either without DAPT or with a 

short DAPT duration. These findings may indicate the need for more careful attention to DAPT for MI 

patients not undergoing PCI in Denmark. The authors also analyzed the application of ticagrelor and 

prasugrel in patients with MI in clinical practice. .These findings from Denmark might also be helpful 

for physicians in other part of the world.  

Comments and suggestions  

1. Regarding patient inclusion, on page 5, line 3-4, patients who experienced a first time hospital 

admission related to acute MI within the observation period 1 January 2009 to 31 December 2012 

were included. However, on same page lines55-56, previous diagnoses registered in the Patient 

Registry up to 5 years prior to the admission for index MI were included. I would suggest combining 

these two inclusion criteria together  

 

Comment: We are including patients with a first time ever registration of acute AMI within the 

observation period 2009 through 2012, however, if more than one AMI is registered only the first will 

count (this is the sentence lines 3-4 p. 5). The sentence lines 55-56 on same page refer to our 

definition of comorbidity (ie diagnoses other than those related to MI). We agree that we have not 

been sufficiently explicit when formulating these matters, with misunderstanding as a consequence.  

Action: Concerning the index MI we have made it clear that we are referring to first time ever 

registration of MI within the study period 2009 through 2012 and that, if more than one event has 

been registered, only the first one will count. With respect to comorbidity we have inserted in brackets 

that these codes represent diagnoses other than those related to MI).  

 

 

2. In Table 3. “No discharged of patients” should be changed to “No of discharged patients”  

 

Comment: Point is well taken  

Action: Changes made accordingly  

 

3. In Table 4. “No patients with breaks” should be changed to “No of patients with breaks”.  

 

Comment: Point is well taken  
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Action: Changes made accordingly  

 

4. The authors could not provide reasons for discontinuing DAPT or changing drugs, which would be 

another limitation. The readers may be more interested in this kind of information.  

 

Comment: We agree with the Reviewer. However, it is unfortunately impossible to obtain information 

on possible reasons for discontinuing or switching DAPT from the central Danish health registers. 

Furthermore, this issue is outside the scope of this paper  

Action: No further action taken 

 

VERSION 2 – REVIEW 

REVIEWER Gianluca Campo 
AOU Ferrara, Ferrara, Italy 

REVIEW RETURNED 18-Apr-2016 

 

GENERAL COMMENTS All my issues have been adequately addressed  

 

REVIEWER Runlin Gao 
Department of Cardiology, Fuwai Hospital, National Center for 
Cardiovascular Diseases,Chinese Academy of Medical Sciences. 
Beijing, China 

REVIEW RETURNED 20-Apr-2016 

 

GENERAL COMMENTS The authors have revised the manuscript accordingly.  
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