
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure: Systematic review selection process 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Systematic reviews 
identified  n=171-17 

 

Focus predominantly on patients 
with renal disease n=13 

 

Results of platelet function tests 
not linked to outcomes n=21,2 

 

Review in abstract form only (no 
response received from authors 
on requesting further details) 
n=14 

 

 

Reviews included PFA-100 only 
n=2 6,7 

 

Primarily a review of two other 
systematic reviews; no search 
cut-off detailed n=15 

 

 

Included 
systematic 
reviews n=711-17 

 

 

No methodological details 
beyond search strategy n=38,9,10 
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Characteristics of included systematic reviews 

Review Research question SR Methodology Search 
date 

Study eligibility criteria Patients on 
aspirin mono 
or dual 
therapy 
(aspirin and 
clopidogrel) 
eligible 

Outcomes No. of 
included 
studies 

Canivano 
Petrenas 
2010 
(SPANISH) 
 

Prevalence, 
epidemiology, 
mechanism of action 
and clinical 
consequences of 
aspirin resistance. 

Details of search 
strategy. Some 
detail on selection 
criteria. No further 
methodological 
details. 

November 
2008 

-Patients over 18 treated with aspirin for 
the secondary prevention of 
cardiovascular or cerebrovascular events 
-Definition of aspirin resistance 
- Definition of methods for platelet function 
measurement  

Not specified. Cardiovascular 
and 
cerebrovascular 
events 

16 

Dretzke (in 
press)  
HTA report 

The prognostic and 
diagnostic utility of 
tests of platelet 
function for the 
detection of “aspirin 
resistance” in patients 
with established 
cardiovascular or 
cerebrovascular 
disease 

Details of search 
strategy, study 
selection, quality 
assessment, data 
extraction and 
methods of 
analysis. 

April 2012 -Any prospective primary studies, or 
systematic reviews of such studies, 
assessing platelet function test(s) in 
relation to clinical outcomes.  
-Patients aged ≥18 years on aspirin (as 
monotherapy or in combination with other 
antiplatelet agents), with established 
cardiovascular or cerebrovascular 
disease, or diabetes.  
-Either aspirin specific platelet function 
test or global platelet function test where 
patients are receiving aspirin as the only 
antiplatelet therapy; or aspirin specific 
platelet function test where patients are on 
dual/triple antiplatelet therapy (with aspirin 
as one of the agents).  
-Reported outcomes had to occur after the 
undertaking of a platelet function test and 
the post-test follow-up period had to be 
seven days or longer.  

Both Clinical 
outcomes, such 
as vascular 
events, 
mortality, 
mortality due to 
vascular events 
and composite 
outcomes 
containing 
these. 

102 (58 aspirin 
monotherapy) 



Review Research question SR Methodology Search 
date 

Study eligibility criteria Patients on 
aspirin mono 
or dual 
therapy 
(aspirin and 
clopidogrel) 
eligible 

Outcomes No. of 
included 
studies 

Li 2013 The relationship 
between laboratory 
aspirin resistance and  
major adverse 
cardiovascular events 
in coronary heart 
disease patients with 
verified aspirin 
compliance 

Details of search 
strategy, study 
selection, quality 
assessment, data 
extraction and 
methods of 
analysis. 

April 2013 -Prospective study design 
-Patients with CHD 
-Aspirin treatment for the secondary 
prevention of events 
-Definition of laboratory aspirin resistance 
clearly defined 
-Patients classified into aspirin 
resistant/sensitive before observation of 
adverse events 
-Compliance with aspirin confirmed 
-Measurement of adverse events (and 
data reported) in both groups 

Not specified. Major adverse 
cardiovascular 
events 

9 

Krasopoulos 
2008 

Relationship between 
aspirin “resistance” 
and clinical outcomes 
in patients with 
cardiovascular 
disease. 

Details of search 
strategy, study 
selection, quality 
assessment and 
methods of 
analysis. 

Unclear (“to 
present”) 

 -Participants were receiving aspirin 
therapy as an antithrombotic 
-Participants were classified prospectively 
as aspirin sensitive or resistant 
-There was “adequate allocation 
concealment such that investigators were 
blinded to the patients’ aspirin sensitive 
and aspirin resistant status” 
-A measure of prospective clinical 
outcome was used in both groups 
-Patients receiving other antiplatelet 
treatment were also included 

Mono or dual. Clinical 
outcomes 

20 

Pusch 
2008 

Prevalence of aspirin 
resistance and its 
association with 
clinical outcome; 
treatment approaches. 

Details of search 
strategy. Some 
detail on selection 
criteria. No further 
methodological 
details.  

March 2008 -Articles that addressed aspirin resistance 
and nonresponsiveness and its diagnosis, 
clinical outcome and treatment 

Not specified Clinical 
endpoints 

35 
 



Review Research question SR Methodology Search 
date 

Study eligibility criteria Patients on 
aspirin mono 
or dual 
therapy 
(aspirin and 
clopidogrel) 
eligible 

Outcomes No. of 
included 
studies 

Snoep 2007 Relationship of 
laboratory 
aspirin resistance to 
risk of cardiovascular 
recurrent events. 

Details of search 
strategy, study 
selection, quality 
assessment and 
methods of 
analysis. 

October 
2006 

-Patients with established coronary artery, 
cerebrovascular or peripheral artery 
disease 
-Patients treated with aspirin for 
secondary prevention of cardiovascular 
events 
-Clear description of method used to 
establish effect of aspirin on platelet 
reactivity 
-Reporting of data on recurrence rates of 
fatal and non-fatal MI, stroke or other 
cardiovascular outcomes as predefined by 
investigators 

Not specified. Fatal and non-
fatal MI, stroke 
or other 
cardiovascular 
outcomes as 
predefined by 
investigators 

16 
  
 

Sofi 2008 Residual platelet 
reactivity in coronary 
heart disease patients 
in relation to the 
occurrence of adverse 
coronary events during 
follow-up. 

Details of search 
strategy, study 
selection, data 
extraction and 
methods of 
analysis. 

May 2007 -Prospective study design 
- Coronary heart disease patients 
-Patients on aspirin therapy for secondary 
prevention of cardiovascular events 
-Clear description of residual platelet 
reactivity 
-Clear description of methods used to 
identify residual platelet reactivity 
-Relative risk, hazard ratio or odds ratio 
with 95% CIs (or data to calculate them) 
 

Not specified. Major adverse 
cardiovascular 
events 

11  



Review Research question SR Methodology Search 
date 

Study eligibility criteria Patients on 
aspirin mono 
or dual 
therapy 
(aspirin and 
clopidogrel) 
eligible 

Outcomes No. of 
included 
studies 

Wisman 
2014 

To assess which 
platelet function tests 
can reliably identify 
patients at risk of 
developing secondary 
cardiovascular events 
whilst receiving aspirin 
and/or clopidogrel 
treatment. 

Details of search 
strategy, study 
selection, data 
extraction, quality 
assessment and 
methods of 
analysis. 

October 
2013 

-Prospective study design 
-Clear description of aspirin and/or 
clopidogrel regimen 
-PFT with clear description of high platelet 
reactivity 
-PFTs performed at baseline 
-Clearly defined cardiovascular endpoints 

Mono and dual  Primary: 
composite 
cardiovascular 
endpoint 
(cardiovascular 
death, MI, stent 
thrombosis, 
stroke, acute 
limb ischaemia, 
peripheral 
vascularisation, 
acute peripheral 
occlusion) 
 
Secondary: 
occurrence of 
stent 
thrombosis, 
surrogate 
markers for 
cardiovascular 
damage 

55 (27 aspirin 
monotherapy) 

 

 

 

 

 


