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Antithrombotic drugs in the treatment of ACS

DAPT, dual antiplatelet therapy; LMWH, low molecular weight heparin; UFH, unfractionated heparin
Sibbing et al. Thromb Haemost 2017;117:1240–8



History of DAPT therapy in patients with 
coronary disease, a 20 year journey

Valgimigli et al. Eur Heart J 2018;39:213–60



Wiviott et al. N Engl J Med 2007;357:2001–15
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Primary Endpoint: Death from Vascular causes, MI or stroke
Ticagrelor 9.8%, Clopidogrel 11.7%

HR 0.84 95% CI 0.77-0.92

Safety endpoint: Major Bleeding
HR 1.04 95% CI 0.95-1.13

CI, confidence interval; HR; hazard ratio; MI, myocardial infarction
Wallentin L et al. N Engl J Med. 2009;361:1045–57

Cu
m

ul
at

iv
e 

in
ci

de
nc

e 
of

 
pr

im
ar

y 
en

dp
oi

nt
 (%

)

100

0
0 2 6 12

Months

Cu
m

ul
at

iv
e 

in
ci

de
nc

e 
of

 
m

aj
or

 b
le

ed
in

g 
(%

)

100

0
0 12

Months

20

40

60

20

40

60

80

4 108 108642

9333
9291

8628
8521

8219
8124

4147
4047

9235
9186

3433
3479

8460
8362

5161
5096

6743
6650

3783
3841

5129
5209

6545
6670

6826
6930

7246
7305

No at risk
Ticagrelor

Clopidogrel

80

P<0.001 P=0.43

12

0
0 12

2

6
8

10

108642

Ticagrelor
Clopidogrel

Ticagrelor
Clopidogrel

4

15

0
0 12

10

108642

5



Both Prasugrel and Ticagrelor are superior to 
Clopidogrel: Which should we use?



ESC 2018 Guidelines on myocardial 
revascularisation



Olier et al. Heart 2018; DOI 10.1136/heartjnl-2017-312366 



Olier et al. Heart 2018; DOI 10.1136/heartjnl-2017-312366 



Trial
• Randomized controlled, multi-centre trial in patients in whom invasive 

management planned, randomized to receive Ticagrelor or Prasugrel

Primary Endpoint 
• Composite of death, myocardial infarction or stroke at 12 months

Secondary Endpoints
• BARC 3-5 Bleeding (safety endpoint)
• Individual components of primary endpoint
• Stent thrombosis





Protocol





• 41% patients STEMI, 46% NSTEMI

• > 99.5% of patients received coronary 
angiography

• 84% of patients underwent PCI, 2% CABG and 
14% medically managed





NNT=42









ISAR REACT 5: Greater discontinuation of Ticagrelor (15%) vs Prasugrel (12%) 
P<0.05, median time to discontinuation 84 days (Ticagralor vs 102 days (Prasugrel)



Suggested algorithm from NEJM editorial

Clopidogrel



Summary
• RCTs show superiority of Prasugrel and Ticagrelor to Clopidogrel

• ISAR-REACT 5 RCT in ACS demonstrates superior outcomes of 
Prasugrel in ACS patients with a planned invasive management

• Superiority mainly driven be decreased risk of type 1 AMI and stent 
thrombosis

• Landmark trial providing insight into optimal anti-platelet therapy in 
patients treated with planned invasive strategy

• Advances personalization of antiplatelet therapy in ACS


