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5.6.2. Patients with atherosclerotic cardiovascular 
disease and/or revascularization without an 
indication for long-term oral anticoagulation 
5.6.2.1. Chronic coronary syndromes 
Patients with diabetes and documented significant CAD or with prior 
revascularization are at very high CV risk, and low-dose ASA (75– 
100 mg o.d.) is recommended, although ad hoc RCTs are lacking.48,299 

Both the ADAPTABLE (Aspirin Dosing: A Patient-Centric Trial 
Assessing Benefits and Long-term) and CURRENT-OASIS 7 
(Clopidogrel Optimal Loading Dose Usage to Reduce Recurrent 
EveNTs/Optimal Antiplatelet Strategy for InterventionS) trials showed 
comparable efficacy of a lower dose (75–100 mg o.d.) and a three- to 

four-fold higher (300–325 mg o.d.) ASA dose in both chronic coronary 
syndrome (CCS) and ACS.300,301 

Clopidogrel provides an alternative in ASA-intolerant patients or can 
be combined with low-dose ASA (clopidogrel 75 mg o.d. and ASA 75– 
100 mg o.d.) as dual antiplatelet therapy (DAPT) in patients with CCS 
undergoing percutaneous coronary intervention (PCI). 

The THEMIS (Effect of Ticagrelor on Health Outcomes in Diabetes 
Mellitus Patients Intervention Study) trial tested the efficacy and safety of 
adding the P2Y12 inhibitor ticagrelor (60 mg b.i.d.) or placebo to ASA 
(75–150 mg o.d.) in 19 220 patients with diabetes and a history of PCI or 
coronary artery bypass graft (CABG), or a documented stenosis (≥50%) 
in at least one coronary artery, and no previous MI or stroke 

Hyperglycaemia, insulin resistance or deficiency, metabolic imbalances

Atherothrombosis

Hypertension
Smoking
Obesity

Dyslipidaemia

Fibrin
network

Activated
platelets

Thrombin
generation

Inflammation

ROS
Platelet

turnover

Non-enzymatic
protein glycation

modifying function

Pro-coagulant and
hypofibrinotic

milieu

Endothelial
dysfunction
NO synthesis

Figure 11 Mechanisms contributing to altered platelet activation and atherothrombosis in patients with diabetes. ↑, increase; ↓, decrease; NO, nitric oxide; 
ROS, reactive oxygen species.289,290 The figure depicts the major determinants contributing to platelet activation leading to atherothrombosis in patients 
with diabetes. An inflammatory environment, metabolic changes, endothelial dysfunction and altered platelet turnover result in a platelet population char-
acterized by enhanced activation, increased thrombin generation, and suppression of the fibrinolytic system. Thrombin release by platelets and de novo gen-
eration through activation of the coagulation pathway further amplify platelet activation and result in fibrin network formation, thus playing a pivotal role in 
the increased risk of thrombosis in individuals with diabetes.   
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5.6.2. Patients with atherosclerotic cardiovascular 
disease and/or revascularization without an 
indication for long-term oral anticoagulation 
5.6.2.1. Chronic coronary syndromes 
Patients with diabetes and documented significant CAD or with prior 
revascularization are at very high CV risk, and low-dose ASA (75– 
100 mg o.d.) is recommended, although ad hoc RCTs are lacking.48,299 

Both the ADAPTABLE (Aspirin Dosing: A Patient-Centric Trial 
Assessing Benefits and Long-term) and CURRENT-OASIS 7 
(Clopidogrel Optimal Loading Dose Usage to Reduce Recurrent 
EveNTs/Optimal Antiplatelet Strategy for InterventionS) trials showed 
comparable efficacy of a lower dose (75–100 mg o.d.) and a three- to 

four-fold higher (300–325 mg o.d.) ASA dose in both chronic coronary 
syndrome (CCS) and ACS.300,301 

Clopidogrel provides an alternative in ASA-intolerant patients or can 
be combined with low-dose ASA (clopidogrel 75 mg o.d. and ASA 75– 
100 mg o.d.) as dual antiplatelet therapy (DAPT) in patients with CCS 
undergoing percutaneous coronary intervention (PCI). 

The THEMIS (Effect of Ticagrelor on Health Outcomes in Diabetes 
Mellitus Patients Intervention Study) trial tested the efficacy and safety of 
adding the P2Y12 inhibitor ticagrelor (60 mg b.i.d.) or placebo to ASA 
(75–150 mg o.d.) in 19 220 patients with diabetes and a history of PCI or 
coronary artery bypass graft (CABG), or a documented stenosis (≥50%) 
in at least one coronary artery, and no previous MI or stroke 

Hyperglycaemia, insulin resistance or deficiency, metabolic imbalances
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Figure 11 Mechanisms contributing to altered platelet activation and atherothrombosis in patients with diabetes. ↑, increase; ↓, decrease; NO, nitric oxide; 
ROS, reactive oxygen species.289,290 The figure depicts the major determinants contributing to platelet activation leading to atherothrombosis in patients 
with diabetes. An inflammatory environment, metabolic changes, endothelial dysfunction and altered platelet turnover result in a platelet population char-
acterized by enhanced activation, increased thrombin generation, and suppression of the fibrinolytic system. Thrombin release by platelets and de novo gen-
eration through activation of the coagulation pathway further amplify platelet activation and result in fibrin network formation, thus playing a pivotal role in 
the increased risk of thrombosis in individuals with diabetes.   
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Figure 11 Mechanisms contributing to altered platelet activation and atherothrombosis in patients with diabetes. ↑, increase; ↓, decrease; NO, nitric oxide; 
ROS, reactive oxygen species.289,290 The figure depicts the major determinants contributing to platelet activation leading to atherothrombosis in patients 
with diabetes. An inflammatory environment, metabolic changes, endothelial dysfunction and altered platelet turnover result in a platelet population char-
acterized by enhanced activation, increased thrombin generation, and suppression of the fibrinolytic system. Thrombin release by platelets and de novo gen-
eration through activation of the coagulation pathway further amplify platelet activation and result in fibrin network formation, thus playing a pivotal role in 
the increased risk of thrombosis in individuals with diabetes.   
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5.6.2. Patients with atherosclerotic cardiovascular 
disease and/or revascularization without an 
indication for long-term oral anticoagulation 
5.6.2.1. Chronic coronary syndromes 
Patients with diabetes and documented significant CAD or with prior 
revascularization are at very high CV risk, and low-dose ASA (75– 
100 mg o.d.) is recommended, although ad hoc RCTs are lacking.48,299 

Both the ADAPTABLE (Aspirin Dosing: A Patient-Centric Trial 
Assessing Benefits and Long-term) and CURRENT-OASIS 7 
(Clopidogrel Optimal Loading Dose Usage to Reduce Recurrent 
EveNTs/Optimal Antiplatelet Strategy for InterventionS) trials showed 
comparable efficacy of a lower dose (75–100 mg o.d.) and a three- to 

four-fold higher (300–325 mg o.d.) ASA dose in both chronic coronary 
syndrome (CCS) and ACS.300,301 

Clopidogrel provides an alternative in ASA-intolerant patients or can 
be combined with low-dose ASA (clopidogrel 75 mg o.d. and ASA 75– 
100 mg o.d.) as dual antiplatelet therapy (DAPT) in patients with CCS 
undergoing percutaneous coronary intervention (PCI). 

The THEMIS (Effect of Ticagrelor on Health Outcomes in Diabetes 
Mellitus Patients Intervention Study) trial tested the efficacy and safety of 
adding the P2Y12 inhibitor ticagrelor (60 mg b.i.d.) or placebo to ASA 
(75–150 mg o.d.) in 19 220 patients with diabetes and a history of PCI or 
coronary artery bypass graft (CABG), or a documented stenosis (≥50%) 
in at least one coronary artery, and no previous MI or stroke 

Hyperglycaemia, insulin resistance or deficiency, metabolic imbalances

Atherothrombosis

Hypertension
Smoking
Obesity

Dyslipidaemia

Fibrin
network

Activated
platelets

Thrombin
generation

Inflammation

ROS
Platelet

turnover

Non-enzymatic
protein glycation

modifying function

Pro-coagulant and
hypofibrinotic

milieu

Endothelial
dysfunction
NO synthesis

Figure 11 Mechanisms contributing to altered platelet activation and atherothrombosis in patients with diabetes. ↑, increase; ↓, decrease; NO, nitric oxide; 
ROS, reactive oxygen species.289,290 The figure depicts the major determinants contributing to platelet activation leading to atherothrombosis in patients 
with diabetes. An inflammatory environment, metabolic changes, endothelial dysfunction and altered platelet turnover result in a platelet population char-
acterized by enhanced activation, increased thrombin generation, and suppression of the fibrinolytic system. Thrombin release by platelets and de novo gen-
eration through activation of the coagulation pathway further amplify platelet activation and result in fibrin network formation, thus playing a pivotal role in 
the increased risk of thrombosis in individuals with diabetes.   
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Fig. 2. KM time from index date to major atherothrombotic vascular event among all patients with PAD and peripheral 
revascularization ∗. Abbreviations: ALI, acute limb ischemia; CV, cardiovascular; IS, ischemic stroke; KM, Kaplan-Meier; 
MI, myocardial infarction; PAD, peripheral artery disease. Note: ∗ The "Total composite" category includes patients who 
experienced any of the 5 major atherothrombotic vascular events, including CV-related death. 

Fig. 3. KM time from index date to VTE among all patients with PAD and lower extremity peripheral revascularization, 
stratified by patients with and without a subsequent major atherothrombotic vascular event. Abbreviations: IQR, 
interquartile range; KM, Kaplan-Meier; NR, not reached; PAD, peripheral artery disease; VTE, venous thromboembolism 
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6.1. Antiplatelet therapy in the acute 
phase 
6.1.1. Oral antiplatelet therapy 
Antiplatelet drugs play a key role in the acute phase of treatment for 
ACS. Table 6 summarizes the dosing regimens of the available oral 
and i.v. antiplatelet drugs. The choice of antiplatelet regimen should 
take the bleeding risk of the patient into account. Factors associated 
with an elevated bleeding risk have been detailed by the Academic 
Research Consortium on High Bleeding Risk (ARC-HBR).233 The 

presence of one major or two minor ARC-HBR risk factors indicates 
high bleeding risk (HBR). Of note, the presence of multiple major risk 
factors is associated with a progressive increase in the bleeding risk.234 

Aspirin treatment is started with a loading dose (LD) as soon as pos-
sible, followed by maintenance treatment (Table 6).235 Current evi-
dence supports an aspirin maintenance dose (MD) of 75–100 mg 
once a day (o.d.).236,237 

Based on the results of the phase III PLATelet inhibition and patient 
Outcomes (PLATO) and TRial to Assess Improvement in Therapeutic 
Outcomes by Optimizing Platelet InhibitioN with Prasugrel 
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Figure 9 Antithrombotic treatments in acute coronary syndrome: pharmacological targets. ADP, adenosine diphosphate; FVIIa, Factor VIIa; FXa, Factor Xa; 
GP, glycoprotein; TF, tissue factor; TxA2, thromboxane A2; UFH, unfractionated heparin. Drugs with oral administration are shown in blue and drugs with 
preferred parenteral administration in red.   
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6.1. Antiplatelet therapy in the acute 
phase 
6.1.1. Oral antiplatelet therapy 
Antiplatelet drugs play a key role in the acute phase of treatment for 
ACS. Table 6 summarizes the dosing regimens of the available oral 
and i.v. antiplatelet drugs. The choice of antiplatelet regimen should 
take the bleeding risk of the patient into account. Factors associated 
with an elevated bleeding risk have been detailed by the Academic 
Research Consortium on High Bleeding Risk (ARC-HBR).233 The 

presence of one major or two minor ARC-HBR risk factors indicates 
high bleeding risk (HBR). Of note, the presence of multiple major risk 
factors is associated with a progressive increase in the bleeding risk.234 

Aspirin treatment is started with a loading dose (LD) as soon as pos-
sible, followed by maintenance treatment (Table 6).235 Current evi-
dence supports an aspirin maintenance dose (MD) of 75–100 mg 
once a day (o.d.).236,237 

Based on the results of the phase III PLATelet inhibition and patient 
Outcomes (PLATO) and TRial to Assess Improvement in Therapeutic 
Outcomes by Optimizing Platelet InhibitioN with Prasugrel 

Eptifibatide

Tirofiban

Clopidogrel

Aspirin

Ticagrelor

Prasugrel

Cangrelor

Rivaroxaban

Apixaban

Edoxaban

UFH

Enoxaparin

Dabigatran

Bivalirudin

Fondaparinux

GP IIb/IIIa

TxA2

P2Y12 receptor

Thromboxane
receptor

Thrombin
receptor

ADP

P P

Plaque rupture or
plaque erosion

Platelet
activation

TF:FVIIa Aggregation of
activated platelets

Fibrinogen
Fibrin

FXa

Thrombin
Mature

fibrin clot

Figure 9 Antithrombotic treatments in acute coronary syndrome: pharmacological targets. ADP, adenosine diphosphate; FVIIa, Factor VIIa; FXa, Factor Xa; 
GP, glycoprotein; TF, tissue factor; TxA2, thromboxane A2; UFH, unfractionated heparin. Drugs with oral administration are shown in blue and drugs with 
preferred parenteral administration in red.   
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in the aspirin group, a relative-risk reduction of 7·3%
(!5·7 to 18·7) in favour of clopidogrel (p=0·26). For
patients with myocardial infarction, the average event rate
per year was 5·03% in the clopidogrel group compared
with 4·84% in the aspirin group; a relative-risk increase of
3·7% (22·1 to !12·0) associated with clopidogrel
(p=0·66). For patients with peripheral arterial disease, the
average event rate per year in the clopidogrel group was
3·71% compared with 4·86% in the aspirin group; a
relative-risk reduction of 23·8% (8·9 to 36·2) in favour of
clopidogrel (p=0·0028) (figure 4).

A test of heterogeneity of these three treatment effects,
was statistically significant (p=0·042), suggesting that the
true benefit may not be identical across the three clinical
subgroups.

years older on average than those in the myocardial
infarction group, and there were differences in the
proportion of men across the three clinical subgroups.
Previous history of vascular events and vascular risk
factors show that there was an overlap in the three clinical
subgroups. For example, 12% of the stroke subgroup and
8% peripheral arterial disease reported a history of
myocardial infarction. 2% of the younger myocardial
infarction subgroup reported previous stroke and 6%
peripheral arterial disease. 6% of the peripheral arterial
disease group had experienced a previous stroke and 21%
a previous myocardial infarction. About 18% of the stroke
subgroup had experienced at least one additional stroke
before their qualifying event; similarly the qualifying
myocardial infarction was not their first for 17% of the
myocardial infarction subgroup. 50% of the study cohort
had a history of hypertension, 25% had a history of
angina, and 20% had diabetes mellitus.

For the ischaemic stroke group, mean time from stroke
onset to randomisation was 53 days; 59% of qualifying
events were atherothrombotic and 40% lucunar. For the
myocardial infarction group, mean time from onset of
symptoms to randomisation was 17·6 days, 34% of the
qualifying events were anterior and 57% were inferior. For
the peripheral arterial disease group, mean duration of
symptomatic disease before randomisation was 4·2 years
and 63% were eligible on the basis of arterial intervention.
For those qualifying on the basis of current claudication,
the mean ankle/arm blood pressure ratio at entry was 0·57.
T hese baseline characteristics were similar between the
two treatment groups.

Analyses based on the primary outcome cluster of
ischaemic stroke, myocardial infarction, or vascular death
are summarised for each of the clinical subgroups in table
7, which also shows the type of first outcome event.
Within this primary cluster of ischaemic events, recurrent
stroke and stroke deaths were most common within the
stroke subgroup and fatal or non-fatal myocardial
infarctions most common in the myocardial infarction
subgroup. Patients with peripheral arterial disease had
approximately equal risks of stroke and myocardial
infarction.
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Subgroup and treatment Individual first-outcome events Other Total Event rate Relative- p
group Stroke MI vascular per year risk

Non-fatal Fatal Non-fatal Fatal
death reduction

(95% CI)

Stroke
Clopidogrel (nyrs=6054*) 298 17 33 11 74 433 7· 15% 7· 3% 0· 26

(!5· 7 to 18· 7)
Aspirin (nyrs=5979) 322 16 37 14 72 461 7· 71%

MI
Clopidogrel (nyrs=5787) 37 5 143 20 86 291 5· 03% !3· 7% 0· 66

(!22· 1 to 12· 0)
Aspirin (nyrs=5843) 34 8 152 22 67 283 4· 84%

PAD
Clopidogrel (nyrs=5795) 70 11 50 18 66 215 3· 71% 23ª8% 0· 0028

(8· 9 to 36· 2)
Aspirin (nyrs=5797) 74 8 81 27 87 277 4· 86%

All patients
Clopidogrel (nyrs=17636) 405 33 226 49 226 939 5· 32% 8· 7% 0· 043

(0· 3 to 16· 5)
Aspirin (nyrs=17519) 430 32 270 63 226 1021 5· 83%

*Patient years at risk. MI=myocardial infarction; PAD=peripheral arterial disease.
Table 7: Treatment effect by subgroup—ischaemic stroke, MI, or vascular death

Aspirin better

A ll patients

MI

PAD

Stroke

Relative-risk reduction (%)

Clopidogrel better
–40 –30 –20 –10 0 10 20 30 40

Figure 4: Relative-risk reduction and 95% CI by disease
subgroup
MI=myocardial infarction; PAD=peripheral arterial disease.

Lancet 1996;348:1329-39
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0.02), and 8 had complete occlusion (cilostazol, 5.1% [2 of
39]; control, 16.2% [6 of 37]; p ! 0.12). After 24 months,
the freedom from TLR and TVR was significantly higher in
the cilostazol group than in the control group (87.2% vs.
67.6%, p " 0.05; 84.6% vs. 62.2%, p ! 0.04, respectively)
(Fig. 2). The freedom from MACE was also significantly
higher in the cilostazol group compared with the control
group (79.5% vs. 48.7%, p ! 0.006) (Fig. 3). There were no
significant differences in death, MI, stroke, and leg ampu-
tation between the 2 groups; however, repeat revasculariza-
tion was significantly lower in the cilostazol group than in
the control group (18.0% [7 of 39] vs. 43.6% [17 of 39], p !
0.014) (Table 3). There were 3 deaths during the study: 1 in
the cilostazol group (cardiac death) and 2 in the control
group (1 cardiac and 1 noncardiac death). In 1 (2.6%)

patient in the control group, critical limb ischemia devel-
oped 16 months after the procedure. The resting ankle-
brachial pressure index was significantly better at 24 months
in the cilostazol group compared with the control group
(0.81 vs. 0.72, p " 0.05) (Fig. 4).

Discussion

The effect of cilostazol after EVT for femoropopliteal
disease was investigated in a multicenter randomized trial.
Binary restenosis, TLR, and TVR after 2 years were
significantly lower among patients treated with cilostazol
compared with controls. We used provisional stenting to
determine appropriate stent implantation on the basis of the
results of balloon angioplasty. The rate of restenosis in the
control group at 2 years after EVT was 70.3%. Schillinger
et al. (7) reported a restenosis rate of 69.2% at 2 years after
balloon angioplasty with optional secondary stenting (mean

Figure 2 Freedom From TVR

Freedom from target vessel revascularization (TVR) after 24 months was signifi-
cantly higher in the cilostazol (#) group (green line) compared with the cilosta-
zol ($) control group (red line) (84.6% vs. 62.2%, p ! 0.038).

Figure 3 Freedom From MACE

Freedom from major adverse cardiovascular events (MACE) after 24 months
was significantly higher in the cilostazol (#) group (green line) compared with
the cilostazol ($) control group (red line) (79.5% vs. 48.7%, p ! 0.006).

Major Adverse Cardiovascular Events inPatients Who Did and Did Not Receive Cilostazol

Table 3 Major Adverse Cardiovascular Events in
Patients Who Did and Did Not Receive Cilostazol

Total
Cilostazol (!)

(n " 39)
Cilostazol (#)

(n " 39) p Value

Death (cardiac death) 3 (1) 1 (0) 2 (1) 0.60

Nonfatal MI 0 0 0 0.99

Stroke 1 0 1 0.31

Repeat revascularization 24 7 17 0.014

TLR 17 5 12

TVR 20 6 14

Non-TVR 5 2 3

Surgical
revascularization

1 1 0

Leg amputation 0 0 0 0.99

Major bleeding 0 0 0 0.99

MI ! myocardial infarction; TLR ! target lesion revascularization; TVR ! target vessel
revascularization.

Figure 4 Resting Ankle-Brachial Pressure Index

The resting ankle-brachial pressure index was significantly better at 24 months
in the cilostazol (#) group (green bars) compared with the cilostazol ($) con-
trol group (red bars) (0.81 vs. 0.72, p ! 0.046).
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control group at 2 years after EVT was 70.3%. Schillinger
et al. (7) reported a restenosis rate of 69.2% at 2 years after
balloon angioplasty with optional secondary stenting (mean

Figure 2 Freedom From TVR

Freedom from target vessel revascularization (TVR) after 24 months was signifi-
cantly higher in the cilostazol (#) group (green line) compared with the cilosta-
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the cilostazol ($) control group (red line) (79.5% vs. 48.7%, p ! 0.006).
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Soga 2009 Ida 2008 (vs AAS + Ticlo)

STOP IC 2013

AAS Ticagrelor Pegassus (PAD) 2015 PLATO 2009 (PAD)
Themis (PAD) 2019

AAS Vorapaxar

ACO AVK BOA  2000 (BPS) Dai-Do Do 1994 vs AAS + Dipi

Sarac / Johnson

DPI

AAS + AVK WAVE
AAS + Edoxaban ePAD 2018 

AAS + 
Rivaroxaban 5

Voyager PAD 2020

TTA AAS + Clopi + 
Riva Voyager PAD Clopi
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Rivaroxaban

HR 0.85
95% CI 0.76 – 0.96

P=0.0085

19.9%

17.3%

3 6 9 12 15 18 21 24 27 30 33 36

Months from Randomization

Primary Endpoint
Acute limb ischemia, major amputation for vascular cause, 

myocardial infarction, ischemic stroke, CV death

n 6554 (4293)

PF1 MACE + MALE 1 a

AAS + Rivaroxaban (2.5 c/12h) o Placebo

First Events Prevented / Caused for 10,000 Patients Treated* for 1 Year

24

-300 -200 -100 0 100 200 300

Favors Rivaroxaban 2.5 mg twice 
daily plus aspirin 

Favors aspirin 
monotherapy

-181

-110

-20

-42

-19

-10

29

-6

0

Primary Efficacy Outcome

Acute Limb Ischemia

Major Amputation of Vascular Etiology

Myocardial Infarction

Ischemic Stroke

Cardiovascular Death

Principal Safety Outcome

Intracranial Hemorrhage

Fatal Bleeding

(-269 – -94)

(-165 – -56)

(-53 – 12)

(-84 – -1)

(-50 – 13)

(-48 – 28)

(-2 – 60)

(-22 – 11)

(-10 – 11)

*Efficacy and safety on-treatment

Bonaca M N Engl J Med 2020;382:1994-2004.
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post hoc clopidogrelEvidencia

n 3234 (50,5%) 
Mediana 31 d (< 6 m)



n 3234 (50,5%) 
Mediana 31 d (< 6 m)

post hoc clopidogrel

Circulation 2020;142:2210-2230

P interac no sign: EL BENEFICIO DE LA 
COMBINACIÓN RIVAROXABÁN + 
ASPIRINA SOBRE ASPIRINA SOLA FUE 

Evidencia
✓ > DBT 
✓ > EAC 
✓ > Revasc Previo 
✓ > Complejidad
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Atero Trombo Embolismo

Sistémico: RR MALE (1er año) y MACCE

Amplia disponibilidad de fármacos y combinaciones

Escasa evidencia específica y útil

Extrapolación de ECA de otros territorios

Conclusiones



Al menos un AA a largo plazo

clopi > AAS? - Cilostazol????

#1 DPI (riva) recomendable

#2 DAPT alternativa

TAT si stenting complejo

ACO Full CI solos o asociados

Poblaciones especiales: Coronarios, ACO, Isq. Aguda

Tto “in a nutshell”

6.1. Antiplatelet therapy in the acute 
phase 
6.1.1. Oral antiplatelet therapy 
Antiplatelet drugs play a key role in the acute phase of treatment for 
ACS. Table 6 summarizes the dosing regimens of the available oral 
and i.v. antiplatelet drugs. The choice of antiplatelet regimen should 
take the bleeding risk of the patient into account. Factors associated 
with an elevated bleeding risk have been detailed by the Academic 
Research Consortium on High Bleeding Risk (ARC-HBR).233 The 

presence of one major or two minor ARC-HBR risk factors indicates 
high bleeding risk (HBR). Of note, the presence of multiple major risk 
factors is associated with a progressive increase in the bleeding risk.234 

Aspirin treatment is started with a loading dose (LD) as soon as pos-
sible, followed by maintenance treatment (Table 6).235 Current evi-
dence supports an aspirin maintenance dose (MD) of 75–100 mg 
once a day (o.d.).236,237 

Based on the results of the phase III PLATelet inhibition and patient 
Outcomes (PLATO) and TRial to Assess Improvement in Therapeutic 
Outcomes by Optimizing Platelet InhibitioN with Prasugrel 

Eptifibatide

Tirofiban

Clopidogrel

Aspirin

Ticagrelor

Prasugrel

Cangrelor

Rivaroxaban

Apixaban

Edoxaban

UFH

Enoxaparin

Dabigatran

Bivalirudin

Fondaparinux

GP IIb/IIIa

TxA2

P2Y12 receptor

Thromboxane
receptor

Thrombin
receptor

ADP

P P

Plaque rupture or
plaque erosion

Platelet
activation

TF:FVIIa Aggregation of
activated platelets

Fibrinogen
Fibrin

FXa

Thrombin
Mature

fibrin clot

Figure 9 Antithrombotic treatments in acute coronary syndrome: pharmacological targets. ADP, adenosine diphosphate; FVIIa, Factor VIIa; FXa, Factor Xa; 
GP, glycoprotein; TF, tissue factor; TxA2, thromboxane A2; UFH, unfractionated heparin. Drugs with oral administration are shown in blue and drugs with 
preferred parenteral administration in red.   
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