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LA GESTIONE DEL PAZIENTE 
PANVASCOLARE IN CRONICO



La terapia antiaggregante 

dopo il 12 mese da una SCA: 

connessione tra ospedale e 

territorio
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MI, myocardial infarction.

*Adjusted for differences in study populations; MI, myocardial infarction. Shaded areas / figures in brackets [95%CI]

1. Rapsomaniki E et al. ESC Late Breaking Registry presentation 2014.

~1 in 5 patients were event free 
for the first year post-MI suffered

an MI, stroke or death within 3 years

APOLLO 4-country analysis: adjusted incidence*[Rapsomaniki 2014]
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Sweden 19.8 (19.4-20.2)

USA 18.2 (17.6-18.9)

UK 21.3 (18.2-24.2)

France 16.7 (14.3-19.2)

Adjusted risk (%)

Shaded areas correspond to 95% confidence intervals



Risk vs. Benefit of DAPT



Antiplatelet Therapy Trials



Primary Results: Continued 
Thienopyridine vs Placebo 
12 months after DES



Primary Safety End Point 
(Moderate or Severe Bleeding): 
12-30 Months



Continued Thienopyrine vs 
Placebo 1 year after PCI 
(N=11648) 



Effect of Continued DAPT on MI 
by ACS presentation 1 year prior 
to randomization



DAPT: Withdrawal of 
Thienopyridine 12 Months after 
Coronary Stenting









Ticagrelor 90 mg bid

Ticagrelor 60 mg bid

Ticagrelor pooled

Placebo betterTicagrelor better

7.4 0.70 (0.57–0.87)

8.0 0.75 (0.61–0.92)

7.7 9.9 0.73 (0.61–0.87) <0.001*

8.1 0.90 (0.72–1.12)

7.2 0.82 (0.65–1.02)

7.6 8.7 0.86 (0.71–1.04) 0.11

6.3 0.96 (0.73–1,26)

6.9 1.06 (0.81–1.38)

6.6 6.9 1.01 (0.80–1.27) 0.96

3-year Kaplan-Meier rate (%)

1.0

Ticagrelor Placebo HR (95% CI) P value

P trend <0.001

≤30 days

n=7181

>30 days

to 1 year

n=6501

>1 year

n=5079

Time from P2Y12 inhibitor 

withdrawal to randomization

PEGASUS-TIMI 54: Effect of Ticagrelor on the 

Composite of CV Death, MI and Stroke at 3 years 

by Time from P2Y12 Withdrawal 

27

*Indicates nominal P value

Bonaca MP et al. Eur Heart J 2016;37:1133–1142



Efficacy and safety with ticagrelor 
in patients with prior myocardial 

infarction in the approved European 
label

Subgroup analysis from 
PEGASUS-TIMI 54



Background

 The CHMP-EMA approved European label recommends 
that after the initial 1-year treatment with ticagrelor 90 
mg bid in ACS patients, treatment with ticagrelor 60 mg 
bid may be started without interruption as continuation 
therapy

 Treatment can also be initiated up to 2 years from the 
MI, or within 1 year after stopping previous ADP 
receptor inhibitor treatment

 This subgroup analysis reports on the efficacy and 
bleeding safety in the PEGASUS-TIMI 54 sub-
population recommended for treatment in the European 
label

Ticagrelor EU label http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/001241/human_med_001398.jsp&mid=WC0b01ac058001d125

Dellborg M et al. Eur Heart J 2017;38(suppl):794–795. Abs P3670 (Presented at ESC 2017)

*Age ≥65 years, diabetes mellitus, second prior MI, multivessel CAD or chronic non-end-stage renal disease 



What Guidelines say?



ASPIRIN









Flow-chart decisionale

G Ital Cardiol (Rome). 2018 May;19(5):263-331. 



Compass: study design
Objective: To determine the efficacy and safety of vascular dose rivaroxaban plus aspirin compared 
with aspirin alone for the prevention of MI, stroke and cardiovascular death in chronic CAD or PAD

Antithrombotic investigations‡ were stopped 1 year ahead of expectations in February 2017 

due to overwhelming efficacy in the rivaroxaban 2.5 mg bid + aspirin arm2

Rivaroxaban 5.0 mg bid

Aspirin 100 mg od

Rivaroxaban 2.5 mg bid + aspirin 100 mg od 

30-day

washout 

period
30-day run-in*

aspirin 100 mg

Final 

follow-up 

visit

R

Final 

washout 

period visit

1:1:1

N=27,395
Population:

Chronic 

CAD (91%)

PAD (27%)

Average follow-up: 23 months at 
early termination of study2

Factorial design 

± pantoprazole#

*The CAD analysis includes 1448 patients who entered COMPASS immediately post-CABG (with no run-in)3; #Patients who were not receiving a 

proton pump inhibitor (PPI) were randomized to pantoprazole or placebo (partial factorial design); ‡The PPI pantoprazole component of the study is 

continuing; data will be communicated once complete

1. Bosch J et al, Can J Cardiol 2017;33:1027–1035; 2. Eikelboom JW et al, N Engl J Med 2017;377:1319-1330;

3. Connolly SJ et al, Lancet 2017; doi:10.1016/S0140-6736(17)32816-7



Dual Pathway Inhibition with Rivaroxaban 2.5 mg bid + Aspirin 
Significantly Reduced MACE by 26% Versus Aspirin

Connolly SJ et al, Lancet 2017; doi:10.1016/S0140-6736(17)32816-7

Stroke/MI/Cardiovascular death
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Rivaroxaban + Aspirin

Rivaroxaban

Aspirin

Year

Rivaroxaban 2.5 mg bid + aspirin vs aspirin

Rivaroxaban 5 mg bid vs aspirin

HR=0.74 (95% CI 0.65–0.86) p<0.0001

HR=0.89 (95% CI 0.78–1.02) p=0.09



The risk for bleeding is dynamic 
and could change over time…

Continuous

reassessment...



LA GESTIONE DEL PAZIENTE 
ANCHE FIBRILLANTE















Antithrombotic therapy after an acute coronary syndrome 

in atrial fibrillation patients requiring anticoagulation

The 2018 European Heart Rhythm Association Practical Guide on the use of non-vitamin K

antagonist oral anticoagulants in patients with atrial fibrillation

European Heart Journal (2018) 39, 1330–1393







RE-DUAL PCI
STUDY DESIGN

Warfarin (INR 2.0–3.0) + P2Y12 inhibitor* + ASA

Dabigatran 110 mg twice daily + P2Y12

inhibitor**

Dabigatran 150 mg twice daily + P2Y12

inhibitor**

Patients with 

non-valvular

AF 

(paroxysmal, 

persistent or 

permanent, 

but not 

secondary to 

reversible 

disorder 

unless long-

term OAC is 

planned) 

either 

treatment 

naïve or 

receiving 

OAC, ACS 

or stable 

CAD 

undergoing 

PCI with 

stenting 

(BMS or 

DES)

N=2725

Randomisat

ion

≤120 hours

post-PCI*

6-month minimum treatment duration with visits every 3 

months for the first year, then visits and telephone contact 

alternating every 3 months and a 1-month 

post-treatment visit

Dabigatran (110 or 150 mg)

P2Y12 inhibitor**

Warfarin

P2Y12 inhibitor**

Mean duration 

of follow-up:

~14 months

1 month of ASA (BMS)

3 months of ASA (DES)

R

Multicentre, prospective

randomised,

open-label trial following

PROBE design



PIONEER AF-PCI
STUDY DESIGN

* Rivaroxaban dosed at 10 mg once daily in patients with CrCl of 30 to <50 mL/min

†Alternative P2Y12 inhibitors  prasugrel 10 mg once daily or ticagrelor 90 mg twice daily

‡Low-dose aspirin (75–100 mg/day)

∆Open-label VKA

GI, gastrointestinal; WOEST, what is the optimal antiplatelet and anticoagulant therapy in patients with oral anticoagulation and 

coronary stenting

Gibson et al. Am Heart J 2015;169:474–8. e5

≤72 

hours 

after 

sheath 

removal

INR ≤2.5

R

A

N

D

O

M

I

z

E

1:1:1

1, 6 or 12 months

Investigator prespecified 

intended duration of DAPT 

and alternate P2Y12 inhibitor 

before randomization

Rivaroxaban 15 mg once daily* (First dose 72–

96 hours after sheath removal)

Clopidogrel 75 mg once daily†

Rivaroxaban 15 mg 

once daily*

Aspirin 75–100 mg 

once daily

Rivaroxaban 2.5 mg twice 

daily (First dose 12–96 

after sheath removal)

Clopidogrel 75 mg once 

daily†

Aspirin 75–100 mg once 

daily‡

VKA∆ (target INR 2.0–3.0) 

Aspirin 75–100 mg once 

daily

VKA∆ (target INR 2.0–

3.0 at investigation 

discretion; first dose 

12–96 after sheath 

removal)

Clopidogrel 75 mg 

once daily†

Aspirin 75–100 mg 

once daily

WOEST 

Like

ATLAS 

Like

SOC Triple

Therapy

1, 6 or 12 months

Investigator 

prespecified

intended duration of 

DAPT and alternate 

P2Y12 inhibitor before

randomization

• 2100 patients 

with 

paroxysmal, 

persistent or 

permanent 

non-valvular

AF

• Coronary 

stenting

• No prior 

stroke/TIA, 

GI bleeding, 

Hb <10 g/dL, 

CrCl <30 

mL/min

N=2124

End of treatment

12 months







GRSC (Nov. 25) & E-RPT (Nov. 26)





GRSC (Nov. 25) & E-RPT (Nov. 26)











FROM CLINICAL TRIALS TO CLINICAL PRACTICE…



LA «BUONA» DIMISSIONE



GRAZIE!


