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insurance 

claims 

• Linked to death 

registry 

• Age >65 years 

• n=53,9091 

• Demographics 

and health 

insurance 

claims 

• Commercially 

insured  

• 50–64 years2 

• n=13,4922 

• Three linked 

datasets 

• Longitudinal 

data 

• Primary and 

secondary care 

• Disease and 

death registry 

• n=72381  

• Nationwide 

• Longitudinal data 

• Hospital discharge 

data linked to 

prescribed data 

register and death 

registry 

• n=77,9761 

• n=76,6873* 

• Sample of 

national 

healthcare 

insurance data 

• Hospital 

discharge data 

linked to death 

registry 

• n=17571 

• n=17644* 

Countries 

Databases 

Details 

USA UK Sweden France 

CALIBER HELICON HORUS Acronyms  

APOLLO: 5 estudios individuales en 4 paises 
que reunieron >150.000 pacientes 

1Rapsomaniki E, et al. ESC Late Breaking Registry abstract 2014: In press; 2 DeVore S, et al. ISPOR poster 2014; 
3Jernberg T, et al. ESC poster 2014: In press; 4Blin P, et al. ESC poster 2014: In press. 

*This differs from the N in the 4-country analysis (Rapsomaniki E, et al) due to harmonisation of the data  
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*Adjusted for differences in study populations; MI, myocardial infarction. Shaded areas / figures in brackets [95%CI] 

Rapsomaniki E, et al. ESC Late Breaking Registry presentation 2014: In press. 

 Uno de cada cinco de los pacientes libres de 
eventos en el primer año tras un infarto, sufrirán en los 

siguientes tres años un  ictus, muerte o infarto 



ACS, acute coronary syndromes; MACE, major adverse cardiac events; PCI, percutaneous coronary intervention; 

PROSPECT, Providing Regional Observations to Study Predictors of Events in the Coronary Tree. 

Stone GW, et al. N Engl J Med 2011;364:226–235. 

Los eventos recurrentes en los pacientes con SCA 
pueden ser consecuencia de nuevas placas ATC o de las 

lesiones culpables iniciales 

PROSPECT study: Prospective study of the natural history of atherosclerosis over 3 
years in patients with ACS who underwent PCI (n=697) 



El SCA es la punta del “icerberg 
aterotrombótico” 

ACS, acute coronary syndrome; NSTEMI, non-ST segment elevation myocardial infarction; STEMI, ST segment elevation myocardial infarction; 

UA, unstable angina. Goldstein JA. J Am Coll Cardiol 2002;39:1464–1467. 

ACUTE PLAQUE 

RUPTURE ACS  

(UA/NSTEMI/STEMI) 



CARDIOPATÍA ISQUÉMICA 

SCA ATEROSCLEROSI

S 

ATEROSCLEROSI

S 

ICP ICP ICP … 



RIESGO RESIDUAL 

Antithrombotic Trialists’ (ATT) Col- laboration. Aspirin in the primary and secondary prevention of 

vascular disease: collaborative meta-analysis of individual participant data from randomised trials. 

Lancet 2009;373:1849-60.  

 

AAS 



En el primer año tras un SCA… 
CURE 

Clopidogrel 

PLATO 

Ticagrelor TRITON TIMI 38 

Prasugrel 



CHARISMA
 

* MI (fatal or non-fatal), stroke (fatal or non-fatal), or cardiovascular death; 

 event-driven trial 

Clopidogrel  
75 mg/day 
(n=7802) 

Placebo  
1 tablet/day  
(n=7801) 

1-month  

visit 

Final visit  
(Fixed study  
end date) 

Patients age ≥ 45 
years at high risk of 
atherothrombotic 
events 

R Double-blind treatment up to 1040 

primary efficacy events* 

Low dose ASA 75162 mg/day 

Low dose ASA 75162 mg/day 

(n=15603) 

Visits every 6 months 3-month  

visit 

Bhatt DL et al. Am Heart J 2004; 148: 263–268. 



Población general: Ictus/IAM/Muerte 

Bhatt DL, Fox KA, Hacke W, et al. NEJM 2006. 
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Placebo + ASA* 

     7.3% 

Clopidogrel + ASA* 

6.8% 

RRR: 7.1% [95% CI: -4.5%, 17.5%] 

p=0.22  



Population RR (95% CI)    p value   

Qualifying CAD, CVD or PAD *        0.88 (0.77, 0.998)   0.046 

(n=12,153)   

Multiple Risk Factors *       1.20 (0.91, 1.59)    0.20 

(n=3,284)  

Overall Population†       0.93 (0.83, 1.05)    0.22 
(n=15,603)  

Por subgrupos: Primary Efficacy Results 

0.6 0.8 1.4 1.2 

Clopidogrel + ASA  

Better 

 

Placebo + ASA 

 Better 

 

1.6 0.4 

Bhatt DL, Fox KA, Hacke W, et al. NEJM 2006 

Beneficio en Prevención Secundaria 

 

 

 

  

 

evitamos 

9/1000 

(eficacia) 

provocamos 

2/1000 

(sangrado) 



European Heart Journal Advance Access published April 2, 2015  

 



Mauri L, et al. N Engl J Med. Nov 16, 2014. DOI: 10.1056/NEJMe1413297. 

. 



Estudio DAPT 
12 vs. 30 months of DAPT-Thienopyridines in patients with a PCI 

Not eligible for Randomization 
If Death, MI, Repeat Revascularization, Stent Thrombosis, CABG, 
Stroke, GUSTO moderate or severe bleed, Non compliance with 
thienopyridine  (interruptions >14 days), switched thienopyridine 
type or dose within 6 months before randomization. 

Eligible for Enrolment 
PCI with DES (n=22,866)  or BMS (n=2816) 

Randomization 

Patients who are “event free” 

N=9961 

12 month Observation Period 
All subjects on  aspirin 

+ open label thienopyridine treatment 

18 month Treatment Period 

Study drug discontinued, 

all subject on ASA alone 

65% 
Clopidogrel 

/ 
 35% 

Prasugrel 

Clinical follow-up at 33 mo 

n=4658 (94.3%) 

Clinical follow-up at 33 mo 

n=4732 (94.3%) 

Clinical follow-up at 30 mo 

n=4715 (95.4%) 

Clinical follow-up at 30 mo 

n=4783 (95.3%) 

Aspirin + Placebo 

“12 month DAPT arm” 

n=4941 

Aspirin + thienopyridines 

“30 month DAPT arm” 

n=5020 

Mauri L, Kereiakes DJ, Yeh RW, et al.  Twelve or 30 months of dual antiplatelet therapy after 

drug-eluting stents. N Engl J Med 2014;371:2155-66. 

 

 



Resultados DAPT 

Mauri L, Kereiakes DJ, Yeh RW, et al.  Twelve or 30 months of dual antiplatelet therapy after 

drug-eluting stents. N Engl J Med 2014;371:2155-66. 

 

 



Resultados DAPT 





Evitamos 1 trombosis de 
stent por cada 2 Sangrados 

clinicos significativos 

≈ 45 % SCA 



6/24/2015 28 





6/24/2015 30 



 

Wallentin L, et al. N Engl J Med. 2009;361:1045–1057 





An Academic Research Organization of 

Brigham and Women’s Hospital and Harvard Medical School 

Ticagrelor 

90 mg bid 

DOUBLE BLIND Planned treatment with ASA 75 – 150 mg/d & 
 Standard background care 

Placebo 
 
 
 
 
 
 
 
 
 
 Minimum 1 year follow-up 

 Event-driven trial 

  Ticagrelor 

   60 mg bid 
 
 
 
 
 
 
 
 Follow-up Visits 

Q4 mos for 1st yr, then Q6 mos 

   Trial Design 
 
 
 
 
 
 
 
 Stable pts with history of MI 1-3 yrs prior 

+  1 additional atherothrombosis risk factor 
 
 
 
 
  RANDOMIZED 

Bonaca MP et al. Am Heart J 2014;167:437-44 



Key Inclusion & Exclusion Criteria 

   KEY INCLUSION 

•   Age ≥50 years 

•   At least 1 of the following: 

 –  Age ≥65 years 

 –  Diabetes requiring medication 

 –  2nd prior MI (>1 year ago) 

 –  Multivessel CAD 

 –  CrCl <60 mL/min 

•   ToleratingASA and able to be 

 dosed at 75-150 mg/d 
 
 
 
 
 
 
 
 
 
 
 
 
  An Academic Research Organization of 

  Brigham and Women’s Hospital and Harvard Medical School 

• 
 
 
 

• 

• 
 
 
 

• 

• 

• 

  KEY EXCLUSION 

Planned use of P2Y12 antagonist, 

dipyridamole,cilostazol, or anticoag 

Bleeding disorder 

History of ischemic stroke, ICH, CNS 

tumor or vascular abnormality 

Recent GI bleed or major surgery 

At risk for bradycardia 

Dialysis or severe liver disease 
 
 
 
 
 
 
 
 
 
 
 
 
 Bonaca MP et al. Am Heart J 2014;167:437-44 
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 Months from Randomization 
 
An Academic Research Organization of 

Brigham and Women’s Hospital and Harvard Medical School 

3 6 9 12 0 15 18 21 24 27 30 33 36 

   Placebo (9.0%) 
 

   Ticagrelor 90 (7.8%) 

   Ticagrelor 60 (7.8%) 
 
 
 
 
 
 
 
 
 
 Ticagrelor 90 mg 

HR 0.85 (95% CI 0.75 – 0.96) 

  P=0.008 
 
 Ticagrelor 60 mg 

HR 0.84 (95% CI 0.74 – 0.95) 

  P=0.004 

Primary Endpoint 

10 
 
 
 9 
 
 
 8 
 
 
 7 
 
 
 6 
 
 
 5 
 
 
 4 
 
 
 3 
 
 
 2 
 
 
 1 
 
 
 0 

N = 21,162 

Median follow-up 33 months 

90mg/12h: evitamos 40 eventos/año por cada 10.000 tratados 

60mg/12h: evitamos 42 eventos/año por cada 10.000 tratados 



Components of Primary Endpoint 

1 1.67  0.4                                      0.6                         0.8 
 
  Ticagrelor better 

An Academic Research Organization of 

Brigham and Women’s Hospital and Harvard Medical School 

 1.25 
 
Placebo better 

Ticagrelor 90 mg 

Ticagrelor 60 mg 

Pooled 

Endpoint 
 
 
 
 
CV Death, MI, or Stroke 
(1558 events) 
 
 
 
 
 
CV Death 
(566 events) 
 
 
 
 
 
Myocardial Infarction 
(898 events) 
 
 
 
 
 
Stroke 
(313 events) 

 HR (95% CI) 
 
0.85 (0.75-0.96) 

0.84 (0.74-0.95) 

0.84 (0.76-0.94) 
 
 
0.87 (0.71-1.06) 

0.83 (0.68-1.01) 

0.85 (0.71-1.00) 
 
 
0.81 (0.69-0.95) 

0.84 (0.72-0.98) 

0.83 (0.72-0.95) 
 
 
0.82 (0.63-1.07) 

0.75 (0.57-0.98) 

0.78 (0.62-0.98) 

P value 
 
 0.008 

 0.004 

 0.001 
 
 
 0.15 

 0.07 

 0.06 
 
 
 0.01 

 0.03 

 0.005 
 
 
 0.14 

 0.03 

 0.03 
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An Academic Research Organization of 

Brigham and Women’s Hospital and Harvard Medical School 

Bleeding 

2.6 
2.3 

1.1 

0 

3 
 
 
 
2 
 
 
 
1 

5 
 
 
 
4 

TIMI Major TIMI Minor Fatal bleeding or 

ICH 

ICH Fatal Bleeding 

Ticagrelor 90 mg 

Ticagrelor 60 mg 

Placebo 

 P<0.001 
 
1.3  1.2 
 
 
  0.4 

 P=NS 
 
0.6  0.7  0.6 

 P=NS 
 
 
0.6  0.6  0.5 

 P=NS 
 
 
 

0.1  0.3  0.3 

Ticag 90: HR 2.69 (1.96-3.70) 

Ticag 60: HR 2.32 (1.68-3.21) 
 
 P<0.001 

90mg/12h: Sangrado mayor TIMI : 41 eventos/año por cada 10.000 tratados 

60mg/12h: Sangrado mayor TIMI : 31 eventos/año por cada 10.000 tratados 



An Academic Research Organization of 

Brigham and Women’s Hospital and Harvard Medical School 

Conclusiones 

•   Añadir Ticagrelor a bajas dosis de AAS en 
pacientes estables con historia de IM reduce el riesgo 
de muerte CDV, ictus o infarto 

•   Ticagrelor aumenta el riesgo de sangrado mayor TIMI, 
pero no de sangrado fatal ni intracraneal 

•   Las dos dosis tienen una eficacia similar, pero el sangrado 
y otros efectos secundarios son menores con la dosis de 60 
mg/12h 



RIESGO RESIDUAL 



SINDROME 

CORONARIO 

AGUDO 

ICP 

ELECTIVA 

STENT 

COMORBILIDADES 

RIESGO RESIDUAL 



El riesgo --- beneficio de la duración de la DAPT debe 
individualizarse según riesgo isquémico y 

hemorrágico 

 



European Heart Journal Advance Access published April 2, 2015  

 



GLOBAL LEADERS TRIAL 



Resolucion > 70% ST 

Flujo TIMI 3 ARI 



Trombosis de Stent 

Sangrados 



Muchas gracias 
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Frequency of multiple active plaque ruptures beyond the culprit lesion 

79% of patients have >1 active plaque[Rioufol 2002] 

n=24 

Rioufol G et al. Circulation 2002;106:804–808.  

Patients with ACS have multiple 
active plaques 



APOLLO: 5 individual studies in 4 countries 
encompassing >150,000 patients 

 

ESC 2014 Oral presentation 



 Mas de 1/3 de los pacientes libres de eventos en el 
primer año tras un infarto, sufrirán en los siguientes tres 

años un  ictus, muerte o infarto 

APOLLO 4-country analysis : Incidencia Observada 

 

*US sample restricted to patients aged ≥65 years. MI, myocardial infarction. Shaded areas / figures in brackets [95%CI]  

Rapsomaniki E, et al. ESC Late Breaking Registry presentation 2014: In press. 
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Population N RR (95% CI) p value   

Qualifying CV Disease 12,153   0.88 (0.77, 0.998) 0.046 

    Coronary 5,835 0.86 (0.71, 1.05) 0.13 

    Cerebrovascular 4,320 0.84 (0.69, 1.03) 0.09 

    PAD 2,838 0.87 (0.67, 1.13) 0.29 

Multiple Risk Factors 3,284 1.20 (0.91, 1.59) 0.20 

 15,603 0.93 (0.83, 1.05) 0.22 

Primary Efficacy Results (MI/Stroke/CV Death) 
by Category of Inclusion Criteria 

0.6 0.8 1.4 1.2 
Clopidogrel + ASA 

Better 

      

Placebo + ASA 

Better 

 

1.6 0.4 

Bhatt DL. Presented at ACC 2006. 



Mortality with Extended Duration DAPT After DES: 
Meta-Analysis of 10 RCTs and 31,666 Pts 

Palmerini T and Stone GW. Lancet 2015 

22% ↑ 

mortality 

with 

prolonged 

DAPT 

(p=0.02) 

All-cause Death 
HR 

(95% CI) 

ARTIC Interruption 

DAPT 

DES LATE 

EXCELLENT 

ISAR SAFE 

ITALIC 

OPTIMIZE 

PRODIGY 

RESET 

SECURITY 

 I-V (I2=0.0%, p=0.93); p value for ES=0.02 

2 .1 3 5 1 .5 

Longer DAPT better 

D+L: p value for ES=0.02 

Weight 

(%) 

Events 

Group 1 

Events 

Group 2 

1.32 (0.49, 3.55) 

0.75 (0.56, 1.02) 

0.71 (0.45, 1.10) 

0.57 (0.17, 1.95) 

0.66 (0.27, 1.63) 

1.14 (0.41, 3.15) 

0.95 (0.63, 1.45) 

0.91 (0.61, 1.37) 

0.62 (0.20, 1.88) 

1.00 (0.37, 2.66) 

0.82 (0.69, 0.98) 

0.82 (0.69, 0.98) 

Study 

3.03 

33.00 

14.85 

1.99 

3.67 

2.85 

17.07 

18.12 

2.36 

3.05 

100.00 

100.00 

9/624 

74/4941 

32/2514 

4/722 

8/1997 

8/912 

43/1563 

45/751 

5/1059 

8/682 

236/ 

15765 

7/635 

98/5020 

46/251 

7/721 

12/2003 

7/910 

45/1556 

49/750 

8/1058 

8/717 

287/1590 

Shorter DAPT better 

ES=effect size 



Mortality with Extended Duration DAPT After DES: 
Meta-Analysis of 10 RCTs and 31,666 Pts 

8% ↑ 

cardiac 

mortality 

with 

prolonged 

DAPT 

(p=NS) 

Cardiac Death 
HR 

(95% CI) 

DAPT 

DES LATE 

EXCELLENT 

ITALIC 

OPTIMIZE 

PRODIGY 

RESET 

SECURITY 

 I-V (I2=0.0%, p=0.85); p value for ES=0.52 

2 .1 3 

Shorter DAPT better 

5 1 .5 

Longer DAPT better 

D+L: p value for ES=0.52 

Weight 

(%) 

Events 

Group 1 

Events 

Group 2 

1.04 (0.70, 1.53) 

0.68 (0.38, 1.23) 

0.67 (0.11, 3.99) 

1.67 (0.40, 6.97) 

0.90 (0.55, 1.49) 

0.92 (0.53, 1.58) 

0.50 (0.91, 2.73) 

1.64 (0.41, 6.59) 

0.93 (0.73, 1.17) 

0.93 (0.73, 1.17) 

 

Study 

35.40 

15.69 

1.68 

2.65 

21.79 

18.14 

1.86 

2.81 

100.00 

100.00 

52/4941 

19/2514 

2/722 

5/912 

29/1563 

25/751 

2/1059 

5/682 

139/ 

13144 

50/5020 

28/2531 

3/721 

3/910 

32/1556 

27/750 

4/1058 

3/717 

150/13263 

Palmerini T and Stone GW. Lancet 2015 

ES=effect size 



Mortality with Extended Duration DAPT After DES: 
Meta-Analysis of 10 RCTs and 31,666 Pts 

49%↑ 

non-

cardiac 

mortality 

with 

prolonged 

DAPT 

(p=0.006) 

Non-cardiac Death 
HR 

(95% CI) 

DAPT 

DES LATE 

EXCELLENT 

ITALIC 

OPTIMIZE 

PRODIGY 

RESET 

SECURITY 

 I-V (I2=0.0%, p=0.71); p value for ES=0.006 

2 .1 3 

Shorter DAPT better 

5 1 .5 

Longer DAPT better 

D+L: p value for ES=0.006 

Weight 

(%) 

Events 

Group 1 

Events 

Group 2 

0.47 (0.29, 0.76) 

0.68 (0.34, 1.37) 

0.50 (0.09, 2.74) 

0.75 (0.17, 3.30) 

1.07 (0.50, 2.28) 

0.90 (0.49, 1.65) 

0.73 (0.16, 3.26) 

0.60 (0.15, 2.42) 

0.67 (0.51, 0.89) 

0.67 (0.51, 0.89) 

 

Study 

34.27 

16.38 

2.73 

3.62 

13.82 

21.58 

3.50 

4.11 

100.00 

100.00 

22/4941 

13/2514 

2/722 

3/912 

14/1563 

20/751 

3/1059 

3/682 

80/ 

13144 

48/5020 

19/2531 

4/721 

4/910 

13/1556 

22/750 

4/1058 

5/717 

119/13263 

Palmerini T and Stone GW. Lancet 2015 

ES=effect size 



Mortality with Extended Duration DAPT After DES: 
Meta-Analysis of 10 RCTs and 31,666 Pts 

72%↑ 

bleeding 

with 

prolonged 

DAPT 

(p<0.0001) 

Major Bleeding HR 

(95% CI) 

ARTIC Interruption 

DAPT 

DES LATE 

EXCELLENT 

ISAR SAFE 

ITALIC 

OPTIMIZE 

PRODIGY 

RESET 

SECURITY 

 I-V (I2=0.0%, p=0.83); p value for ES<0.0001 

2 .1 3 5 1 .5 

Longer DAPT better 

D+L: p value for ES<0.0001 

Weight 

(%) 

Events 

Group 1 

Events 

Group 2 

0.15 (0.02, 1.20) 

0.57 (0.43, 0.75) 

0.71 (0.42, 1.20) 

0.50 (0.09, 2.73) 

0.80 (0.21, 2.98) 

0.13 (0.01, 1.30) 

0.71 (0.32, 1.60) 

0.38 (0.14, 1.07) 

0.75 (0.17, 3.35) 

0.51 (0.16, 1.59) 

0.58 (0.47, 0.72) 

0.58 (0.47, 0.72) 

Study 

1.10 

59.86 

16.81 

1.59 

2.63 

0.78 

7.16 

4.48 

2.08 

3.51 

100.00 

1/624 

72/4941 

24/2514 

2/722 

4/1997 

0/912 

10/1563 

5/751 

2/1059 

4/682 

124/ 

15765 

7/635 

129/5020 

34/2531 

4/721 

5/2003 

3/910 

12/1556 

6/750 

6/1058 

8/717 

221/15901 

Shorter DAPT better 

Palmerini T and Stone GW. Lancet 2015 

ES=effect size 



Mortality with Extended Duration DAPT After DES: 
Meta-Analysis of 10 RCTs and 31,666 Pts 

25%↓ 

MI 

with 

prolonged 

DAPT 

(p=0.01) 

MI HR 

(95% CI) 

ARTIC Interruption 

DAPT 

DES LATE 

EXCELLENT 

ISAR SAFE 

ITALIC 

OPTIMIZE 

PRODIGY 

RESET 

SECURITY 

 I-V (I2=29.3%, p=0.17); p value for ES<0.0001 

Longer DAPT better 

D+L: p value for ES=0.01 

Weight 

(%) 

Events 

Group 1 

Events 

Group 2 

1.04 (0.41, 2.62) 

1.94 (1.55, 2.44) 

1.43 (0.80, 2.58) 

1.86 (0.74, 4.67) 

0.93 (0.44, 1.97) 

1.50 (0.42, 5.32) 

1.17 (0.77, 1.76) 

1.04 (0.60, 1.79) 

0.50 (0.91, 2.72) 

1.06 (0.53, 2.16) 

1.51 (1.28, 1.77) 

1.34 (1.07, 1.69) 

Study 

3.01 

50.33 

7.56 

3.05 

4.61 

1.61 

15.16 

8.67 

0.75 

5.25 

100.00 

9/624 

198/4941 

27/2514 

13/722 

13/1997 

6/912 

49/1563 

26/751 

2/1059 

16/682 

359/ 

15765 

9/635 

99/5020 

19/2531 

7/721 

14/2003 

4/910 

42/1556 

25/750 

1/1058 

15/717 

238/15901 

Shorter DAPT better 

2 .1 3 5 1 .5 

Palmerini T and Stone GW. Lancet 2015 

ES=effect size 



Mortality with Extended Duration DAPT After DES: 
Meta-Analysis of 10 RCTs and 31,666 Pts 

41%↓ 

stent 

thrombosis 

with 

prolonged 

DAPT 

(p=0.06) 

Definite/ 

Probable ST 
HR 

(95% CI) 

DAPT 

EXCELLENT 

ISAR SAFE 

ITALIC 

OPTIMIZE 

PRODIGY 

RESET 

SECURITY 

 I-V (I2=43.7%, p=0.09); p value for ES<0.0001 

2 .1 3 

Shorter DAPT better 

5 1 .5 

Longer DAPT better 

D+L: p value for ES=0.06 

Weight 

(%) 

Events 

Group 1 

Events 

Group 2 

2.98 (1.95, 4.58) 
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ES=effect size 



Mortality with Extended Duration DAPT After DES: 
Meta-Analysis of 10 RCTs and 31,666 Pts 

Yellow: sig ↓ w/short DAPT 

Orange: sig ↑ w/short DAPT 

≤6-month vs          

1-year DAPT 
HR (95% CrI) 

6-month vs          

>1-year DAPT 
HR (95% CrI) 

1-year vs              

>1-year DAPT 
HR (95% CrI) 

All-cause death 0.95 (0.76-1.20) 0.78 (0.59-1.00) 0.82 (0.65-1.00) 

   - Cardiac 0.96 (0.68-1.40) 0.90 (0.62-1.30) 0.93 (0.69-1.20) 

   - Non-cardiac 1.00 (0.69-1.60) 0.65 (0.41-1.00) 0.61 (0.42-0.87) 

Myocardial infarction 1.00 (0.75-1.30) 1.70 (1.30-2.40) 1.70 (1.40-2.10) 

Def/prob stent thrombosis 1.10 (0.66-1.70) 2.70 (1.50-5.00) 2.50 (1.70-4.00) 

Major bleeding 0.59 (0.36-0.95) 0.34 (0.20-0.55) 0.58 (0.45-0.74) 

Palmerini T and Stone GW. Lancet 2015 
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