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Duration of Dual Anti-platelet 

Therapy after DES Placement 

• 2011 ACCF/AHA/SCAI Guideline 

   - at least 12 months after DES implantation  

      if patients are not at high risk of bleeding 

 

• 2014 ESC/EACTS Guideline 

  - 6 months after DES implantation 

  - <6 months (↑bleeding risk), >6 (↑ischemic risk) 



Pre-DAPT Trials  

Circulation J 2015;79:255-62 



DAPT Trial: Primary Endpoints 

A total of 9961 patients were randomly assigned to continue thienopyridine treatment or to receive placebo. 

NEJM 2014;371:2155-66 

Stent thrombosis (0.4% vs. 1.4%): 

HR 0.29 (0.17-0.48), p<0.001 

 

Death: HR 1.36 (p=0.052) 

MI: HR 0.47 (p<0.001); 55% (not related ST ) 

Stroke: HR 0.8 (p=0.32) 
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Death/MI/stroke (4.3% vs. 5.9%): 

HR 0.71 (0.59-0.85), p<0.001 

 

Thienopyridine 

Placebo 



DAPT Trial: Moderate or Severe Bleeding 

NEJM 2014;371:2155-66 
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A Plethora of Meta-analysis 
Too many meta,  

different  answer 

No difference in death 

More death, more bleeding 



DAPT Use in CAD 

 

 

ACS without Contraindications 
- AMI with RFs: New DAPT (A+T) indefinitely  

- Other ACS Patients with DES Placement:  

   New DAPT for 12 months 
    → DAPT indefinitely (ACS in DAPT trial: ~40%)  

Stable CAD after DES Placement 

- High risk of bleeding: Old DAPT for 6 months  

- Stable without bleeding: Old DAPT indefinitely 

 

On My Watch 
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Conclusions 



Duration of Dual Anti-platelet 

Therapy in Patients With ACS 

• 2014 AHA/ACC Guidelines 

   - up to 12 months in all patients after ACS  

      without contraindications (New DAPT preferred, IIa) 

 

• 2014 ESC/EACTS Guidelines 

    - 12 months in all patients after ACS  

       unless contraindicated (New DAPT preferred, IB) 
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Aspirin plus 

Clopidogrel 

 N Eng J Med 2001;345:494-502 

12,562 Patients with NSTE-ACS Aspirin 

CURE Trial: CV Death, MI, Stroke 



Both groups included aspirin. 

*NNT at one year. 
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C
u

m
u

la
ti

v
e

 I
n

c
id

e
n

c
e

 (
%

) 

8,521 
8,628 

8,362 
8,460 

8,124 6,650 
6,743 

5,096 
5,161 

4,047 
4,147 8,219 

0 2 4 6 8 10 12 

12 

11 

10 

9 

8 

7 

6 

5 

4 

3 

2 

1 

0 

13 

11.7 Clopidogrel 

9.8 Ticagrelor 

4.8 

5.4 

Clopidogrel 

Ticagrelor 

No. at risk 

Clopidogrel 
Ticagrelor 

9,291 
9,333 

NEJM 2009;361:1045-57 

PLATO Trial: CV Death, MI, Stroke 

Newer is better! 



  DAPT in ACS: SWEDEHEART Registry 

Eur Heart J 2014;35:969-78 

- CV death/MI/stroke: adjHR 0.84,  

  95%CI 0.75–0.95, p= 0.0042 

-  Bleeding: adj HR 1.56,  

   95% CI 1.18–2.07, p=0.0018 

N=56,440 (STEMI43%,) 
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Beyond 12M?  
Further dramas 
Continued … 

Much Heat, Green Light! 



Beyond 12M: CHARISMA Post-MI (post hoc)  

 

 

J Am Coll Cardiol 2007;49:1982-8 

Prior MI (median time, 2 years) N = 3,846 

Placebo + ASA 

Clopidogrel + ASA 
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HR: = 0.774 [95% CI: (0.613, 0.978)] 

                     p=0.031 



PEGASUS Trial: Study Design 

Stable patients with history of MI 1-3 yrs prior  

+ ≥ 1 additional atherothrombosis risk factor* 

Ticagrelor 

90 mg bid 

Ticagrelor 

60 mg bid 
Placebo 

Follow-up Visits 

Q4 mos for 1st yr, then Q6 mos 

Primary Efficacy Endopoint: CV Death, MI, or Stroke 

Primary Safety Endpoint: TIMI Major Bleeding 

*Age ≥65 yrs, diabetes, 2nd prior MI, multivessel CAD,  
 or chronic non-end stage renal dysfunction 

RANDOMIZE 

DOUBLE BLIND Planned treatment with ASA 75 – 150mg & 

Standard background care 

Min 12 months of Follow Up 
Event-driven trial 

NEJM 2015 (online) 

Randomized 10/2010 – 5/2013: 31 countries; 1161 sites; 21,162 patients   



PEGASUS Trial: Primary Endpoint 

NEJM 2015 (online) 
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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 

Months from Randomization 

High residual risk 
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PEGASUS Trial: Bleeding Complications 

Ticag 90: HR 2.69 (1.96-3.70) 

Ticag 60: HR 2.32 (1.68-3.21) 

NEJM 2015 (online) 
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Net Clinical Benefit 

Ticagrelor 90 mg bid versus placebo Ticagrelor 60 mg bid versus placebo 

Characteristic RRR HR (95%CI) P value  RRR HR (95%CI) P value 

Net clinical benefit:       

CV death, MI, stroke, or  

TIMI major bleeding 

0% 1.00  

(0.90–1.22) 

0.9563 5% 0.95  

(0.85–1.06) 

0.3412 

Irreversible harm:  

CV death, MI, stroke,  

ICH  and fatal bleeding 

 

12% 0.88  

(0.78–0.99) 

0.0372 14% 0.86  

(0.77–0.97) 

0.0160 

Non-CV death: 145 (2.1%), 117 (1.7%), 115 (1.6%); p=NS 

Cancer death: 77 (1.1%), 64 (0.92%), 53 (0.76%); p=NS     

New DAPT  
forever! 



 

 

ACS without Contraindications 
- AMI with RFs: New DAPT (A+T) indefinitely  

- Other ACS Patients with DES Placement:  

   New DAPT for 12 months 
    → DAPT indefinitely (ACS in DAPT trial: ~40%)  

Stable CAD after DES Placement 

- High risk of bleeding: Old DAPT for 6 months  

- Stable without bleeding: Old DAPT indefinitely 

 

DAPT Use in CAD 

On My Watch 
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PCI/CABG 

Beginning of the road…… 

Atherosclerosis is a diffuse process.  
 
Lack of arterial lumen obstruction  
does not mean a lack of atherosclerosis . 

I Fixed You? 

Clinical course (plaque ruptures):   
highly variable from patient to patient and       
plaque to plaque (any plaques, anywhere!)  

Not a cure  
but a control! 

JACC2014;63:1617 

Patient-oriented composite endpoint 

RESOLUTE All Comers Trial (n=2292) 



Temporal Patterns of DES Failure and  

Relationship With Clinical Outcomes 

633 patients with first DES failure (stent thrombosis, restenosis) 

Clinical presentation Patterns of DES failure 
Cathet Cardiovasc Interv 2015;85:515-21 

In-stent  
neoatherosclerosis 



Leading Cause of Death in the USA 

after age 80 Population aging is a global phenomenon. 



Two Great Drugs 

King  of CV Medicine 

Statins and Anti-platelet Agents 

Two “Axis of Evil” 

Platelet: aspirin/P2Y12 inhibitors  

LDL Cholesterol: statins 

atherothrombotic disease 
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Circulation J 2015;79:255-62 

Trade-off, Dual Therapy 

Bleeding: ↑TIMI Major, Not Fatal or ICH 



Fresh evidence, 
Longer is better! 

감사합니다.. 

for Better Life 
Together  

Take evidence! 


