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History of Antiplatelet Therapy in PCI

Global Japan

Ticlopidine 100mg bid

Clopidogrel 300 mg loading

1990t l Ticlopidine 250mg bid

2000t Clopidogrel 300/600 mg loading
/5mg gd maintenance

/5mg qd maintenance

2013 Clopidogrel Clopidogrel
Prasugrel 60 mg loading Prasugrel 20 mg loading
10 mg gd maintenance 3.75 mg gd maintenance

Ticagrelor 180 mg loading
90 mg bid maintenance
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Historical Comparison of the 30-day Outcomes in PCI patients
between CREDO-Kyoto Registry Cohort-2 and Cohort-3
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Cohort-3 Cohort-3
N of patients at risk 13258 12857 12744 12602 N of patients at risk 12631 12531 12382
Cumulative incidence 1.4% 1.8% 2.2% Cumulative incidence 3.6% 4.0% 4.6%
Cohort-2 Cohort-2
N of patients at risk 12161 11843 11742 11638 N of patients at risk 11709 11614 11499
Cumulative incidence 1.2% 1.6% 1.9% Cumulative incidence 2.6% 3.1% 3.6%
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Unpublished data

apanese dose ticlopidine compared with global dose clopidogrel was associated with lower risk for major bleeding without increased ischemic risk.
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Prasugrel: Global dose versus Japanese dose
TRITON-TIMI 38 PRASFIT-ACS

Prasugrel: 60mg loading and 10mg maintenance Prasugrel: 20mg loading and 3.75mg maintenance
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Wiviott SD, et al. NEJM 2007. Saito S, et al. CircJ 2014.

Japanese dose prasugrel compared with global dose prasugrel was associated with similar efficacy in reducing CV events
without increased bleeding risk, although the PRASFIT-ACS was an underpowered study.
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Pooled Analysis of PHILO and TICAKOREA

Ticagrelor versus Clopidogrel in ACS Patients

PLATO Major / Minor Bleeding Composite of Cardiac Death, M1, or Stroke
Number of Patients Number of Patients
Study Events / Total OddsRatio % Study ~ Events/ Total OddsRatio %

’ Ticagrelor Clopidogrel (95% CI) Weight Ticagrelor Clopidogrel (93%CI) Weight
PHILO trial 92401  56/400 —— 183(127,264) 6835 PHILO trial 361401 25/400 —— 148(0.87.2.51) 5116
TICAKOREA trial ~ 45/400 21400 —— 229(1.34,392) 3165 TICAKOREAtal 36400 23400 — 1.62(0.94.2.79) 48.84
Overall (I-squared = 0.0%, p = 0.500) 0 196(145.2.66) 10000 Overall (I-squared =0.0%. p=0.813) <> 1.5 (1.06.2.26) 100.00
NOTE: Wesghts are from random effects anshysis E NOTE: Weights ace from random effects anaiysis

T T y T T T . : : T
1 5 1 5 10 :3 S5 1 5 10
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Unpublished data




No DAPT is the way to go after DES implantation

STOPDAPT-2 Trial
Death/MI/ST/Stroke TIMI Major/Minor Bleeding
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Days After Index PCl _ Days After Index PCI
No. at risk No. at risk
12-month DAPT 1509 1504 1490 1488 1479 1473 1458 1172 12-month DAPT 1509 1504 1491 1487 1480 1471 1462 1180
1-month DAPT 1500 1495 1480 1476 1471 1458 1446 1157 1-month DAPT 1500 1495 1483 1481 1477 1467 1457 1166

One-month DAPT compared with 12-month DAPT was non-inferior for CV events,
and superior for major bleeding.

Watanabe H, et al. JAMA 2019.
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XIENCE 28: Aspirin monotherapy after 1-month DAPT
Death/MI BARC 3-5 Bleeding

Between 1 and 6 Months Between 1 and 6 Months
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Mean rate across 5 quintiles (%)
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4% 3.5% 4%
2.2%
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0% 0%
XIENCE 28 XIENCE V USA XIENCE 28 XIENCE V USA
(N =1392) (N =1411) (N=1392) (N =1411)

“Less is More” might be relevant in Western population.

Mehran R, et al. TCT 2020.
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Meta-analysis:
1- to 3-Month DAPT followed by P2Y,, inhibitor monotherapy versus standard DAPT

Primary Bleeding Outcome MACE

HR (95% Cl) Weight HR (95% Cl) Weight

GLOBAL LEADERS (n=15968) 0.86 (0.67-1.11) 27.5% . 0.83 (0.69-1.00) 42.6%

SMART CHOICE (n=2993) S — 0.58 (0.36-0.92) 17.9% —tm—  1.19(0.76-1.85) 9.6%
TOPDAPT2  (n=3009) 0.26 (0.11-0.64) 8.0% - 0.79 (0.49-1.29) 8.2%
TWILIGHT (n=7119) B 0.56 (0.45-0.68)  29.6% - 0.99 (0.78-1.25)  29.4%
TICO (n=3056) — B 0.56 (0.34-0.91) 17.0% ———— 0.69 (0.45-1.06) 10.3%
OVERALL (n=32,145) ‘ 0.60 (0.45-0.79)  100% ’. 0.88 (0.77-1.02)  100%

02 | 04 ' 06081012 16 1*=64.6% Y o 0le' 0.'8'1.0 5808 ;_0 1’=11.8%
) P2Y12 inhibitor ASA ‘—P2V12 P2Y12 inhibitor ASA + P2Y12
monotherapy preferred inhibitor preferred monotherapy preferred  inhibitor preferred

Short DAPT was consistently associated with lower risk for bleeding without increasing ischemic risk in East-Asian population.
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Meta-analysis:
1- to 3-Month DAPT followed by P2Y,, inhibitor monotherapy versus standard DAPT

Primary Bleeding Outcome MACE
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Short DAPT was also associated with lower risk for bleeding without increasing ischemic risk in Western population.
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GLOBAL LEADERS ACS patients

s4  All-cause death -1 BARC 3 or 5 Bleeding
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Vranckx P, et al. Lancet 2018. j * |
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GLOBAL LEADERS

Clinical Outcomes Between 1- and 2-Year
Aspirin monotherapy versus Ticagrelor monotherapy

Experimental Reference Risk Ratio (95% CI) p-value
Treatment Treatment
Strategy Strategy
Total number of patients N=7980 N=7988
All-cause mortality or new Q-wave 148 (1-89) 152 (1-95) 0-97(0-77-1-22) 0-790
myocardial infarction®
BARC 3 or 5 bleeding® 46 (0-60) 33 (0-43) 1-40 (0-89-2-19) 0-140

Vranckx P, et al. Lancet 2018.
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STOPDAPT-3 Trial Exploring Completely Aspirin-free Strategy
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Conclusions

“Less is More” in Antithrombotic Therapy after PCl
has been clearly demonstrated in East-Asian population.
Recent short DAPT studies have suggested that

“Less is More” might also be relevant in Western population.

@ JC S 2 O 2 O KYO T O 84th Annual Scientific Meeting of the Japanese Circulation Society
JS2020



