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» Z nékolika jiz provedenych studii vyplyva, ze monoterapie P2Y,,
inhibitory je u pacientu po PCl podobné bezpecnd jako DAPT

» Tyto studie vSak méeli dosti nizky vyskyt prihod v obou ramenech,
cimz neumoznujl zhodnotit bezpecnost vysazeni ASA u nemocnych
po PCI

» Krvdceni u nemocnych uzivajici DAPT zvysuji mortalitu nemocnych
po PCI

» Je mozné bezpecné zkratit dobu podavani DAPT po Uspésné PCl u
rizikovych nemocnych ?

1/Hahn et al., JAMA 2019, 2/ Watanabe et al., JAMA 2019, 3/ Vranckx et al., Lancet 2018, 4/ Mehran et al., NEJM 2019



Vstupni kritério

» Usp&3nd PCl s implantaci lékového stentu a alespon s jednim
klinickym a jednim angiografickym kritériem zvySeného rizika

Clinical criteria Angiographic criteria

Age 265 years Multivessel CAD

Female gender Target lesion requiring total stent length >30mm

Troponin positive ACS Thrombotic target lesion

Established vascular disease (previous MI, Bifurcation lesion(s) with Medina X,1,1
documented PAD or CAD/PAD revasc) classification requiring =2 stents

DM treated with medications or insulin Left main (250%) or proximal LAD (270%) lesions

CKD (eGFR <60ml/min/1.73m?2 or CrCl <60ml/min) Calcified target lesion(s) requiring atherectomy




9006 Patients were enrolled

1887 Were excluded from randomization
106 Were lost to follow-up
243 Had adverse events
111 Had myocardial infarction, stroke, or death
134 Had any revascularization
52 Had BARC type 3b or higher bleeding event
1148 Were not adherent to DAPT
267 Withdrew consent or declined to participate
123 Had other reasons

Y

7119 Underwent randomization

| |

3555 Received ticagrelor plus placebo

3564 Received ticagrelor plus aspirin

25 Withdrew consent
27 Were lost to follow-up
1 Was withdrawn by physician

18 Withdrew consent
4] Were lost to follow-up

Y /

3496 (98.3%) Completed follow-up
at mo 15 (including 34 who died)

3511 (98.5%) Completed follow-up
atmo 15 (including 48 who died)

l

3546 (99.7%) Had vital status
available at mo 15

3554 (99.7%) Had vital status
available at mo 15




Design studie

Enrollment Period Randomization Period Observation Period
3 Months 12 I’\{Ionths 3 Months

High-Risk PCI Patients Ticagrelor + Aspirin Standard of Care
(N=9006) ;

Ticagrelor + Placebo Standard of Care

Ticagrelor + Aspirin
(Open label)
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Cile studie

» Primdrni cil - krvdaceni, cilem byl prikaz superiority:
» BARC 2,3, nebo 5

» Sekunddrni cil — ischemické prihody, cilem byl prokaz non-inferiority
» nefatdini IM
» CMP

» celkovd mortalita
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At 6-month Follow-up

m Ticagrelor + Placebo ® Ticagrelor + Aspirin

93.9% 92.8%

I I 90.5% |

Ticagrelor Study Drug

Adherence to medication (%)

At 12-month Follow-up

® Ticagrelor + Placebo

87.1%  85.9%

Ticagrelor

® Ticagrelor + Aspirin

82.9% 82.2%

Study Drug




Table 1. Baseline Characteristics of the Patients Who Underwent Randomization.*

Characteristic
Age —yr
Female sex — no. (%)
Nonwhite race — no. (%) 7
Body-mass indexi:
Enrolling region — no. (%)
North America
Europe
Asia
Diabetes mellitus — no. (%)
Diabetes treated with insulin — no. (%)
Chronic kidney disease — no./total no. (%)
Anemia — no./total no. (%)

Current smoker — no./total no. (%)

Ticagrelor plus Placebo

(N=3555)
65.2+10.3
846 (23.8)
1110 (31.2)
28.6:5.5

1484 (41.7)
1251 (35.2)
820 (23.1)
1319 (37.1)
335 (9.4)
572/3410 (16.8)
675/3405 (19.8)
726/3553 (20.4)

Ticagrelor plus Aspirin

(N=3564)
65.1+10.4
852 (23.9)
1086 (30.5)
28.5:5.6

1488 (41.8)
1258 (35.3)
818 (23.0)
1301 (36.5)
374 (10.5)
573/3425 (16.7)
654/3423 (19.1)
822/3562 (23.1)

Hypercholesterolemia — no. (%) 2157 (60.7) 2146 (60.2)
Hypertension — no./total no. (%) 2580/3555 (72.6) 2574/3563 (72.2)
Peripheral arterial disease — no. (%) 245 (6.9) 244 (6.8)
Previous myocardial infarction — no. (%) 1020 (28.7) 1020 (28.6)
Previous PCl — no. (%) 1502 (42.3) 1496 (42.0)
Previous CABG — no./total no. (%) 362/3554 (10.2) 348/3564 (9.8)
Multivessel coronary artery disease — no. (%) 2272 (63.9) 2194 (61.6)
Previous major bleeding event — no. (%) 31 (0.9) 32 (0.9)

Indication for PCl — no./total no. (%)
Asymptomatic
Stable angina
Unstable angina

NSTEMI

234/3554 (6.6)

1047/3554 (29.5)
1249/3554 (35.1)
1024/3554 (28.8)

223/3563 (6.3)
999/3563 (28.0)
1245/3563 (34.9)
1096/3563 (30.8)




Primarni cil: vyskyt krvaceni

ITT Cohort

——— Ticagrelor + Aspirin
——— Ticagrelor + Placebo

Placebo vs Aspirin

HR (95%Cl): 0.56 (0.45 to 0.68) Pouze ACS
P <0.001 -7.6% vs. 3.6%, HR 0.47

Cumulative incidence (%)

ARD =-3.08% (-4.15% to -2.01%)
NNT = 33

6

Months since randomization

mTicagrelor + Placebo  mTicagrelor + Aspirin

HR [95%CI]:
HR [95%CI]: 0.54 [15 37 - olao]
0.49 [0.33 - 0.74] ~3 310,
HR [95%Cl]: p = 0.002
p = 0.0006
e 0.53 [0.33 - 0.85]
0.50 [0.28 - 0.90] p =0.008

p = 0.02

2.0% 2.1%

1.4%

1.0%
0.7%

0.5% .

BARC 3 or5 TIMI major GUSTO moderate or severe ISTH major




Cumulative incidence (%)

Sekundarni cil: ischemické prihody

PP Cohort

——— Ticagrelor + ASA

- Ticagrelor + Placebo

Placebo vs Aspirin
HR (95%CI): 0.99 (0.78 to 1.25)
Pnon-inferiority <0.001

6

Months since randomization

ARD =

-0.06% (-0.97% to 0.84%)

HR [95%Cl]:
0.97 [0.76 - 1.24]

p = 0.80

3.6% 3-7%

CV Death, Ml or
Ischemic Stroke

Pouze ACS
- 4.49% vs. 3.4%, HR 0.97

mTicagrelor + Placebo

HR [95%CI]:
0.75 [0.48 - 1.18]

p =0.21

1.3%
10%

All-cause Death

HR [95%CI]:
1.00 [0.75 - 1.33]

p=0.99

27% 2.7%

mTicagrelor + Aspirin

HR [95%CI]:
1.80 [0.83 - 3.90]

p=0.13

0.5%

B ==

Stroke, any

HR [95%ClI]:
0.74 [0.37 — 1.47]

p=038

0.6%

0.4%
mB

Stent thrombosis

(definite/probable)



Krvdaceni: Intention to freat Ischemické prinody: Per protocol

No. of Tica + Placebo Tica + Aspirin P Value for No. of

Tica + Placebo Tica + Aspirin HR P Value for
[95% CI] Interaction

Subgroups

H
patients no. of events (% of patients) [95% CI] Interaction Subgroups

patients no. of events (% of patients)
Age (years) 0.67 Age (years) 0.72
<65 3400 59 (3.5%) 100 (6.0%) 0.59[0.42-0.81] <65 3362 56 (3.4%) 80 (3.6%) 0.94 [0.65 — 1.35]
265 3719 82(4.5%) 150 (8.2%) 0.54[0.41-0.70] 265 3677 79 (4.3%) 77 (4.2%) 1.02[0.75 - 1.40]
Sex B Sex
Male 5421 99 (3.7%) 178 (6.7%) 0.55[043-0.70] Male 5363 106 (4.0%) 108 (4.1%) 0.98 [0.75— 1.29]
Female 1698 42 (5.0%) 72(8.6%) 0.57[0.39-0.83] Female 1676 29 (3.5%) 29 (3.5%) 0.99 [0.59 - 1.66]
Diabetes Mellitus . Diabetes Mellitus
No 4499 83 (3.8%) 164 (7.3%) 0.50 [0.39-0.66] @) % "% . 1
Yes 2620 58 (4.5%) 86 (6.6%) 0.65[0.47-0.91] Yes 2593 59 (4.6%) 75 (5.9%) 0.77 [0.55 - 1.09]
Region of Enroliment . Region of Enrollment
North America 2972 83 (5.7%) 126 (8.7%) 0.65[0.49-0.85] North America 2939 62 (4.3%) 62 (4.3%) 1.00[0.70 — 1.42]
Europe 2509 32(26%) 79 (6.3%) 0.40[0.27 -061] Europe 2487 61 ( ) 56 (4.5%) 1.10 [0.77 — 1.59)
Asia 1638 26 (3.2% 45 (5.5% 0.57 [0.35 — 092 Asia 1613 12 (1.5%) 19 (2.4%) 0.62[0.30 - 1.29]
Indication for PCI X Indication for PCI
Stable 60 (4.8%) 75 (6.2%) 0.76 [0.54 — 1.086] Stable 2472 39 (3.1%) 35(2.9%) 1.06 [0.67 — 1.67]
ACS 81(3.6%) 175 (7.6%) 0.47 [0.36 - 0.61] ACS 4565 95 (4.3%) 102 (4.5%) 0.97 [0.73 - 1.28)
Total stent length (mm) X Total stent length (mm)
<30 64 (4.4%) 93 (6.1%) 0.70 [0.51 - 0.97] <30 3003 59 (4.0%) 56 (3.7%) 1.10 [0.76 — 1.58]
230 77 (3.8%) 157 (7.9%) 0.47[0.36 - 0.62] 230 4036 76 (3.8%) 81(4.1%) 0.91[067 —1.24]
Multivessel Disease . Multivessel Disease 0.10
No 47 (4.1%) 94 (7.6%) 0.53[0.37 - 0.75) No 2392 23 (2.0%) 37 (3.0%) 0.67 [0.40—1.12] —
Yes 94 (4.0%) 156 (6.9%) 0.57 [0.44-0.74] Yes 4847 112 (4.8%) 100 (4.4%) 1.08 [0.83 — 1.42]
Tica + Placebo Tica + Aspirin Tica + Placebo Tica + Aspirin

0.1

0.1 Better Better Better Better




Pod studie s analyzou inhibice aktivace
desticek
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Adenosine Diphosphate Thrombin Receptor Arachidonic Acid Collagen
Activating Peptide

M Ticagrelor Plus Placebo M Ticagrelor Plus Aspirin
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» U rizikovych pacientU, ktefi podstoupi PCl s implantaci DES a tolerujici
tii mésicni DAPT je vysazeni ASA pri rocnim sledovanim spojeno s :

» redukci krvacivych prihod
» stejnym rizikem vzniku ischemickych prihod
» podobnou redukci aktivace desticek




