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Antiplatelet Therapy for Secondary Prevention of CAD

Long term antiplatelet therapy is a cornerstone of secondary prevention in
patients with established atherosclerosis

After PCI guidelines recommend an initial 6-12 months of dual antiplatelet
therapy on the basis of various factors, including clinical presentation (ACS vs
CCS) and balancing ischemic/bleeding risk

After DAPT period, indefinite maintenance of single antiplatelet therapy is
indicated for secondary prevention of atherosclerotic cardiovascular events
and traditionally aspirin is the antiplatelet agent of choice



Antithrombotic Trialists’ (ATT) Collaboration Meta-analysis

Secondary prevention of vascular disease by prolonged
antiplatelet treatment

ANTIPLATELET TRIALISTS’ COLLABORATION

Collaborative overview of randomised trials of antiplatelet therapy—
I: Prevention of death, myocardial infarction, and stroke by
prolonged antiplatelet therapy in various categories of patients

Antiplatelet Trialists’ Collaboration

Collaborative meta-analysis of randomised trials of
antiplatelet therapy for prevention of death, myocardial
infarction, and stroke in high risk patients

Antithrombotic Trialists’ Collaboration

Aspirin in the primary and secondary prevention of vascular
disease: collaborative meta-analysis of individual participant
data from randomised trials

Antithrombotic Trialists’ (ATT) Collaboration*

BMJ 1988
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Aspirin in the secondary prevention of vascular disease

Number of events (aspirin vs control) Rate ratio (95% Cl) (aspirin vs control) Yearly absolute
difference (% per year)
Primary prevention Secondary prevention | Primary Secondary p value for Primary W
(660000 person-years)| (43000 person-years) | prevention prevention heterogeneity  preventior] prevention
Major coronary event 934 vs 1115 995 vs 1214 0-82(0-75-0-90) | 0-80(0-73-0-88)] 07 -0-06 -1.00*
Non-fatal M 596 vs 756 357 vs 505 0-77 (0-69-0-86)] 0-69 (0-60-0-80)] 05 -0-05 -0-66
CHD mortality 372vs393 614 vs 696 0-95(0-82-110) | 0.87(0-78-0.98)| 04 -0-01 -034
Stroke 655 vs 682 480 vs 580 0.95(0-85-1.06)| 0-81(0-71-092) | 01 -0.01 -0-46*
Haemorrhagic 116vs 89 36vs19 1.32(1-:00-1.75) | 1.67(0-97-2-90)] 04 001 -1
Ischaemic 317 vs 367 140 vs 176 0-86(0:74-1-00)| 0-78(0-61-0-99)] 05 -0-02 -t
Unknown cause 222vs226 304 vs 385 0.97(0-80-1.18) | 0.77(0-66-091)| 01 -0-001 -1
Vascular death 619 vs 637 825 vs 896 0-97(0-87-1.09) | 0.91(0-82-1.00) | 04 -0-01 -0-29
Any serious vascular 1671 vs 1883 (0-51% 1505 vs 1801 (6-69% | 0-88 (0-82-0-94)] 0-81(0.75-0-87)] 01 -0-07 -1.49*
event vs 0-57% per year) vs 8-19% per year)
Major extracranial bleed  335vs219 23vs 6 1.54(1.30-1.82) | 2.69 (1-25-5:76) | 02 0-03 -t

Ml=myocardial infarction. CHD=coronary heart disease. Non-fatal M| definitions vary; see methods. *Major coronary event rates (percent per year, aspirin vs control)
6-0 vs 7-4 in post-MlI trials and 2-4 vs 3-0 in post-cerebral vascular disease trials; corresponding rates of stroke (mainly of unknown cause) 0-6 vs 0-8 in post-Ml trials and

3:9 vs 4.7 in post-cerebral vascular disease trials (webappendix pp 14-18). tStroke causes, and extracranial bleeds, very incompletely reported.

Table 2: Comparison of proportional and absolute effects of aspirin in primary and secondary prevention trials

ATTT Collaboration, Lancet 2009




Secondary Prevention Trials of Aspirin versus Control

Studies conducted
several decades ago
Young and Male Pts
ASA different dosage
Low rate of coronary

revascularization

> No statin

Trial Name Year Year Dose,mg | Patients | Duration | Age | % | % | Mellitus, % % 1o Enroliment (PCI/CABG), %
Prior M

Cardtt | 1971 | 1074 300 1220 | 13mo | 55 | 100 | NA | mA NA 10 wk 0

Cardit NA 1979 900 1725 | 12mo | 56 | & | NA| 05 NA | 95% <7days 0

PARISI* 1975 | 1980 o72 1216 | 41mo | 56 | &7 | NA 154 | 8wkio60mo 0

AMIS 1975 | 1980 1000 as24 | 38mo | 55 | 89 | NA 1 12 |8wkio60mo 0

COP-Af 1972 | 1076 a72 1529 | 22mo | 56 | 100 | ma 14 NA | 75%~60 mo 0

GAMIS} 1970 | 1980 1500 626° | 24mo | 59 | 78 | 19 2 NA | 30-42days 0

Micristin NA 1979 1500 1340 | 24mo | NA | MA | Na | mA NA NA NA
Acute Ml

KS-piol§ | 1983 | 1987 162.5 519 | 1mo | 60| 80 | 22 5 40 <24 h 0

5521 1985 | 1988 1625 17187 | 25days | N | NA | NA | mA NA <24 h 0

Dutch-aspirin NA 1990 100 3 5| 74 NA NA 32 <12h Rare, nane within 1 wk

Huddinge NA 1988 20 | 1™ [l s | na NA 20 <24h 10

{12ma)

Fraridurt NA 1976 20 | t4days | NA | NA | NA | ma NA NA NA

APRICOTY NA 1003 192 | amo |57 | 8 | na| A 4 481 04
Unstable angina

\i-piot 1974 | 1986 324 50 | amo | ma|to0|ma] ma NA NA NA

\-main 1974 | 1983 324 1266 | 3mo | 56 | 100 | 41 17 74 48h 35

RISC 1085 | 1990 75 796 | 12mo | 58 | 100 | 20 8 88 72h 39

ALDUSApictE | NA 1087 324-340 B | 12mo | NA | na | ma| ma NA NA NA

heronc™ | 4085 | 1088 650 an |© e Blss| 71 |2 13 % <24h 48

AACSpictt | 1987 | 1990 325-380 @ | 3mo |62 | 60 | 49 37 39 <48 h 50
Coronary angioplasty

Perthtt 1986 | 1091 100 212 | 6mo | 55 | 84 | 34 a 58 - 100% POl for stabie CAD

MHEARTIN | NA 1905 325 503 | 6mo |58 | & | %0 18 NA - 100% POl for stabie CAD
Stable CAD

SAPATYY 1085 | 1092 75 205 | 50 |67 52 | 4 7 100 - 39

vomess | 1083 | 1089 325 s2 | 24 [s8|100) 46| ma NA - (O el

Gargiulo G et al, Circulation 2016;134:1881-1906



Lifelong Aspirin for all patient with Chronic Coronary Syndrome
Still sacrosant or is reappraisal warranted?
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Modified from Jacobsen AP et al, Circulation 2020



CAPRIE: Clopidogrel vs ASA in pts at risk of ischemic events

19185 pts with atherosclerotic vascular disease (recent MI, recent stroke or

symptomatic PAD) randomized to clopidogrel (75 mg/die) or aspirin (325 mg/die)
» Follow-up 2 years

* Endpoint: ischemic stroke, Ml and vascular death

20 Relative-risk reduction (%)
- Sike | RRR: 7.3%
§ 15 — i __._ . .
% RRR:-3.7%
g 10 =
= 'RRR: 23.8%
> PAD
g 5 =
&)
p=0.043 All patients
_ o o,
0 I T T T T T T T T T T T 1 —— ‘ RRR: 8.7%
0O 3 6 9 12 15 18 21 24 27 30 33 36
Time since randomisation (months)
Patients A:9586 9190 8087 6139 3979 2143 542 f T T T T T T !
atrisk C: 9599 9247 8131 6160 4053 2170 539 -40 =30 -~20 -0 0 10 20 3040
Aspirin better Clopidogrel better

CAPRIE Steering Committee, Lancet 1996;348:1329-39



Secondary Prevention in Atherosclerosis
Monotherapy with Aspirin or P2Y12 inhibitor?

Qualifying event Year of Number of patients B2V P2Y,, inhibitor Aspirin dosage Multicentre Follow-up
publication inhibitor dosage
Overall P2Y,, Aspirin
inhibitor

TASSY Cerebrovascular disease 1989 3069 1529 1540 Ticlopidine 250 mgtwicedaily 650 mgtwicedaily  Yes 36 months
CAPRIE? Cerebrovascular, coronary, 1996 19185 9599 9586 Clopidogrel 75mgoncedaily  325mgoncedaily  Yes 36 months

and peripheral artery disease
STAMI® Coronary artery disease 2001 1470 734 736 Ticlopidine 250 mgtwicedaily 80 mgtwicedaily  Yes 6 months
AAASPS® Cerebrovascular disease 2003 1809 902 907 Ticlopidine 250 mgtwicedaily 325 mgtwicedaily  Yes 24 months
CADET* Coronary artery disease 2004 184 94 90 Clopidogrel 75 mg once daily 75mgoncedaily  Yes 6 months
ASCET® Coronary artery disease 2012 1001 499 502 Clopidogrel 75 mgonce daily 75mgoncedaily  No 24 months
SOCRATES"  Cerebrovascular disease 2016 13199 6589 6610 Ticagrelor 90 mgtwicedaily 100 mgoncedaily  Yes 3 months
DACAB* Coronary artery disease 2018 332 166 166 Ticagrelor 90 mgtwicedaily 100 mgoncedaily  Yes 12 months
TiCAB* Coronary artery disease 2019 1859 931 928 Ticagrelor 90 mgtwicedaily 100 mgoncedaily  Yes 12 months

Table 1: Key study features

Meanage  Female (%) Male (%) Diabetes (%) Hypertension Dyslipidaemia Prior cerebrovascular Prior myocardial ~Chronic coronary  Peripheral artery

(years) (%) (%) accident (%) infarction (%) syndromes (%) disease (%)

TASSY 629 35-3% 647% 19-4% 39-2% 36-5% 100% 16-7% 18-0% 14-6%
CAPRIE® 62:5 281% 71.9% 20-0% 51:5% 41-0% 40-0% 44-0% 14-0% 38.0%
STAMI® 59-2 16-2% 83-8% 14-9% 33-6% 36.0% 21% 100% 33-6% 5.9%
AAASPS® 613 53.5% 46:5% 407% 85% 38.5% 100% 9.6% 10-6% 40%
CADET* 62:6 19-1% 80-9% - - - 100% - -

ASCET® 62:4 21-8% 782% 19:9% 55-4% - - 437% 100% 5-4%
SOCRATES" 658 41-6% 58-4% 243% 737% 38.0% 100% 41% 8.6% o

DACAB™ 636 17-2% 82.8% 27% 72.8% 731% 10-5% 31.0% 34.0% 16-9%
TiCAB™ 667 15-1% 84-9% 359% 89-9% 817% 8:9% 22:7% 69-2% 91%
Overall 63-6 32-6% 67-4% 22:9% 60-4% 40-6% 36-3% 28.4% 21.5% 28-6%

Table 2: Baseline clinical characteristics of patients included in our analyses

Chiarito M et al. Lancet 2020;395:1487-95



A P2Y,, Inhibitor Aspirin OR(95%C1) Welght (%)
(n/N) (n/N)
All-ause death
AMSPS® 45/902 40/907 114 (074-1.76) 484
CAPRIE® 560/9599 571/9586 098 (0-87-110) 6382
SOCRATES® 68/6580 58/6610 118(0-83-1:67) 744
STAMPS 71734 51736 1-41(0-44-4-46) 069
TASS1Y 1751529 196/1540 089(071-110) 1951
TiCAB™ 22/928 23/931 — 096 (053-173) 263
DACAB™ 0/166 3166 — 014(0-01-274) 010
ASCET® 5499 4/502 — 126(034-472) 053
CADET* 594 3/90 RN 163 (038-7.03) 043
Overall (I’=0%) 887/21040 903/21068 0-08 (0-83-1-08)  100-00
T T T T T 1
B
Vascular death
AAASPS® 23/902 19/907 122(0-66-2:26) 365
CAPRIE® 373/9599 405/9586 092(079-106) 6685
SOCRATES® 41/6589 35/6610 118 (075-185) 674
STAMIS 6734 5736 120(0-37-3-97) 097
TASSY 120/1529 116/1540 105 (0-80-1.36) 1954
TiCAB™ 11/928 13/031 - 0-85 (0-38-1.90) 2n
DACABH /166 2/166 020(0-01-415) 015
Overall (1=0%) 574/20447 505/20476 097(0-86-100) 10000
T T T T T 1
C
Stroke
AAASPS® 106/902 86/907 1.27 (0.94-172) 12-97
CAPRIE® 438/9599 462/9586 094 (0-83-1-08) 3014
SOCRATES™ 385/6589 441/6610 087 (075-1-00) 2908
STAMPS 4734 736 134(0:30-6-00) 072
TASSIY 162/1529 201/1540 079 (063-098) 1934
TiCAB® 29/931 29j928 139 (0-79-245) 457
DACAB™ 20166 41166 049 (0-09-273) 056
ASCET® 11/499 17/502 064(0-30-139) 263
Overall (=34.5%)  1137/20949 1235/20975 ) 0.93(0-82-1:06)  100.00
r T T - T T 1
D
Myocardial Infarction .
AMSPS® /902 8/907 - 113(0-44-295) 428
CAPRIE? 275/9599 333/9586 0:82(070-096) 5815
SOCRATES® 25/6589 21/6610 -l 120 (0-67-2-14) 1076
STAMIS 81734 181736 - 044(019-1-02) 549
TiCAB™ 19/631 300928 —a 062(035-112) 1073
DACAB™ 2166 31166 066(011-402) 125
ASCET= 18/499 18/502 1.01(0-52-1-96) 844
CADET™ 194 6/90 « 015 (0-02-1:28) 089
Overall (I=109%)  357/19514 437/19525 < 0-81(066-099) 10000
o1 02 o Is 10 20 s'»o 100

Favours P2Y,, inhibitor Favours aspirin

Secondary Prevention in Atherosclerosis
Monotherapy with Aspirin or
P2Y12 inhibitor?

* Any bleeding (OR 1.08 [95% CI 0.91-1.29]
* Major bleeding (OR 0.90 [95% CI 0.74-1.10]
lower in P2Y,,

= Gastrointestinal bleeding

inhibitor group

differ between patients receiving a P2Y,, inhibitor and

those receiving aspirin; (2) the risk of myocardial

infarction is marginally lower in patients receiving
\ a P2Y,, inhibitor compared with those receiving aspirin,

with a number needed to treat of 244 patients to
prevent one myocardial infarction; and (3) findings
are consistent irrespective of the type of P2Y,, inhibitor
used.

Chiarito M et al. Lancet 2020;395:1487-95



HOST-EXAM: Aspirin vs Clopidogrel for chronic monotherapy after PCI

Prospective, randomised, open-label, multicentre trial done at 37 study sites in South Korea
5438 pts underwent DES-PCIl and maintained DAPT without any clinical events within 6-18
months after PCI. Pts with any ischemic and major bleeding complications were excluded

Primary endpoint: composite of all cause of death, non fatal myocardial infarction, stroke,
readmission to ACS and bleeding BARC 3
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Koo BK et al. Lancet 2021;397:2487-96



HOST-EXAM: Aspirin vs Clopidogrel for chronic monotherapy after PCI

Cumulative incidence of events (%)

Number at risk
(number censored)

Clopidogrel 2710 (0)
Aspirin 2728 (0)

Cumulative incidence of events (%)

Number at risk
(number censored)

Clopidogrel 2710 (0)
Aspirin 2728 (0)

B
100 105 HR0-68 (95% Cl0-52-0-87); p=0-0028
Log-rank p=0-0026 . . .
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6 —
60— ° °
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4 Absolute risk reduction of 1.7%
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2690 (26) 2677 (31) 2653 (39) 2626 (54) 2610 (65) 2595 (67) 2572 (85) 2547 (93) Koo BK et al' Lancet 202 1’397' 2487-96



HOST-EXAM EXTENDED STUDY: follow-up 5.8 years

4717 pts of initial HOST-EXAM population

The discontinuation rate was significantly higher in the aspirin group vs clopidogrel group

(8.0% versus 13.5% P<0.001)

Absolute risk reduction of 4.1%
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Number at Risk
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Kang J, et al. Circulation 2023;147:108-17



L] L]
30- Secondary Thrombotic Endpoint
3
@ 254 o
: | HOST-EXAM EXTENDED STUDY:
3 Hazard ratio, 0.66 (95% Cl, 0.55 - 0.79)
s Log rank P < 0.001 f ll 8
© 204
: ollow-up 5.8 years
2 15 e 9%
[ —_
£ 8%
S 10 —
E —
3 ——
- 30
| — D
e - ’AII cause of death
0 1 2 3 4 5 2
Years after Randomization %’ 251
Number at Risk :>: Hazard ratio 1.04 (95% CI, 0.82 — 1.31)
Aspirin 2286 2208 2120 2053 1819 1322 1040 5 o4  Logrank P=0.742
Clobidoarel 2431 2371 2304 2245 1992 1489 1202 8
o
=]
S 154
C 30+ £
2
3 3 6.2%
s S 10- o
o 25 € H —— 6.0%
5 ) o 3 "
& Hazard ratio 0.74 (95% Cl, 0.57 — 0.94) Any B|eedmg o e e———
s 20_ Log rankP=0'016 T T T T T T T T T T T T
3 0 1 2 3 4 5
é Years after Randomization
g 15 Number at Risk
2 Aspirin 2286 2267 2244 2198 1971 1471 1165
S 40 . &1% Clopidogrel 2431 2405 2374 2330 2088 1579 1285
E [ — ——45%
o e — -
P f
0 T T 1 T T T I T 1 T | T
0 1 2 3 4 5
Years after Randomization
Number at Risk
Aspirin 2286 2229 2175 2123 1888 1395 1104 , .
Clopidogrel 2431 2375 2323 2271 2028 1525 1238 Kang J, et al. Circulation 2023;147:108-17



PANTHER: P2Y12 Inhibitor or Aspirin Monotherapy
for Secondary Prevention of Coronary Events

Individual patient-level meta-analysis of RCT evaluating the effect of P2Y12 inhibitor monotherapy vs
aspirin monotherapy on ischemic and bleeding outcomes in patients with established CAD

TABLE 1 Main Characteristics of Trials and Patient Populations Included in the PANTHER Meta-Analysis

Year of Overall P2Y;; Inhibitor Aspirin P2Y,, P2Y,, Aspirin Initial Follow-Up
Publication Definition of CAD Population Group Group Inhibitor Inhibitor Dose Dose DAPT Phase (mo)

ASCET 2012 Stable CAD documented by 1,001 499 502 Clopidogrel 75 mg once 160 mg once  When clinically 24
coronary angiography daily daily indicated (ie,
(with or without PCI) PCl)

CADET 2004 Recent myocardial 184 94 90 Clopidogrel 75 mgonce 75 mg once daily No 6
infarction (within 3-7 d) daily

CAPRIE® 1996 Previous myocardial 8,446 4,242 4,204 Clopidogrel 75 mg once 325 mg once No 36
infarction (at any time) daily daily

DACAB 2018 Post-CABG patients (within 322 166 166 Ticagrelor 90 mg twice 100 mg once No 12
24 h after surgery) daily daily

GLASSY® 2019 Post-PCl patients (12 mo 7,065 3,536 3,529 Ticagrelor 90 mg twice 75-100 mg once Yes 12
after index PCI) daily daily

HOST-EXAM 2021 Post-PCl patients (6-18 mo 5,438 2,710 2,728 Clopidogrel 75 mg once 100 mg once Yes 24
after PCl) daily daily

TIiCAB 2019 Post-CABG patients (within 1,859 931 928 Ticagrelor 90 mg twice 100 mg once No 12
24 h after surgery) daily daily

Gragnano F, et al. JACC 2023 (June);82:89-105




PANTHER: Study Flow Chart and Endpoints

DACAB (N=500)

ASCET (N=1001) CADET (N=184) CAPRIE (N=19,185) - P2Y12i group (n=166)
« P2Y12i group (n=499) « P2Y12i group (n=94) « P2Y12i group (n=9599) L2lgroup o
a3 > s = i % « Aspirin group (n=166)
« Aspirin group (n=502) « Aspirin group (n=90) « Aspirin group (n=9586) - DAPT group (n=168)
GLASSY (N=7585) HOST-EXAM (N=5438) TiCAB (N=1859)
« P2Y12i group (n=3794) « P2Y12i group (n=2710) « P2Y12i group (n=931)
« Aspirin group (n=3791) « Aspirin group (n=2728) « Aspirin group (n=928)
[ Overall Population (N=35,752)

Excluded (N=11,427)

(n=10,739)

* Lack of established coronary artery disease

--------- + Premature study termination or occurrence of
adverse events before the protocol specified
comparison of P2Y12i versus aspirin (n=520)

+ Randomized to DAPT regimen (n=168)

Study Population (N=24,325)

P2Y12i monotherapy Aspirin monotherapy
group (N=12,178) group (N=12,147)

Primary efficacy endpoint: CV death,
Ml and stroke

Prespecified key secondary: Major
bleeding and NACE (the composite

of the primary outcome and major
bleeding)

Other secondary endpoints:
individual components of the

primary outcome, death,
definite/probable ST, ischemic or

hemorrhagic stroke, any bleeding,
ICH and Gl bleeding

Median Follow-up 557 days

Gragnano F, et al. JACC 2023 (June);82:89-105



PANTHER: MAIN RESULTS

Primary Efficacy Endpoint

HR: 0.88 (95% ClI: 0.79-0.97)

NNT: 121
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CAPRIE (n = 8,446)
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Overall: tau = 0.07; P= 0.012
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050 075 10 20
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P2Yy; Inhibitor Monotherapy  Aspirin Monotherapy

Better  Better

Gragnano F, et al. JACC 2023 (June);82:89-105

| Myocardial Infarction

HR: 0.77 (95% Cl: 0.66-0.90)
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— Aspirin 11,645 11,210 10,242 5489 4,375
— P2Yyz Inhibitor 11,679 11,264 10,226 5.456 4408
B study ID HR (95% CI)
ASCET (n =1,001) E 1.01(0.51-1.97)
CADET (n =184) *—E—— 0.16 (0.02-1.32)
CAPRIE (n = 8,446) —‘— 0.84 (0.69-1.01)
DACAB (n = 332) - 0.67 (0.11-3.98)
GLASSY (n =7,065) -— 0.57 (0.35-0.93)
HOST-EXAM (n = 5,438) *— 0.65 (0.36-1.17)
TiCAB (n = 1,859) -——— 0.63(0.36-1.12)
Overall: tau = 0.008; P < 0.001 ‘ 0.77 (0.66-0.90)
050 075 10 20
HR
P2Y7y; Inhibitor Monotherapy Aspirin Monotherapy
Better Better




PANTHER: MAIN RESULTS

Major Bleeding

DACAB (n = 332)

HR: 0.87 (95% Cl: 0.70-1.09)
g
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Gragnano F, et al. JACC 2023 (June);82:89-105

| Net Adverse Clinical Events

HR: 0.89 (95% Cl: 0.81-0.98)

~ 10.0 1
=2
z
2 751
g
s
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t
=3
g
& 251

04

: 6 2 18 2%
Months
Number at risk
— Aspirin 11,479 10,935 9,949 5363 4,244
— P2Yqz Inhibitor 11,513 10,987 9,959 5.354 4,323
B study ID HR (95% CI)
ASCET (n =1,001) 0.95 (0.60-1.51)
CADET (n = 184) -

CAPRIE (n = 8,446)
DACAB (n = 332)
GLASSY (n =7,065)
HOST-EXAM (n = 5,438)
TiCAB (n =1,859)

Overall: tau = 0.008; P = 0.020

0.63(0.23-1.78)
0.93 (0.82-1.06)

<—i—— 0.46 (0.16-1.31)
—Oi—— 0.85(0.62-1.15)

—0—5— 0.69 (0.52-0.91)
——— 1.04(0.77-1.40)
‘ 0.89 (0.81-0.98)

050 075 10 20
HR
P2Y1; Inhibitor Monotherapy Aspirin Monotherapy

Better
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PANTHER: OTHER RESULTS

P2Y; Inhibitor Monotherapy

Aspirin Monotherapy
((ERPALY))

R (95% CI)

(95% CI)

0.88(0.79-0.97)
1.04 (0.91-1.20)

1.02 (0.86-1.20)

0.77 (0.66-0.90)
0.84 (0.70-1.02)
0.93 (0.75-1.13)

0.43(0.23-0.83)
0.46 (0.23-0.92)
0.87 (0.70-1.09)
0.67 (0.43-1.06)
0.75 (0.57-0.97)
0.89 (0.81-0.98)

(N=12,178)
cal Outcomes

Cardiovascular death, M, or stroke . 3
All-cause death I
Cardiovascular death
Myocardial infarction -
Any stroke ——
Ischemic stroke ——
Hemorrhagic stroke S B
Definite/probable ST L
Major bleeding —it
Major Gl bleeding ——
Any Gl bleeding ——
Net adverse clinical events .

Ol.2 Ol.5 1

Favors P2Y;; Inhibitor

2
Favors Aspirin

Gragnano F, et al. JACC 2023 (June);82:89-105

P Value

0.012
0.560
0.820
<0.001
0.076
0.450
0.012
0.028
0.229
0.089
0.027
0.020

Stable CAD

Type of revascularization
Surgical

PCI

Surgical and PCI

No revascularization
Bleeding risk
PRECISE-DAPT <25
PRECISE-DAPT 225

Use of proton pump inhibitors

Yes

No

BMI

<25 kg/m?

225 kg/m? to <30 kg/m?
230 kg/m2

Region

Asia

Europe

North America

Type of P2Y; inhibitor*
Clopidogrel

Ticagrelor

Aspirin dose**

High dose

Low dose

9,752
9,285

2,562
2,26

19,037
5288

6,040
18,092

6411
17,903

2,203
21,895

1,598
22,535

1719
13,959

13,637
10,648

14,746
9,579

2,547
13,241
1,053
7.294

1,581
2,500

5,761
18,380

8,268
10,731
4,769

5770
13,974
4,581

15,069
9,256

9,447
14,878

Inhibitor
Monotherapy (%)

185/ 4,866 (3.8%)
337/ 4,672(7.2%)

56 /1,292 (4.3%)
97/1.348 (72%)

522 /9,538 (5.5%)
153/ 2,640 (5.8%)

194/ 3,036 (6.4%)
475/ 9,044 (5.3%)

176 / 3161 (5.6%)
499/ 9,014 (5.5%)

103 /1,085 (9.5%)
566 /10,975 (5.2%)

131/ 807 (16.2%)
539/11,271(4.8%)

33/ 870 (3.8%)
176 / 6,964 (2.5%)

559/ 6,839 (8.2%)
15/5,320 (2.2%)

395/7.394(5.3%)
280/ 4,784 (5.9%)

95/1,260 (7.5%)
145/ 6,634 2.2%)
36/501(7.2%)
394/3,687(10.7%)

133/5,803 (2.3%)
55/1.240 (4.4%)

101/ 2,866 (3.5%)
569/9,218 (6.2%)

237/ 4127 (57%)
279/5.383 (5.2%)
150 /2,391 (6.3%)

59/2,876 (2.1%)
381/ 6,997 (5.4%)
235/ 2,305 (10.2%)

555 / 7.545 (7.4%)
120/ 4,633 (2.6%)

495/ 4,741 (10.4%)
180/ 7,437 (2.4%)

Aspirin HR (95% C1)

Monotherapy (%)

246/ 4,886 (5.0%)
338/ 4,613 (7.3%)

62/1,270 (4.9%)
119/1,378 (8.6%)

584 /9,499 (61%)
181/ 2,648 (6.8%)

232/3,004 (7.7%)
525 /9,048 (5.8%)

218 /3,250 (6.7%)
547/ 8,889 (6.2%)

131/1.118 (11.7%)
626 /10,920 (5.7%)

144/791(18.2%)
613 /11,264 (5.4%)

46/ 849 (5.4%)
225/6,995 (3.2%)

610/ 6,798 (9.0%)
155 /5,328 (2.9%)

434/7.352(5.9%)
331/ 4,795 (6.9%)

110 /1,287 (8.5%)
206/ 6,607 (3.1%)
46 /552 (8.3%)
395/ 3,607 (11.0%)

168 /5,778 (2.9%)
69 /1,260 (5.5%)

108 /2,895 (3.7%)
649 /9162 (71%)

260/ 4.141(6.3%)
340/5,348 (6.4%)
152/ 2,378 (6.4%)

94/2,894 (3.2%)
418/ 6,977 (6.0%)
253/2,276 (11.1%)

618 /7,524 (8.2%)
147/ 4,623 (3.2%)

525/ 4,706 (11.2%)
240/ 7.441(3.2%)

0.75 (0.62-0.90)
0.97(0.83-1.13)

0.91(0.63-1.31)
0.88 (0.67-1.15)

0.88(0.78-0.99)
0.87(0.70-1.08)

0.83(0.68-1.00)
0.90 (0.80-1.02)

0.81(0.67-0.99)
0.90 (0.80-1.02)

0.76 (0.59-0.99)
0.90 (0.80-1.01)

0.87(0.69-1.10)
0.88 (0.78-0.98)

0.73(0.46-114)
0.78 (0.64-0.96)

0.90 (0.81-1.01)
0.75 (0.59-0.95)

0.91(0.79-1.04)
0.81(0.69-0.95)

0.89 (0.68-117)
0.70 (0.56-0.86)
0.90 (0.58-1.40)

0.98 (0.85-1.12)

0.79 (0.63-0.99)
0.84(0.59-1.20)

1.00 (0.76-1.31)
0.86 (0.77-0.96)

0.90 (0.76-1.08)
0.81(0.69-0.94)
1.01(0.81-1.27)

0.63(0.46-0.87)
0.91(0.79-1.04)
0.92 (0.77-1.09)

0.89(0.79-1.00)
0.82(0.64-1.04)

0.93(0.83-1.06)
0.75(0.62-0.91)

P Value for
Interaction

0.220

0.894

0.457

0.374

0.257

0.960

0.694

0.165

0.327

0.080

0723

0.277

0.255

0106

0.538

0.062
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Anticoagulation

antiplatelet
pretreatment

.Q? \

Choice of
P2Y:2 inhibitor®

NSTE-ACS

Invasive Coronary Angiography
 Prasugrel
Froceedng to Pl
Prasugrel >  Ticagrelor
(Class lla)

@
=

Default DAPT
strategy for the
first 12 months

after ACS®

Default strategy

beyond the first
12 months
after ACS

N\

Time

12 months

Anti-thrombotic strategies beyond the first |2 months after ACS

il 1 i |

Aspirin Rivaroxaban + P2Y,, inhibitor or

monotherapy 2.5mg b.d.

P2Y; inhibitor
monotherapy

+

§ I

Add a second anti-thrombotic agent to aspirin for

ded long-term secondary pr ion in
patients with high ischaemic risk and without HBR
(Class Ila)

(Class Ilb)
(Class Ilb)

@Eesc

@ESc

Byrne RA, 2023 ESC Guidelines for the management of acute coronary syndromes, European Heart Journal, (2023) 44, 3720-3826



TAKE HOME MESSAGE

Long term antiplatelet therapy is a cornerstone of secondary prevention in patients
with CCC and aspirin has been the standard of care for years

The pivotal studies of aspirin were performed several decades ago, and it remains
uncertain whether these results would be replicated nowadays

CAPRIE was the first randomized trial to show that clopidogrel reduces events
compared with aspirin in patients with atherosclerosis, but not in post-Ml patients
Recent studies and meta-analyses demonstrated that clopidogrel monotherapy
represent a valid alternative to ASA in CCS pts

However, last update ESC guidelines continue to consider Aspirin as the first choice

probably waiting for other more robust evidences







