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Revascularization in Elderly: Key considerations

1. Technically more challenging procedures associated with higher complication

rates (arterial tortuosity, extensive coronary calcium or tortuosity)
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4.  Risk/benefit ratio = strictly depending on clinical presentations (STEMI vs
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Revascularization in Elderly: Key considerations

1. Technically more challenging procedures associated with higher complication
rates (arterial tortuosity, extensive coronary calcium or tortuosity)

2.  Comorbidity (particularly kidney disease)
Life expectancy/frailty/functional status

4.  Risk/benefit ratio = strictly depending on clinical presentations (STEMI vs
NSTEMI)

5. Increased bleeding risk (periprocedural and associated with antithrombotic

therapy)
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Revascularization in the Elderly:
A Less Balanced Risk-Benefit Ratio

\J
[ POTENTIAL BENEFITS ] ': |

ELDERLY PATIENT [ POTENTIAL RISKS ]

Risk—-Benefit Balance
Often Shifts Toward Risk

[ 6]_3 Clinical judgment and individualized patient selection remain essential. J
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Revascularization Strategy in the Elderly
According to Clinical Setting

STEMI PRESENTATION NSTEMI PRESENTATION

t /20 |

ST-segment elevation i T-wave depression
URGENT REVASCULARIZATION
REVASCULARIZATION should be considered
should be performed after careful assessment
\ =7 \§ &

Individualized decision-making is essential,
balancing ischemic benefit and bleeding risk in the elderly.
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in patients undergoing percutaneous coronary intervention

BEFORE PCI

DURING PCI

AFTER PCI

Galli et al. Rev Cardiovasc Med. 2022
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Pre-PCI

ol s r/ \ goo;o'og ¢ | \

1 _ 2 3 4 5
Consider non-invasive Bleeding risk Optimal timing of PCI Anticoagulation Antiplatelet according to
testing (i.e. stable stratification according to the clinical according to the clinical clinical setting and time
patients or low risk setting setting and time to PCI to PCI (i.e. pre-test PCI
NSTE-ACS) and concomitant ATT (i.e. UFH or probability)
(i.e. OAC or fibrinolysis) fondaparinux)

e Is coronary e Consider using e Avoid overlaps e Use the best e Use the best
angiography scores in anticoagulant aniplatelet agent
really needed? (alternatively antithrombotic agent

e |Is CCTA vailable? use clinical therapies

sense)

Galli et al. Rev Cardiovasc Med. 2022
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During-PCI

/}
'.”;/ .
1 ] 2 “
Radial access site Optimal haemostasis of the

arterial acces site (i.e. precise
puncture and use of vascular
closure devices)

Galli et al. Rev Cardiovasc Med. 2022
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After-PCI

_ O

Periodic assessment of
bleeding risk

» @

Consider DAPT shortening
or de-escalation of P2Y12
inhibitors

3

Use proton pump Consider using platelet
inhibitors function or genetic
testing

Galli et al. Rev Cardiovasc Med. 2022
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Era of Thrombosis Bleeding Awareness

« Defined the optimal approach to lower early post-PCl thrombosis * Recognized importance of bleeding « Safer stent platforms

* Recognized late ST « Variability in risk/impact of bleeding * More nuanced understanding of
* Identified risk factors for ST, particularly DAPT cessation * Introduction of potent P2Y, DAPT cessation
* Increased use of BMS platforms and development of first- inhibitors * Experimental approaches (shorter
generation DES * Advent of second-generation DES durations; aspirin withdrawal)
1995 2000 2005 2010 2015 2020

1. Prognostic relevance of bleeding
2. Availability of stent platforms with low thrombogenicity
3. Understanding that ischemic risk varies over time

Cao et al, European Heart Journal 2021
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Modulation of antiplatelet therapy over time
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. Avoid P2Y12i pre-treatment
High Avoid routine GPI use
- Consider bivalirudin over UFH
Initial intense APT
'-‘ "*\ No-AF: DAPT with prasu/tica or guided clopi
) .y / AF: TAT with ASA, clopi and DOAC
De-escalate APT
'-‘ ~‘~.~ No-AF: reduce DAPT duration or intencity Re-evaluate
X G of T AF: DAT with clopi and DOAC No-AF: ASA or P2Y12i alone
s, Ischemic risk AF: DOAC alone
Bleeding risk
Law T T n T r R
1-month

3-month

12-month
P J——
Galli et al. 1JC 2024
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Ticlopidine

E Clopidogrel >
Prasugrel
Ticagrelor
| Prolonging DAPT duration >
[ - Guided escalation - YS
vV
—— PHILO
— PEGASUS TIMI 54
DAPT — ITALIC
Al — PRAGUE 18
Strategies ARCTIC-interruption — | OPTIDUAL
focusing on ACCOAST —— —— PHARMCLO
—— ELDERLY ACS
ischaemic events S AC-PCH E ETL Rz
TRILOGY ACS —| ICARHTES
THEMIS
TRIGGER-PCl —— I e
| —— POPular AGE
PRODIGY —] B8
CREDO s — TAILOR-PCI
CURE DISPERSE-II —— PATH-PCI
CLASSICS TRITON-TIMI 38 DES-LATE | ADAPT
. NS'T’:EIE CHARISMA CURRENT —— ALPHEUS
e CLARITY OASISIT — SASSICAIA
ISAR —l COMMIT PLATO ,_ HOST-EXAM
line i >
1995 2000 2005 2010 2d15 2420 TALOS-MI 2025
EXCELLENT — MASTER-DAPT
RESET — One-month DAPT
OPTIMIZE — STOPDAPT-2-ACS
SECURITY —
|— HOST-REDUCE-POLYTECH-ACS
ISAR-SAFE — L— TICO
LEADERS-FREE — —— TWILIGHT
ANTARCTIC — —— STOPDAPT-2
I-LOVE-IT 2 — — i"g:R’T'C:O‘CE
— ular Genetics
. ZEUS — L— REDUCE
Strategies nPPoN—| | opTiva
fasisnipion TROPICAL-ACS
bleeding events —] — DAPT-STEMI
ToPIC — — SMART-DATE

—— GLOBAL-LEADERS

Shortening DAPT
Guided de-escalation
Unguided de-escalation >

Aspirin-free

Angiolillo and Galli et al, Eurointervention 2022
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De-escalation strategies in patients with acute coronary syndromes

P2Y12 i switch or dose

o DAPT

Potent P2Y12i Aspirin P2Y12i .
monotherapy* monotherapy monotherapy Unguided

reduction

Clopidogrel Potent P2Y12i Clopidggrel i"d Switch to Tieo(::::;i
responders an ;
monotherapy monotherapy clopidogrel potent P2Y12i

potent P2Y12iin

non-responders

Evidence ] ! ! v 4 v v v
2023 ESC guidelines
recommendation - lla lla lla - Ilb -
(Class)

Galli et al. EHJ-CVP 2025
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6-month versus 12-month or longer dual antiplatelet
therapy after percutaneous coronary interventionin
patients with acute coronary syndrome (SMART-DATE):

. L] . . . "
a randomised, open-label, non-inferiority trial
Joo-Yong Hahn*, Young Bin Song*, Ju-Hyeon Oh, Deok-Kyu Cho, Jin Bae Lee, Joon-Hyung Doh, Sang-Hyun Kim, Jin-Ok Jeong, Jang-Ho Bae,
Byung-Ok Kim, Jang Hyun Cho, Il-Woo Suh, Doo-il Kim, Hoon-Ki Park, Jong-Seon Park, Woong Gil Choi, Wang Soo Lee, Jihoon Kim, KiHong Choi,
Taek Kyu Park, Joo Myung Lee, Jeong Hoon Yang, Jin-Ho Choi, Seung-Hyuk Choi, Hyeon-Cheol Gwon, for the SMART-DATE investigatorst
6-month 12-month or HR (95% Cl) p value
. . DAPT group longer DAPT
- 2712 patients with ACS from South Korea (n=1357)  group (n=1355)
- DAPT with C|0Pidogre| in 80% of patients Major adverse cardiac and cerebrovascular 63 (47%) 56 (4-2%) 1-13 (0-79-1-62) 0-51
- 37% STEMI, 31% NSTEMI, 31% Unstable angina U
(9 % . . -1. o
i Mean age= 62 Death __ 35(2:/0) 39(220) 0-90 (0-57-1-42)  0-90
. . Myocardial infarction 24 (1-8%) 10 (0-8%) 2-41 (1-15-5-05) 0-02
- Diabetes mellitus= 27% g L ’ '
. . . % Target vessel myocardial infarction 14 (11%) 7 (0-5%) 2-01(0-81-4-97) 013
) Multivessel intervention= 20% Non-target vessel myocardial infarction 10 (0-8%) 3(0-2%) 3-35(0-92-12-18)  0-07
- Stent per patient= 1.4 Cerebrovascular accident (stroke) 11 (0-8%) 12 (0-9%) 0-92 (0-41-2-08) 0-84
Stent thrombosis 15 (1-1%) 10 (0-7%) 1.50(0-68-3:35)  0-32
BARC type 2-5 bleeding 35 (2:7%) 51 (3-9%) 0-69 (0-45-1-05)  0-09
Major bleeding 6 (0-5%) 10 (0-8%) 0-60(022-1-65)  0-33
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Original Investigation

March 2, 2022
Comparison of Clopidogrel Monotherapy After 1to |
2 Months of Dual Antiplatelet Therapy With 12
Months of Dual Antiplatelet Therapy in Patients
With Acute Coronary Syndrome

The STOPDAPT-2 ACS Randomized Clinical Trial STOPDAPT-2 ACS | Study Design

Hirotoshi Watanabe, MD'; Takeshi Morimoto, MD%; Masahiro Natsuaki, MD; et al Prospective, open-label, investigator-initiated randomized controlled trial
» Author Affiliations
STOPDAPT-2 ACS (NCT03462498) STOPDAPT-2 (NCT02619760)
JAMA Cardiol. 2022;7(4):407-417. doi:10.1001/jamacardio.2021.5244 Mar. 2018- Jun.2020 Dec. 2015- Dec.2017
Eligible ACS patients Eligible ACS patients
N=4056 N=2437
No Participation No Participation
N=1048 (26%) STOPDAPT-2 ACS ACS in STOPDAPT-2 N=1276 (52%)

N=1161

|
i

1 month oxer 12 months oner Hazard ratio e

Randomized ACS patients
Primary Endpoint N=4169
CV death/MI/ST/Stroke/TIMI 3.20% 2.83% 1.14 (95%CI 0.80-1.62)

major/minor bleeding - Stratified x
1-month DAPT arm by Center | 12-month DAPT arm
Major Secondary CV o o N=2078 N=2091
Endpoint 2 . 76 A) 1 . 86 A) 1.50 (95%Cl 0.99-2.26) 20 withdrew consent 13 withdrew consent
CV death/MI/ST/Stroke 1-month DAPT, ITT N=4136 12-month DAPT, ITT
N=2058 N=2078
Myocardial Infarction 1.59% 0.85% 1.91 (95% 1.06-3.44)

Major Secondary Bleeding
Endpoint 0.54% 1.17% 0.46 (95%Cl 0.23-0.94)

TIMI major/minor bleeding

BARC 3-5 Bleeding 0.54% 1.31% 0.41 (95%Cl 0.20-0.83)
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‘ ORIGINAL ARTICLE ‘ A Death, Myocardial Infarction, Stroke, or Urgent Target-Vessel Revascularization
100+ 8-
. 904 74 Monotherapy 70 Difference, 1.47 percentage points
. sl X g0 6 (95% Cl, -0.16 to 3.10)
Early Wlthdrawal Of ASplrln after PCI g ?2_ 5 P=0.11 for noninfeoriority
<
in Acute Coronary Syndromes 7 @ 4 Dual antpltelt therapy
@ 2
P.O. Guimaraes,! M. Franken,! C.A.M. Tavares,* M.O. Antunes,?* F.S. Silveira,* § :g: 14 Hazard ratio, 1.28 (95% Cl, 0.98 to 1.68)
P.B. Andrade,’ R.R. Bergo,® R.M. Joaquim,’ J.E. Tinoco de Paula,? g 204 00 T 2 3 4 : ¢ 7 & 5 1 un L
B.R. Nascimento,’ F.G. Pitta,*? J.A. Arruda,’’ R.G. Serpa,'* L.N. Ohe,** Y oo
F.M. Mangione,”* R.H.M. Furtado,** E. Ferreira,® F.B.A. Sampaio,* H_——
C.T. do Nascimento,'” L.O.O. Genelhu,!® C.G. Bezerra,”® R. Sarmento-Leite,?° 61 2 3 4 5 6 7 & 9 10 11 12
L.N. Maia,? F.R.A. Oliveira,2 M.V. Wainstein,? F.T.C. Dall’Orto,® F. Monfardini,’ Months since Randomization
S.R.L. Assis,! J.C. Nicolau,? A.C. Sposito, R.D. Lopes,” Y. Onuma,*
M. Valgimigli,” D.J. Angiolillo,® P.W.J.C. Serruys,? O. Berwanger,??° F. Bacal,?
and P.A. Lemos,’ for the NEO-MINDSET Trial Investigators* B Major or Clinically Relevant Nonmajor Bleeding
1:2: g: Hazard ratio, 0.40 (95% Cl, 0.26 to 0.59)
- 3410 patients with ACS from Brazil £ 0l 6
. . h. 4 d fh . I. o 8 0 5 Dual antiplatelet therapy 4.9
- Stop aspirin within 4 days of hospitalization i Difference, -2.97 percentage points
and continue P2Y12 inhibitor monotherapy £ sof ] (95% Cl, -4.20to -1.73)
[ i i—
(prasugrel 70%; ticagrelor 28%) or standard 12- 2 ‘;g 11 Monotherapy 20
o g / 3 T 0 T T T T T T T T T T T 1
months DAPT (same P2Y12 inhibitors) A E ol 01 23 456 7 8 510100
. 10-
- 62% STEMI, 31% NSTEMI, 7% Unstable angina | g I -
_ Mean age= 60 L. 0o 1 2 3 4 5 6 7 8 9 10 11 12

Months since Randomization

- Diabetes mellitus= 27%
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Unguided de-escalation

TOPIC 2017 646 100 0 |Clopidogrel-based DAPT versus CV death, urgent Yes 12
standard DAPT revascularisation, stroke and
BARC 2-5 bleeding
HOST- - 2020 3,429 100 0 Prasugrel 5 mg-based DAPT All death, MI, ST, repeat Yes 12
REDUCE- versus prasugrel 10 mg-based revascularisation, stroke and
POLYTHEC- DAPT BARC 2-5 bleeding
ACS
TALOS-MI 2021 2,697 100 0 |Clopidogrel-based DAPT versus| CV death, MI, stroke and BARC Yes 12
ticagrelor-based DAPT 2-5 bleeding

1 1

Angiolillo and Galli et al. Eurointervention 2022




Ticagrelor monotherapy 1-3s months arter DAP1
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o) UNIVERSITA DI ROMA
100 ¥ DAPT Ticagrelor monotherapy ~ DAPT (Kaplan-Meier HR (95% ClI) Weight
— Ticagrelor monotherapy (Kaplan-Meier event rates) event rate) (%)
T 4 .
< IR
= HR 091 (95% CI 0-78-1.07) GLASSY 86/3518 (2-5%) 109/3705 (2-9%) _{ 0-83(0-63-1.10) 3091
2 37 :
5 SMART-CHOICE  2/228 (0-9%) 2/253 (0-9%) <—|r-—> 111(016-7.87) 064
2 5 I
3 2 TICO 10/1311 (0-8%) 20/1297 (1-6%) —.—lL 049 (023-1.05) 429
s '
I
g 14 TWILIGHT 135/3524 (3-9%) 137/3515 (3-9%) 4 099 (078-125) 4372
I
0 - . . | T-PASS 24/1228 (2-0%) 19/1282 (1-5%) _IL : 133 (0.73-2-42) 6.82
0 0 180 270 6 5
90 7 395 ULTIMATE-DAPT  40/1696 (2-4%) 45/1699 (2-6%) - 0:89(058-137)  13:62
Number at risk Time since start of follow-up (days) 1§
(number censored) Overall (I>=0-0%; p=0-433) ¢ 5 0-91 (0-78-1-07) 100-00
DAPT 11751 11624 11508 11343 4979 | ' |
(0) (46) (72) (150) (6440) 0-25 1 4
Ticagrelor monotherapy 11505 11338 11235 11098 4986 “— —>
(0) (61) (93) (164) (6222) Favours de-escalation to ticagrelor monotherapy Favours continuation of DAPT
B
100 p Ticagrelor monotherapy ~ DAPT (Kaplan-Meier HR (95% Cl) Weight
(Kaplan-Meier event rates) event rate) (%)
g 47 ,
§ GLASSY 34/3753 (0:9%) 53/3756 (1-4%) :—*— 064 (0-42-0-99) 2517
> 34 '
5 HRO-43(95% C10-34-054)  GMART.CHOICE  1/273 (0-4%) 6/263 (27%) €———- 016(0-02-130) 233
2 I :
= 2 :
5 TICO 13/1499 (0-9%) 42/1505 (2-8%) 4———:— : 031(0-17-057) 1724
o '
g 17 TWILIGHT 34/3555 (1-0%) 69/3564 (2:0%) —:"'— 049 (0-33-0-74) 2618
| '
0 T T T ] T-PASS 9/1419 (0-6%) 39/1420 (2-8%) <—l—| ' 023(0:11-0-47) 1417
0 0 180 270 6 ‘
0 / 3% ULTIMATE-DAPT 11/1700 (07%) 28/1700 (1.7%) 4—4— || 039(019-078) 1492
. Time since start of follow-up (days) I '
Number at risk e 0. ;
(number censored) Overall (I°=40-9%; p=0-124) ﬂ> : 0-41(0-29-0-57) 100-00
DAPT 12208 12053 11921 11750 5027 — ' .
(0) (80) (146) (260) (6944) 0-25 1 4
Ticagrelor monotherapy 12199 12060 11976 11839 5074 4+ — —»
(0) (108) (163) 277) (7023) Favours de-escalation to ticagrelor monotherapy ~Favours continuation of DAPT

Valgimigli et al. Lancet 2024
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Why can’t we just de-escalatate to DAPT with clopidogrel or ticagrelor
monotherapy 1-3 months after ACS/PCI?

1) Precision medicine (is the opposite of evidence based medicine)

2) Clopidogrel is the most commonly used P2Y12 inihibitor wordwide
3) Ticagrelor 90 mg monotherapy is not approved for use 12 months after ACS

4) Reduced dose of ticagrelor (60 mg bid) or prasugrel (5 mg od) are not approved for use

5) Unguided de-escalation occurs 1-3 months after ACS/PCl!
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Modulation of antiplatelet therapy over time
N UNIVERSITA DI ROMA

In older ACS patients,” especially if HBR,® clopidogrel
Hiah Avoid P2Y12i pre'treatment as the P2Y, receptor inhibitor may be IIb B
g . Av0|c! routi ne (_Z-‘:PI use considered 242243291
: Consider bivalirudin over UFH
Initial intense APT
'-‘ \*. No-AF: DAPT with prasu/tica or guided clopi
) .y / AF: TAT with ASA, clopi and DOAC
De-escalate APT
'-‘ ~‘~.~ No-AF: reduce DAPT duration or intencity Re-evaluate
X G of T AF: DAT with clopi and DOAC No-AF: ASA or P2Y12i alone
s, Ischemic risk AF: DOAC alone
- Tteee.. L JL . s .¢ l
Bleeding risk ' :
Lo o
1-month 3-month 12-month

.—.mmuum-‘

Galli et al. 1JC 2024
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[ K
o o9
R
Conventional therapy Guided therapy
[ | E PFT/GT

Prasugrel &G

(| Clopidogrel f ﬁ
Ticagrelor

-— e M

Clopidogrel Clopidogrel poor
responders responders

-
@ [ |
Clopldogrel kPrasugrel Ticagrelor
]

. [ ¥ MACE and ST|
| = Bleeding

Escalation

( v Bleeding
= MACE and ST

\_ v,

De-escalation

Angiolillo and Galli et al. JACC Cardiov Interv. 2024
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Analogy between antiplatelet and anticoagulation intensity and clinical events

Intensity of antiaggregation (PRU)

) === mm e r e e e e - --———--
300 - HPR
HPR threshold
200 T e e = s e ===
OPR
100+ 290t 0l ccPeccccccccna
LPR
Baseline N &
(clopidogrel) QQ& &
9 ,bQ;
L L

Galli M et al. Pharmacogenomics. 2022
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Risk
‘ T -
Bleeding risk Ischemic risk
o - ---------- I
| . |
I B I
/———’—l// i
| |
| |
o e e : » Platelet
Low Platelet Reactivity Optimal Platelet Reactivity High Platelet Reactivity reactivity
v v
L u
4 vt 4 Rt 4
Prasugrel/ Clopidogrel Clopidogrel
Ticagrelor responders non-responders

Angiolillo and Galli et al. JACC Cardiov Int 2024
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8¢

A Primary Combined Outcome

100+ 6 Standard-treatment group
The NEW ENGLAND JOURNAL of MEDICINE 5
754
] 44
-~ Genotype-guided group
‘ ORIGINAL ARTICLE g
3 3 "]
“ £ s0- 2]
. 4
A Genotype-Guided Strategy for Oral P2Y | £
oy o . . S 14
Inhibitors in Primary PCI Red flags: 5
254 0 T T T T T T T
Daniel M.F. Claassens, M.D., Gerrit J.A. Vos, M.D., Thomas O. Bergmeijer, M.D., H P 0 45 50 135 180 225 270 315 360
° -
Renicus S. Hermanides, M.D., Ph.D., Arnoud W.J. van 't Hof, M.D., Ph.D., Non Inferlorlty
Pim van der Harst, M.D., Ph.D., Emanuele Barbato, M.D., Ph.D., deSi n
Carmine Morisco, M.D., Ph.D., Richard M. Tjon Joe Gin, M.D., g [ — ; r r r 1 1 :
Folkert W. Asselbergs, M.D., Ph.D., Arend Mosterd, M.D., Ph.D., ° Prlmary endeInt 0 45 S0 135 180 225 270 315 360
Jean-Paul R. Herrman, M.D., Ph.D., Willem J.M. Dewilde, M.D., Ph.D., Days since Index PCI
Paul WA. Janssen, M.D., Ph.D., Johannes C. Kelder, M.D., Ph.D., Maarten J. Postma, Ph.D., |ncl udlng both No. at Risk
Anthonius de Boer, M.D., Ph.D., Cornelis Boersma, Pharm.D., Ph.D., Standard-treatment group 1246 1218 1202 1198 1193 1185 1179 1178 1173
Vera H.M. Deneer, Pharm.D., Ph.D., andJurr[én M. ten Berg, M.D., Ph.D. iSChemiC and Genotype-guided group 1242 1213 1203 1201 1197 1191 1187 1184 1177
H B Primary Bleeding Outcome
bleeding outcome y Peeding Outeom
Standard-treatment group
Genotype- Standard-
Guided Treatment
Group Group Absolute Difference Hazard Ratio 104
Outcome (N=1242)  (N=1246) (95% CI)f (95% CI) P Value £ 751
no. of patients (%) percentage points g Genotype-guided group
. . =
Primary combined outcomes: E 50+ >
Noninferiority analysis 63 (5.1) 73 (5.9) -0.7 (-2.0t0 0.7) <0.001§ 2
Superiority analysis 63 (5.1) 73 (5.9) 0.87 (0.62t01.21)  0.40 ‘—é
Secondary outcomes S 0-# T | T - T | T .
_ ) ) ) ) 254 0 45 90 135 180 225 270 315 360
Primary bleeding outcome: PLATO major or minor bleeding 122 (9.8) 156 (12.5) 0.78 (0.61-0.98) 0.041
Major or minor bleeding according to other criteria
BARC type 2-5 bleeding 126 (10.1) 163 (13.1) 0.77 (0.61-0.97) . ———
T T

T T T T T T
0 45 90 135 180 225 270 315 360
Days since Index PCI

Claassens et al. NEJM




A SAPIENZA Meta-analyses may increase statistical power
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Limitations of
individual trials:
- Non-inferiority
design

- Primary
endpoint
including both
ischemic and
bleeding outcome
- Low statistical
power for hard
endpoints

Risk ratio (95% Cl)

Major adverse cardiovascular events ——e—

Any bleeding

Major bleeding
Minor bleeding
All-cause death

Cardiovascular death
Myocardial infarction

Stent thrombosis
Stroke

078 (0-63-0-95)
0-88 (0-77-1:01)
0-95 (0-78-1-15)
078 (0-67-0-92)
0-87 (0-70-1-08)
077 (0-59-1-00)
0-76 (0-60-0-96)
0-64 (0-46-0-89)
0-66 (0-48-0-91)

o

Favours guided  Favours standard

Guided versus standard therapy

v

Guided escalation strategy

Risk ratio (95% Cl)

v

Guided de-escalation strategy

Risk ratio (95% Cl)

Major adverse cardiovascular events
Any bleeding

Major bleeding

Minor bleeding

All-cause death

Cardiovascular death

Myocardial infarction

Stent thrombosis

Stroke

074 (0-57-0-95)
1.00 (0-80-1-25)
0-94 (0.74-119)
0-87(0-57-1-33)
0-88 (0-68-1-15)
073 (0-54-1-00)
071 (0-52-0-97)
0-62 (0-42-0-91)
0-66 (0-45-0-97)

+— —>

1

Favours guided ~ Favours standard

0-90 (0-72-1-14)
0-81(0-68-0-96)
0-97 (0-69-1-38)
077 (0-64-0-91)
0-84 (0-57-1-24)
0-86 (0-52-1-40)
076 (0-51-112)
0-70 (0:38-1-32)
0-65 (0-36-1-17)

Major adverse cardiovascular events —e—
Any bleeding ——
Major bleeding —ot—
Minor bleeding °
All-cause death ———
Cardiovascular death —_——
Myocardial infarction —e—
Stent thrombosis —_——
Stroke —o—

f 1

“— —>

Favours guided  Favours standard

Figure 4: Summary effect estimates for overall guided versus standard therapy, guided de-escalation strategy versus standard therapy, and guided escalation

strategy versus standard therapy

Results consistent at
secondary analyses
according to:

- RCTs vs
observational
studies

- PFT vs genetic
testing

- Proportion of ACS

- Proportion of DES

- Exclusion of
cilostazol of double
dose clopidogrel

- Duration of follow-

up

Galli et al. Lancet. 2021
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Comparative effects of guided vs. potent P2Y 4,
inhibitor therapy in acute coronary syndrome:
a network meta-analysis of 61 898 patients
from 15 randomized trials
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e IPD-MA of POPular Genetics and TAILOR-PCI
e Only ACS patients without AF
« TOT= 6,734 patients

0-3 months 3-12 months

12 adj.HR 0.72 (0.55, 0.94) 124

104 adj.HR 0.86 (0.63, 1.17)

De-escalation ]

Galli et al. JACC Cardiov Interv. 2026
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YES BUT

RCTs meeting their primary endpoints » -N(?n-inferio(;’ity.desigr; .
(NEJM 2019 and JAMA 2020) - Primary endpoint including both ischemic

and bleeding outcomes
2 - Low statistical power for hard endpoints

Study level meta-analysis (Lancet 2021) mp - High baseline etherogeneity
- Pivotal RCTs provide more solid evidence
\ 4

Network meta-analysis (EHJ 2022) D> tence £ ;
- Evidence from indirect

\ 4 comparisons is weak

Patient-level meta-analysis >
(JACC Cardiov Int 2026) PPRPRRIRVIIONY?
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Fast

e ~1 hour turnaround time
e Direct PCR results
e Alleles *1, *2, *3, and *17

SAPIENZA 4 Availability of rapid and easy to use tools

Accurate
e 99.1% accuracy vs. bidirection
sequencing

e Irreversible tube sealing
prevents contamination

Sample
Collection

Buccal Sample
Stable for 20hrs

J
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2023 European GL 2025 North American GL

COR LOE
Shortening/de-escalation of antithrombotic therapy T

I pETETS VD e eIt aitter S moriis o 1. In patients with ACS who are not at high bleeding

risk, DAPT with aspirin and an oral P2Y 12 inhibi-
tor should be administered for at least 1 year to
reduce MACE.'"®

Bleeding Reduction Strategies

DAPT and who are not high ischaemic risk, single

antiplatelet therapy (preferably with a P2Y4,

receptor inhibitor) should be considered.?¢*¢%

271,273,274,276,313,320

2. In patients with ACS who have tolerated DAPT with
ticagrelor, transition to ticagrelor monotherapy >1
month post PCl is useful to reduce bleeding risk.”"

De-escalation of P2Y ¢, receptor inhibitor treatment

(e.g. with a switch from prasugrel/ticagrelor to

clopidogrel) may be considered as an alternative

| 279-282321,322 3. In patients at high risk of gastrointestinal

bleeding, a proton pump inhibitor (PPI) is rec-
ommended in combination with DAPT, oral anti-
coagulants, or both to reduce risk of bleeding.'?"'®

DAPT strategy to reduce bleeding ris

In HBR patients, aspirin or P2Y; receptor inhibitor

monotherapy after 1 month of DAPT may be
4276313

4. In patients with ACS undergoing PCI, de-
escalation of DAPT (switching from ticagrelor or
prasugrel to clopidogrel) after 1 month may be
reasonable to reduce bleeding risk.'s"°

considere

De-escalation of antiplatelet therapy in the first 30
days after an ACS event is not recommended.*¢323

5. In patients with ACS undergoing PCI who are at
high bleeding risk, transition to single antiplatelet
therapy (aspirin or P2Y 12 inhibitor) after 1 month
may be reasonable to reduce bleeding risk.?!
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1) Clopidogrel monotherapy
a) after short course of DAPT;
b) long term therapy (also in PAD and stroke patients);
c) DAT with clopidogrel in those with concomitant OAC
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IS ASPIRIN BETTER THAN CLOPIDOGREL?

Random-effect meta-analysis from 7 trials encompassing 30 165 patients

Timeline of included studies
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Subgroup analysis according to region of enrolment

Endpoint IRR (95% ClI N TSA IRR (95% CI N TSA P
All-cause death < 0.95 (0.78-1.15) 4 Underpowered —— 1.17 (0.55-2.48) 2 Underpowered 0.014
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Myocardial infarction - 0.70 (0.54-091) 4 Powered «—e—+—— 0.54(0.00-999.99) 2 Underpowered 0.755
Stroke —et 0.75 (0.45-1.24) 4 Powered -4+ 1.01 (0.66-1.55) 1 Underpowered 0.272
Major bleeding - 0.92 (0.60-1.40) 4 Powered —t+—<— 2.52(049-1296) 1 Underpowered 0.234
02051 2 5 020512 5
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Conclusions

Elderly patients are characterized by increased bleeding but also
thrombotic risk.

Bleeding reduction strategies may be implemented pre-, intra- or
post-procedurally.

Clinical judgment and common sense remain paramount and
should prevail over risk scores. The goal is to provide the necessary
treatment while avoiding overtreatment and the risk of potentially
serious adverse events.

Antithrombotic therapy should be intensive during the early high-
risk phase and progressively de-escalated thereafter.

Guided strategies are the only approach that can reduce bleeding
risk from the early phase after ACS.
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