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Il paziente ad alto rischio di sanguinamento



HBR patients:
• Up to 40% of subjects undergoing PCI in routine clinical practice.
• Under-represented in randomized clinical trials.
• Paucity of randomized clinical evidence to guide their optimalmanagement
• Historically, large heterogeneity in the definition of HBR (similarly todefinition of bleeding events)
• Need for standardized definition of HBR patients and trialdesign/end-points



Heterogeneity of inclusion criteria in current HBR trials
LEADERS-FREE LEADERS-FREE 2 ZEUS-HBR SENIOR ONYXONE MASTERDAPT COBRAREDUCE EVOLVESHORTDAPT

XIENCE28-90 POEM

Age ≥75         
OAC         
Renal failure      
Liver disease     
Recent cancer     
Anemia ortransfusion       
Trombocytopenia        
Stroke or ICH       
Actionable bleed   
Hospitalization forbleeding      
NSAIDs or steroids      



ARC-high bleeding risk criteria

Urban et al. Eur Heart J 2019



Marquis-Gravel, EuroIntervention 2021

LEADERS FREE and LEADERS FREE II Post-hoc analysis





ZEUS: Bleeding event rates according to the presence and number of HBR criteria

HBR patients were also atincreased risk of death, MI andstent thrombosis as comparedto non-HBR patients

Valgimigli et al. JACC Intv 2016





Capodanno, Circ Cardiovasc Interv 2021



Study Year Device Polymer Drug Comparator DAPT results
LEADERS-FREE 2015 Biofreedom Polymer-free Biolimus A9 BMS 1 month D/MI/ST/TLR better with DES
ZEUS-HBR* 2016 EndeavorSprint Durable polymer Zotarolimus BMS 1 month D/MI/ST/TLR better with DES
SENIOR 2018 Synergy Biodegradablepolymer Everolimus BMS 1 month (SA)3 months (UA) D/MI/S/TLR better with DES
DEBUT 2019 SeQuentPlease - Paclitaxel BMS 1 month D/MI/TLR better with DEB
ONYX ONE 2020 Resolute Onyx Durable polymer Zotarolimus Biofreedom 1 month D/MI/ST non inferiority met

COBRA-REDUCE ** 2022 CobraPolyzene-F Polyzene-Ffluoropolymer none FDA-approvedDES
14 days(Cobra) vs 3-6months DAPT

Same MB; non-inferiority forD/MI/ST/Stroke not met

BASKET-SMALL 2* 2022 SeQuentPlease - Paclitaxel 2° gen-DES

Stable pts:• 4 wks(DCB)• 6 months(DES)ACS: 12months

No diff. In MACE, trend for lessMB with DCB

RCT in HBR patients - Devices

*pre-specified analysis; ** OAC



Chiabrando et al. J Invasive Cardiol 2021





A total of 1.948subjects will berandomized 1:1 toreceive either Orsiro orResolute Onyx. Afterindex procedure, allpatients will receiveDAPT (ASA + P2Y12inhibitor) for 30 days,followed bymonotherapy witheither P2Y12 inhibitoror ASA only until theend of the study.



Short (≤3 months) versus long (6-12 months) DAPT followed by aspirinor P2Y12 inhibitor monotherapy in high bleeding risk patients

Garg et al. Am Heart J 2022

BARC 3-5



Study Year Population Exp.arm Comparator Primary EP Results--
MASTER DAPT 2021 4434 pts treatedby PCI withUltimastersirolimus-elutingstent

1 month DAPT ≥ 3 month DAPT • NACE (non-inferiority)• MACCE (noninferiority)• BARC 2-3-5(superiority)

• NACE: non-inferiority met• MACCE: non-inferiority met• BARC 2-3-5(superioritymet)
TWILIGHT-HBR* 2021 1064 HBR, 5114non-HBR ptsundergoing PCIwith high-riskclinical/angiocriteria

3 month DAPTwith ASA-ticagrelorfollowed byticagrelormonotherapy

12 month DAPTwith ASA-ticagrelor
• BARC 2-3-5 • 3 month DAPTsuperior

RCT in HBR patients – Drugs/strategy

*pre-specified analysis



Mehran et al. NEJM 2019



Mehran et al. NEJM 2019



Primary end-point: BARC 2,3 or 5 bleeding

Mehran et al. NEJM 2019



Escaned et al. Eur Heart J 2021



DAPT duration after complex PCI

Giustino et al. JACC 2016 Valgimigli et al. Eur Heart J 2022



DAPT duration in previous MI patients

Bonaca et al. NEJM 2015



Patients with atrial fibrillation undergoing coronary stenting

De Caterina et al. Eur Heart J 2022



Patients with atrial fibrillation undergoing coronary stenting

Galli et al. Eur Heart J 2022



EAPCI/ACVC/EAPC consensus document on antithrombotictreatment strategies for secondary or tertiary prevention inpatients with established coronary artery disease

by D. Capodanno



CONCLUSIONS
• HBR patients are increasing (mainly because of ageing of the population)• They present higher risk of both bleeding and ischemic events as comparedto non-HBR patients• Several stent platforms proved to be effective and safe with 30-days DAPTin these patients, without clear advantage of one specific design (polymer-free vs durable polymer vs bioabsorbable polymer) with the possible(negative) exception of nanopolymer-drug free stent• In the near future data on ultra-thin, bioabsorbable polymer, sirolimus-eluting stent as compared to thin-strut DES will be available• Prolonged DAPT in these patients is associated with increased bleeding andshould be avoided; 1-month DAPT strategy for most.• A SAPT strategy with a P2Y12 inhibitor, instead of ASA, could be considered


