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DCB
* respects anatomy;
* no scaffold;
* fewer remterventions??

DES
straightens vessel;
may occlude SB;
metal=foreign body;
requires maintenance.




2014 ESC/EACTS Guidelines on myocardial

revascularization

TOCIETY OF
CARTHOLCOGY

Repeat revascularization

Early post-operative Ischaemia and graft fallure
“Coronary angiography 1s recommended for patients with:

-+ symptoms of Ischaemia andior abnormal blomarkers SUggestive of perioperative myocardial Infarction Restenosis

« lschaemic ECG changes Indicating large area of risk.

« new significant wall motion abnormalities

+ Mmogyrami: nsbity. Repeat PCI 15 recommended, If technically feasible.
It Is recommended to make the decision on redo CABG or PC by ad hoc consultation In the Heart Team

and based on feasibilty of revascularization, area at risk, comorbidities and clinical status.
FCT should be cons\dered ovar re-operation In patients with carly Ischaemia ater CABG 1 technically feasible @

TTPCI s performed, revascularization of the native vessels or IMA grafis rather than occluded or heavlly

[ gt recommended for the treatment of n-stent re-stenasls (within BMS ar DES).

e
Repeat revascularization Is indicated In patients with severe symptoms or extensive Ischaemia despite medical
iy et i Drug-coatad balloans g)e recommended for the treatment of In-stent restenasls (within BMS ar DES).
PCI should be considered as a first cholce If technically feasible, rather than re-do CABG.
T oo s snmpoen

PCl of the bypassed nacive arcery should be the preferred approach, If sechnically feasiole.

AL arableis e cond of chtca o red CABG VUs anae should be considerad to datect stent-related mechanical problems
Ra-do CABG should be considened for patients without a patent IMA grat to the LAD.

e 5 CARE i b condred T it Wik i i e vt S9El o rvasedar oy

PCL

PCI may be considered In patlents wich patent IMA graft If cechnically feasible.
DES are recommended for PC! of SVGs

Nt of In-stent re-Stenosis (within BMS or DES).

Drug-coated balloons are recommended for the treacment of In-stenc rescenosis (within BMS or DES).

IVUS andior OCT should be considered 1o decect stent-related mechanical problems.

2018 ESC/EACTS Guidelines on myocardial
revascularization



70 y.o. diabetic woman

04.20 anterior positive nt
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Acute pulmonary edema-CP

Hb 5 g/dl-4 Unites blood
Cath lab
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No antiplt per os
UFH 5000 IU

Cangrelor bolus

Scoring balloon 2.5, 3.0mm
Dual-DCB PCI, no metal
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' In-cath lab gastroscopy with multiple cauterizations

e (Cangrelor infusion 48 hours, then clopidogrel (SAP)



220 patients recruited ® Drug-coa.ted b.alloor'l for tre'atm.ent of de-.nov? coronary
artery lesions in patients with high bleeding risk (DEBUT):
asingle-blind, randomised, non-inferiority trial

12 ineligible after predilation T — e WG il

>30% recoil or flow-limitin Mikko | Minkkinen, Jerry Tervo, Jussi MKurkkmnm on behalf of the DEBUT trial investigators*
g if g
dissection)

Summary
fance 201939473033 Background The optimal technique of percutaneous coronary intervention in patients at high bleeding risk is not
v Atishetonioeknown. The hypothesis of the DEBUT trial was that percutaneous coronary intervention with dnlg-(oa balloons is
Jue 13,2019 pon-inferior to percutaneous coronary intervention with bare-metal stents for this pop

‘ 208 randomly assigned

v v

102 assigned to drug-coated 106 assigned to bare-metal stent
balloon

— Drug-coated balloon

—— Bare-metal stent 9-month analysis

Pp<0-0001 for non-inferiority
p=0-00034 for superiority

5 received additional treatment 23 received additional
foranother lesion treatment for another lesion(s)
3 treated with drug-eluting 22 treated with drug-coated

stent balloon
2 treated with bare-metal 1treated with drug-eluting
stent

v A4

97 received drug-coated balloon 3 83 received bare-metal stent 3
(per protocol) ! (per protocol) !

v v

‘ 102 in intention-to-treat analysis }4»" ‘ 106 in intention-to-treat analysis }47

Patientswith major cardiovascular adverse events (%)

Frail, high bleeding

I’isk p atients Drug-coated halloon 102 102 101 100 97 8 76 72 66 53 42

Bare-metal stent 108 99 96 90 90 74 69 61 54 46 40

Number at risk




DCB

* ISR
* frail, high bleeding risk patient

e ...what else?



DES are really good!

>

Cumulative incidence of primary endpoint (%)

30 60 9 120

Number at
Xience V 662 660 656 651
Resolute 665 661 658 655

C

150 180 210 240 270 300
Follow-up (days)

648 646 646 644 643 639 637 632
653 647 645 642 640 636 635 631

11
T I 1

Number at risk
Xience V. 694 663 661 658
Resolute 697 663 661 659

150 180 210 240
Follow-up (days)

655 655 655 654 653 652 652 650
658 656 655 655 655 653 653 649

Von Birgelen C, et al. JACC. 20

TWENTE Trial

Cumulative incidence of cardiac death (%)

B e e —
I
0 30 60 90 120 150 180 210
Follow-up (days)

Number at risk
Xience V. 694 691 691 689 687 684 684 684 681
Resolute 697 695 693 690 688 687 685 685 683

p=0534
= Xience V
= Resolute

30 60 90 120 150 180 210 240 270 300
Follow-up (days)
Number at risk
Xience V. 694 690 687 683 679 676 674 674 672 671 667 664 659
Resolute 697 692 688 684 681 679 673 671 667 665 661 660 657




Everolimus stent (n=223) | Paclitaxel stent (n=77) All patients (h=300)

Age (years) 62+10 62+9
Male gender (%) 71 79 73
Current smoker (%) 32 30 31
Diabetes (%) 23 24 23]
Hypertension requiring medication (%) 67 65 67
Hyperlipidaemia requiring medication (%) 69 75 70

Prior target vessel intervention (%) 4 4 4
Prior MI (%) 35 25 32

Stable angina (%) 62 62 62

Unstable angina (%) 27 32 28
Target vessel (%) Number of lesions=260 Number of lesions=91 Number of lesions=351
Left anterior descending 41 47 42
Left circumflex 29 19 26
Right coronary artery 30 34 31
AHA/ACC lesion class (%)
A 0 1
Bl 20 21
B2 67 66
c 13 13
Reference vessel diameter (mm+SD) 2.82+0.58 2.73+0.54
Lesion length (mm+SD) 13.2+6.4 13.0+£5.9




EES (n=669)
~— PES (n=332)

1-year HR
0.73 [0.48, 1.10)

ICAL RESEARCH

5-Year Results of a Randomized
Comparison of XIENCE V Everolimus-Eluting
and TAXUS Paclitaxel-Eluting Stents

Final Results From the SPIRIT Il Trial (Clinical Evaluation of the XIENCE V
Everolimus Eluting Coronary Stent System in the Treatment of Patients With
De Nova Native Coronary Artery Lesions)

5-year HR
0.76 [0.57, 1.01)
p=0.05

24.5%
AS.2%

—— ———————— -

19.3%

T T !
24 30 36
Number at risk Follow-Up (months)

EES 669 558 543 532
a

PES 257 248 21




Patient-Related Outcomes . (

1-5 Years

1165-78.

Log rank p =0.045 Log rank p =0.600
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- Bare-Metal stent = Everolimus-eluting stent










A) Target lesion failure

unadjusted Logrank P = 001
adjusted Logrank P = .02
HR1.60, 95%-Cl: 1.09-2.34

Incidence of target lesion failure (%)

C) Target vessel myocardial infarction

-
L

unadjusted Logrank P = 006
adjusted Logrank P = .37
HR:1.40, 95%-CI: 0.67-2.93

L'

Incidence of target vessel myocardial infarction (%)
3

Number at risk
Small vessel 798
No small vessel 1013

Incidence of cardiac death (%)

Incidence of target lesion revascularization (%)

3

Q

Small-vessel treatment with contemporary
newer-generation drug-eluting coronary
stents in all-comers: Insights from 2-year
DUTCH PEERS (TWENTE 1) randomized trial

Liefke C. van der Heijden, MD, * Marlics M. Kok, MD," Peter W. Danse, MD, PAD, " Alexander K. Schramn, MD,"

unadjusted Logran Mare Hartmann, MD, PhD,* Marije M. Liwik, PhD, ” Gerard C. M. Linssen, MD, PhD,* Martin G. Stoel, MD, PhDD,*

Carine J. M. Doggen, P, * and Clemens von Birgelen, MD, PRD™ Euscbers Arnbens Emneas andd Abricic and Hengelo,
Netheriands

adjusted Logrank >
HR:1.37, 95%-Cl: 0.68-2.74

W
B) Cardiac death

—— 1.9%

| e T

g

L

120 240 360 600 720

772
986

770
283

791 789
1005 1000

783

993 988

D) Clinically indicated target lesion
revascularization

unadjusted Logrank P = .03
adjusted Logrank P = .03
HR:1.83, 95%-CI: 1.07-3.13




Stent Length

Clinical outcomes of long stenting: patient-level pooled analysis from
the GRAND-DES registry

* Analysis of 9,217 stented patients with new generation
DES for a single lesion during follow-up 730 days.

* From GRAND-DES registry, Republic of Korea.

e Short stenting group (<40mm) 8,035 vs Long stenting
>40mm) 1,182.

- TLF: HR 1.88, p<0.001.
- ST: HR 2.2, p<0.001.

Kong MG, et al. Eurolntervention. 2021



Nordic Bifurcation Study 10 y

413
patients randomized

206 patients
Stenting main vessel and side branch
MV+5B

6/8/60 months clinical/angiographic follow-up

120 months clinical follow-up

405 patients (98%)

MV
203 patients.

DES and mortality= complex vs.

10-year all-cause mortality in the Nordic Bifurcation Study

Provisional technique Two-stent technique

HR 2.22, 95% CI (1.20-4..10), p=0.011

3 9 10

4 5 6 7
analysis time (years)

Number at risk
Provisional stenting 207 202 202 198 194 190 185 182 178 175 170
Two-stent technique 206 203 199 191 186 181 176 174 169 166 159

easy lesions




Epidemiology, Clinical Sequelae, and Potential
Therapies of Antiplatelet-Associated Intracranial Hemorrhage

Major Types of Intracranial Hemorrhage (ICH)

Subdural Epidural
hemorrhage

hemorrhage

C Risk of Imtracranial Hemorrhage Betweer
Patients Treated with Dual Antiplatelet Therapy

and Single Antiplatelet Therapy

Ha, ACT. et al. J Am Coll Cardiol. 2021;78(13):1372-1384
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Index procedure

Control angiography

before PCI

e % . .
_ 7 at angiographic
Jfollow up

1.0 1.5 2.0

Minimal Lumen Diameter
(mm)

B Cortese, JACC Int 2015



BASKET-SMALL 2 coronary mtervention sssessed fo

eligibilility / informed consent obtained

. o
Pa t I e nt F | OW : mniting dissection (TIMI<2) a/o residua™

successful < predllatatlcy stenosis >30% during predilatation

y 4

hd A

758 randomized in Trial and 125 assessed in Registry
included in full analysis set

|
v v

382 assigned to DCB 376 assigned to DES

13 lost to follow up /

9 lost to follow up / > withdrawal of consent

withdrawal of consent

A

< 1 bare metal stent only

1 protocol violation >

A

1 protocol violation

2 treatment change due
to complication

A 4

2 treatment change due to
complication

A

v z

370 followed up at 12 359 followed up at 12

months and included in months and included in per
per protocol set protocol set




IVIACE (12 IVlonths)

The Lancet 2018

Cumulative MACE event rate

0.20-
——DES HR 0.97, 95% CI 0.58 to 1.64; p=0.9180
== CB
0.15-
0.10-
0.051 ..--n'”"r'-l- =
0.00-
0 30 60 90 120 150 180 210 240 270 300 330 360
Follow up days
Number at risk
DESH 376 366 360 355 355 350 346 337 333 332 331 317 284
DCBA1 382 376 373 371 368 367 362 351 347 346 343 326 295
0 30 60 90 120 150 180 210 240 270 300 330 360



36-month Follow-Up:
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DCB vs DES
HR=0.99 (95%C| 0-68-1-45), p=0-95

major adverse cardiac events

12 18 24 30 36
Number at risk Time (months)
DES 376 245 3728 317 310 280 128
DCE 282 361 335 315 206 292 129

36 months: The Lancet 2020



BASKET-SMALL 2 (3-year data available — October 2020)

Secondary outcome:
= @ 12 months DCB vs. DES

cardiac death: 3.1 vs. 1.3 %, M| 1.6 vs. 3.5 % or TVR 3.4 vs. 4.5%

= @ 36 months DCB vs. DES
cardiac death: 5 vs. 4 %, MI 6 vs. 6 % or TVR 9 vs. 9%

Other Endpoints:

@ 12 months: Probable or definite thrombosis were low and comparable between DCB
and DES patients (0.79 vs. 1.60 %). Rates of major bleeding were low and similar in DCB
and DES patients (1.1 vs. 2.4 %).

@ 36 months: Probable or definite thrombosis (1% in DCB and 2% in DES, p=0.18). Rates
of major bleeding (2% in DCB vs. 4% in DES, p=0.088) were numerically lower in the DCB
group without statistical significance.




PICCOLETO II-PIs and participating Centers

Steering Comm.: B. Cortese, G. Di Palma F. Alfonso
Clinical Ev. Comm.: G. Zambelli

Independent Core lab.: Cardiovasc. Inst., University of Ferrara

Datamanagement: Advicepharma

Clinicaltrials.gov: NCT 03899818

B u/_.l I\CHIVIIe

Bernardo Cortese MD, Chairman and PI i
»  San Carlo Clinic Milano, Italy

Fernando Alfonso MD,

»  Hospital de la Princesa, Madrid, Spain

Gaetano Di Palma MD,

»  San Carlo Clinic Milano, Italy

Marcos Garcia Guimaraes MD,

»>  Hospital de la Princesa, Madrid, Spain

Davide Piraino MD,

»  Univ. of Palermo, Italy

Pedro Silva Orrego MD,

>  Fatebenefratelli Hospital, Milano, Italy
Gianluca Campo MD,

»  Cardiovascular Institute, Univ. of Ferrara, Italy
Dario Buccheri MD,

»  San Giovanni di Dio Hosp., Agrigento, Italy
Andrea Erriquez MD,

»  Cardiovascular Institute, Univ. of Ferrara, Italy
Fernando Rivero MD,

»>  Hospital de la Princesa, Madrid, Spain

Giulia Zambelli MD,

» Az. Osp. Policlinico Giaccone, Palermo, Italy



Multicenter, investigator-driven, open-label, prospective RCT

1900 eeriaaned amcl et patients with de novo lesions in SVD
enrolled .
(diameter £2.75 mm)

232 enrolled
centralized blocks RANDOMIZATION 1:1 (prior to GW)

118 Elutax SV DCB 114 Xience EES

Predilatation, DCB dilatation for at Predilatation, stent dilatation and
least 30" (better 60”) postdilatation at operator’s discretion

105 with angio
(89%)

5 lost
8 refused

104 with angio Primary endpoint

(6 months)
Bl Core lab

108 6-mo. clinical fup

* | 112 6-mo. clinical fup ini
108 12-mo. clinical fup 106 12-mo. clinical fup




p=0.03 for
superiority













EASTBOURNE
Multicenter, investigator-driven, open-label, prospective registry
NCT03085823

consecutive patients with de novo
and restenotic coronary lesions,
treated with Magic Touch
(intention-to-treat)

2000 patients, informed consent

1-mo. follow up (visit)

9.19: 12-mo follow Primary endpoint
12-mo. follow up (visit) (target lesion
(642 patients) revascularization)

24-mo. follow up (visit)

36-mo. follow up (visit

prespecified cohort analyses (ISR vs. de novo,
ACS vs. stable, DAPT duration)

quality data input assessment (blinded),
centralized clinical events committee.

1_ ‘

THE EASTBOURNE REGISTRY

THE ALL-COMERS SIROLIMUS-COATED BALLOON
EUROPEAN REGISTRY



IRCCS Policlinico San Donato - Milano - Testa L.
Pantai Hospital Ayer Keroh - Heang T.

S. Ambrogio CTC - Milano - lelasi A.
0.Niguarda - Milano - Bossi I.

A.O. Fatebenefratelli - Milano - Latini R.

SAH - Johor Bahru - Yan L.

Number of patients by site

100 150 200

HGU de Ciudad Real - L
S.Giovanni di Dio - Agrigento - Milazzo D.
0.5an Giuseppe Moscati - Aversa - Caiazzo G.
European Hosp — Roma - Tomai F.
0. diRho - Benincasa S.
0. San Raffaele - Milano - Montorfano M.
Inst. Jantung Negara - Kuala Lumpur - Nuruddin A.
Ist. Clinico Humanitas - Milano - Stefanini G.
0. di Sondrio - Seresini G
UMMC - Kuala Lumpur - Singh R.
AO 0. Maggiore Crema - Cacucci M.
Metropolitan Hosp. - Pireas - Karavolias G.
Sandro Pertini Hosp - Roma - Sciahbasi A.
Hosp. Lucus Augusti - Lugo - Ocaranza R.

Ci

igavon CC - UK - 1

HU de Txagorritxu- Torres A.

Konstantopoulio Gen.Hosp.- Nea lonia - Patsilinakos S.
0.S.Antonio Abate - Trapani - Buccheri D.

Maria Cecilia Hospital Cotignola - Giannini F.

San Carlo Clinical- Milano - Di Palma G.

IS 0.S. Luca — Milano - Blengino S.

A.R.N.A.S. Civico - Palermo - Caruso M.

Apolio | itals - Chennai - Seng G.
Evaggelismos Gen. Hosp - Athens - Triantafyllou K.
Army NIMTS Hosp - Athens - Antoniadis D.

Gen. Hosp. Elpis - Athens - Trikas A.

Un.Hosp. Limerick - Kiernan T.

Metropolitan General - Cholargos - Pilatis N.

Gen. Hosp. Attica KAT - Kifis - Pavlakis G.

Gen. Hosp. Elethsina - Thriassio - Dagre A.
MultiMedica IRCCS - Sesto S. Giovanni - Servi S.

O. Galliera — Genova - Rovere F.

Hosp.Un. La Ribera - Alzira - Martinez L.

Hosp Un.Virgen de la Salud - Toledo - Moreu J.
Hospital La Fe - Valencia - Andres L.

Hosp. U. de Cartagena - Spain - Consuegra L.

Hosp. U. Lozano Blesa - Zaragoza - Ruiz J.

UMMC General Hospital of KAT - Athens - Kafkas N.
Inst. CV Diseases lliescu - Bucharest - Deleanu D.
CIMS - Ahmedabad - Parikh K.

IRCCS Centro cardiologico Monzino- Galli S.

King George's Medical University (Lari) - Chandara S.

Total 2114

THE EASTBOURNE REGISTRY

THE ALL-COMERS SIROLIMUS-COATED BALLOON
EUROPEAN REGISTRY




EASTBOURNE ly. mterim analysis 1, ;

THE EASTBOURNE REGISTRY

THE ALL-COMERS SIROLIMUS-COATED BALLOON
EUROPEAN REGISTRY

12-month follow up, n=605

[EY
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9
8
7
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5
4
3
2
1
0

' 1 .
M TLR

Death total MACE BARC 3,5

B Death total = Ml TLR mMACE mBARC3,5

B. Cortese, TCT 2019 events not yet adjudicated
J. CV Med, 2020



SIRPAC study-first comparison between PTX and SIR DCB &%

* Investigator-imtiated studies

* Comparison between DCB RISE study (all-comer Italian
registry, Elutax SV, 544 pts, ] CV Med ‘18) and
FASTBOURNE interim analysis (all come mternational
registry, M'T, 596 pts (T'CT LBCT ‘19)

* 12 months chinical follow up

 PE: 12-month MACE rate

* 1140 pts enrolled
e After propensity score matching, 290 pts per group




SIRPAC study-first comparison between PTX and SIR DCB

SIRPAC 12 months FU

mRise mEastbourne = l

p=0.250
(Log Rank)

p=0.668
(Log Rank)

Cumulative Survival

p=o737 —— EASTBOURNE ' —— EASTBOURNE

| | FO 157

Death Bleedings

2
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——— RISE ——— RISE

B. Cortese, EuroPCR 2020, LBCT; Cardiovasc Revasc Med 21
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STEERING COMMITTEE
Bernardo Cortese, Milano, study Chairman
Roxana Mehran, NYC
Alex Abizaid, Sao Paulo

Stefano Rigattier:, Rome
Fernando Alfonso, Madnd

Jose Maria de la Torre Hernandez, Santander



TRANSFORMIi TR Rocione
FOLLOW UP AND STUDY DURATION

 |Clinical follow up, after 30 days and yearly through 5 years. Enrollment estimation

ardia

time: 18-24 months.

INCLUSION CRITERIA
age >18 years;
patients with any clinical indication to PCI (stable coronary artery disease or acute
coronary syndromes);
de novo coronary lesions in vessels with diameter between 2.0-3.0 mm (visual
estimation);
lesion length <40 mm;
informed consent to participate in the study.




(by visual estimation)

Native coronary vessel of diameter between 2.0-3.0 mm TRANSFORMIJ

Prepare correctly (guidelines)

Stenosis <30%, absence of dissections
type >B, TIMI 3 flow

NO

YES

| 1:1 randomization

Magic Touch
(diameters 2.0-3.0)

| Registry (treatment
as per local practice)

EES

(diameters 2.0-3.0)

Final assessment after 5 minutes

presence of stenosis >30%, of
dissections type >B, TIMI 3 flow

Absence of stenosis <30%, of
dissections type >B, TIMI 3 flow

Bailout stenting (DES)

Fondazione

12-month clinical endpoint (TLF)

Ricerca e Innovazione
Cardiovascolare




, PICCOLETO III

Native vessel disease (all)

Complex lesions setting: (>40mm; C1'Os)

International, multicenter, RCT

SCB vs PCB vs DES

Fondazione
Ricerca e Innovazione
Cardiovascolare
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» DCBs are a valid alternative to DES in some native vessel disease anatomical
setting: vessels <3mm, BIF, as hybrid treatment with DES.
» DCBs are not created equal.

> Rely on newer-generation platforms/technologies and DCB with robust

clinical program

» The new frontier will need to be patient-focalized, and not device-focalized:

go for hybrid in complex patients!

|




