JOURNEES DE PHYSIOLOGIE
EN CARDIOLOGIE INTERVENTIONNELLE
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Interventional cardiology and cardiac imaging
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Disclosure

« Consulting: Abbott Vascular, Bayer, Novonordisk, General
electric, Medis imaging

* Honoraria: Bayer, AMGEN, Sanofi, AstraZeneca, Novonordisk,
Novartis, Pfizer, Boehringer Ingelheim

« Grants: MDS, Pfizer, Bayer, Abbott vascular
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Epicardial Diseases
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Chronic Coronary
Syndrome
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Randomized Clinical Trial:FAVOR Il
China: Superiority QFR vs Angio

A
104 — QFR-guided group
—— Angiography-guided group 3.8%
Hazard ratio 0-65 (95% C1 0.-51-0-83) /
84 Log- rank p=0-0004 o QFR-guidedgroup  Angiography-guided Hazard ratio (95%Cl)  pvalue
g . ,f/ (n=1913) group (n=1912)
g ’_//_J Primary endpoint
< 6 s 5-8% MACE 110 (5-8%) 167 (8:8%) 0-65 (0.51-0-83) 00004
E Death from any cause 13 (07%) 9 (0-5%) 144 (0-62-3-37) 0-40
‘; Myocardial infarction 65 (3-4%) 109 (57%) 0-59 (0-44-0-81) 0-0008
g Ischaemia-driven revascularisation 38 (2-0%) 59 (3:1%) 0-64 (0-43-0-96) 0-031
-g Major secondary endpoint
& MACE excluding periprocedural myocardial infarction 59 (3-1%) 91 (4-8%) 0-64 (0-46-0-89) 0-0078
2
0 | | | | I |
0 2 4 6 8 10 12
Number at risk Time since randomisation (months)
QFR-guidedgroup 1913 1845 1840 1828 1821 1809 1795
Angiography-guided group 1912 1804 1798 1783 1770 1762 1732

Xu et al Lancet. 2021 Dec 11,;398(10317):2149-2159
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Randomized Clinical Trial: in progress
Non inferiority Angio derived FFR vs FFR

- The FAVOR III EJ study (NCT03729739) / QFR
. The FAST Ill study (NCT0493177) / vFFR

- The Flash FFR Il Study (NCT04575207) / caFFR
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PIONEER IV

STUDY AIM STUDY STATUS [ N = 2540 ]
Compare QFR guided PCI FPl expected Q3 2021
to standard-of-care PCl in

an all-commers population
with 1M DAPT therapy

HT Supreme RANDOMIZED HT Supreme

QFR-guided PCI o Stand-of-care PCI
(N=1270) (N=1270)

STUDY CHAIRMAN
Patrick Serruys
William Wijns (co-chair)

PRIMARY ENDPOINT
Non-inferiority POCE at 12 PRIMARYINVESTIGATOR

months Faisal Sharif
Andreas Baumbach
Javier Escaned
Peter Smits

[ Clinical follow-up 1 & 6 months ]

Clinical follow-ups 1 year

[ Clinical follow-ups at 2 & 3 years ]

STUDY LOCATIONS
Europe

Clinicaltrials.gov Identifier: NCT04923191
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CaFFR The HT Supreme® Drug Eluting

{ How eG™ Coating is Made?

Electric current is cycled,
causing a brush-like structure
of eG™ coating to be
synthesized onto the surface
of the stent.

The filament-like structure of
the eG™ coating allows
interdigitation of the PLGA
coating, forming a strong bond.

Stent is submerged in a

monomer solution, an electric
current is applied and coating
is electro-grafted to the stent.

RainMed San.mED

Innovation for health
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Virtual PCI

Angiography —s Randomization — Procedure

300 patients were
randomized 1:1

Quantitative flow ratio-BASED

Two angiographic projections VIRTUAL PCI

>25° apart

ANGIOGRAPHY-
BASED PCI

Primary Endpoint

Pattern in Post-PCI QFR <0.90

10 -
» Diffuse
8 -

6-
44 Focal

2 Stent

il P=0.01

ngio-based

‘ A
15% -
10% -
{ Virtual PCI
5%
0%

Post-PCI QFR <0.90

Pattern in Post-PCI QFR <0.90

Focal

Stent Diffuse
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Next step

Vessel-oriented
composite endpoint

(VOCE):

Vessel-related cardiac death
vessel-related Ml,

target vessel revascularization

Biscaglia S, et al. ] Am Coll Cardiol Intv. 2023
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Diffuses lesions

(C Predominant Diffuse with Major Gradient

v fo.to Intensive medical treatment

:_C—.
dQFR/ds 0
0.029 ~
| A/\_\— = i
25 50 75 100
Pre-PCI FFR 0.65, QFR 0.62 Longh (mm) P I
> PC
D Predominant Diffuse without Major Gradient
o QFRPPG |
0.636
5
o
e
dQFR/ds o
A e R CABG
25 50 75 100
Pre-PCI FFR 0.73, QFR 0.71 Length (mm)
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INSIGHTFUL-FFR Clinical Trial

2500 subjects will be enrolled in up to 35 sites in the
EU and China.

Patients with chronic coronary syndromes or non-culprit lesions in patients with ACS
with lesions (visual) diameter stenosis between 30 - 90%*

R

Single point FFR+ Pullback

Pressure Microcatheter - Cinioa] decsorT. taing o Beck of dafa. ot the Pressure- wire guided
operator's discretion in case of discordance between

guided strategy FFR and NHPR strategy

If PCL, randomization to F If PCL randomizaticn to FIC

SoC PIOS-MC PlOS-PW SoC

Lo I |

Major Adverse Cardiovascular Events (MACE)
All-cause death, myocardial infarction (m1) and unplanned revascularization at one year

ACS — Acute coronary syndrome; PIOS — Physiologically-guided Incremental Optimization Strategy; SoC — Standard of Care; FFR — Fractional
floe reserve; NHPR — Non-hyperemic pressure ratio; MACE — Major Adverse Cardiovascular Event; PIOS-MC — PIOS based on microcatheter
assessment; PIOS-PW — PIOS based on pressure wire assessment
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Acute Coronary
Syndrome
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COMPLETE-2

STEMI or NSTEMI with Multivessel Coronary Artery Disease

Al least one additional non-culprit lesion 22 .5 mm diameter and 250% stenosis

=5100

& ------------------------ -+ Exclusion Critena:
- Planned orprior CABG surgery
- s e ~ = - Inabiity to identify a culprit lesion for STEMI or NSTEM
Identify eligible non-culpritlesions - Prior PCI of aNCL in a different vessel from the culbri
lesion within 45 days of randomization
- Planned medical treatment ofal qualifying NCLs
- See protocol for full exclusion

Randomization
Stratified by: STEMI or NSTEMI, intended timing of NCL PCI
and participation in the OCT sub-study

|
- ; - ‘
Physiology-GuidedNCL PCI Angiography-Guided NCL PCI
Routine PCI of all physiologically positive lesions Routine PCI of all angiographically suitable lesions
""" with the goal of complete revascularization with the goal of complete revascularization 45750
n=2550 n=2550
____________________________ e
OCT Sub-study
{*OPTIONAL)

as identified by OCT imaging predicts major cardiovascular events
N=1510

¥
Follow-up Visits

Hospital Discharge, 6 Months, 1 Year, Bi-annually up to common study end date
Median Follow-up: 3.5 Years

Primary Objective: Whether wlnerable plaque (lipid-rich plaque and thin cap fibroatheroma)

Primary Outcomes

Efficacy: Time to first occurrence of the composite of CV death, new MI, or ischemia-driven revasculanzation

Safety: Time to first occurrence of the composite of clinically significant bleeding, stroke, stent thrombosis, or
contrast-associated acute kidney injury
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Microvascular Diseases
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Future: Randomized studies

Acute coronary syndrome

A Study of Low-dose Intracoronary Thrombolytic Therapy in STEMI (Heart Attack) Patients. (RESTORE-MI)
NCT03998319. 506 patients. STEMI IMR > 32 low, or very low dose tenecteplase vs placebo- Australia

Chronic coronary syndrome

Personalized Medicine Using Coronary Microvascular Function Measured in Patient with Percutaneous Coronary
Intervention in Angina. (DECISIONING) — France

RANDOMIZATION
in Cath-lab

stratified on pre-PCl IMR }

-
INTERVENTIONNAL GROUP J [

Personalized medicine, open IMR
A\

CONTROLE GROUP
Standard care, blinded IMR

>

)

IMR 2 25

IMR < 25

De-escalation
treatment

CMVD
treatment

S

PRIMARY ENDPOINT

IMR 2 25

Standard care

IMR < 25

Standard care
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Cormica study Cost effectiveness

Invasive coronary angiogram Stenosis < 50% and symptoms

Cormica strategy Standard Care

v

Conduct a cost-utility analysis (CUA) comparing the strategy « Cormica » to the
strategy « standard care » in patients with suspected ANOCA/INOCA in a
collective perspective, at 1 year.

Same methodology of SOCRATES NCT05369728
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Future: More precise or more simple ?

[ ] [ ] [ ]
Microvascular resistance reserve IMR angio
A =1 ¢ @ FAVOR_1234 8765 (0)  1/1/1900
o F % =1.08 %-Qi
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g .. Start saline infusion L Start saline infusion Y
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o il

il Wi 232 cm/s
i WAl Flow Model:

Flow Velocity
100 cm/s

Patient's flow velocity: 11.2 cm/s
A ]
I

I Start Frame: 10.7
End Frame: 16.5

CFRpoppt 243
MRRpopp 2.87

Mean Aortic Pressure: 85 mmHg
De Bruyne, B. et aL J Am Coll Cardiol 2021;78(15):1541-1549.

Vessel QFR Results

Microvascular resistance reserve: Contrast  Fixed Flow
independent of autoregulation and myocardial Vessel QFR 0.75 0.69
. QFR at Index 0.75 0.69 at 29.5 mm
mass, and based on operator-independent Resistance 83.07 mmHg*s/m
measurements of absolute values of coronary flow Flow Velocity 11.2 18.6  cm/s
d . o o . IMRangio 24.02 mmHg*s
and pressure Answer: clinical trials
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