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But...Prof Goueffic is...

...a very EMINENT vascular surgeon/researcher and as | know
him, he will do whatever is possible to win this BATTLE
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First available comparison : ZILVER PTX

* Designed to compare polymer-free DCS

5 yr primary patenc
yrp P y vs uncoated PTA for femoropopliteal
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BATTLE
BATTLE trial protocol

Sponsor Nantes University Hospital - BATTLE ClinicalTrials.gov number, NCT02004951
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Goweffic et ol. Triofs 2014, 15:423 }
hetpe/www rialsjoumal comycontent/15/1/423 <
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STUDY PROTOCOL Open Access

Bare metal stent versus paclitaxel eluting stent
for intermediate length femoropopliteal arterial

- Investigator initiated study fasiofts WNTTLE il Sty pialocy . Tora

* RCT and multicenter (1:1) e e e ik ol o
« Rigorous data collection process, =

.

d d ‘I‘ Background: Currently, endovascular treatment is indicated to treat femoropopliteal lesions <15 cm, However, the
I n e p e n e n Achities” heel of femoropopliteal endovascular repair remains restenosis. Pacitaxel ejuting stents have shown promising
Te5URS 10 prevent restenosis In femnoroponpliteal lesions compared 10 percutaneous tranduminal angioplasty. A recently
® s . - released prospective registry using a newer generaticn of self-expandable nitinol stents (Misago®; Terumo Corp, Tokyo,

[ ] A d U d I C O .I-I O n b Japan) supports primary bare metal stenting as a firstine treatment for femoropopiiteal lesions. To date, no studies
® have been designed to compare bare metal stents to pacitaxel eluting stents for the treatment of femoropoiiteal

lesions, The BATTLE trial was designed to compare paclitaxe! eluting stents (Ziver® PTX®) and a last generation

bace self-expandable nitinel stents (Misago® RX, Terumo Corp, Tokyo, Japan) in the treatment of intermediate

— Duplex ultrasound core laboratory by el

Methods/Design: A prospective, randomized (1:1), controlied, multicentric and intemational study has been designed

Cne hundred and eighty-six patients fulfilling the inclusion criteria will be randomized to one of the two assessments

. . .
— C I I n l c O I e ve n 1’3 C O m m I‘I.Te e of endovascular repair 1o treat de novo femoropopliteal lesions <14 cm in symptomatic patients (Rutherford 2 to 5):

bare stent group and packtaxe! efuting stent group. The primasy endpoint is freedem from in-stent restenosis at | year
defined by a peak systolic velocity Index >2.4 (restencsis of >509%) at the 1arget lesion and assessed by duplex scan.

- D O 'I'G S G fe 1.y m O n i f O ri n g b O O rd Qur main objective is to demenstrate the clinical superiority of pamary stenting using Zilver® PTX® stent system versus

bare metal self-expandable stenting in the treatment of femoropoplieal lesions in patients with sympiomatic
peripheral anerial disease.

.
o F O I | OW_ U p I I I C | U d e S Discussion: This is the first randomized and contrelled study 1o compare the efficacy of base metal stents and
paditaxel eluting stents for the treatment of femoropopliteal lesicns. it may clarify the indication of stent choice
for ferncropopliteal lesions of intermediate length,

-1, 6, 12, and 24-month clinical assessment Tl regiatlnsCincanris o denue: NCTO200451, Deces 2013
— 1, 12 and 24-month stent x-ray B S s
« Monitoring with 100% source data
verification T T e e

W Marves F-64000, france.
Full B0 Of 2L fOmaTION i inadabie t the 01 of the an

() BioMed Central
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BATTLE

» |In BATTLE, a paclitaxel-coated stent failed to show superiority in comparison to a bare metal

stent at 12 months

— Freedom from in-stent restenosis: 88.6% BMS vs 921% Zilver PTX (P=0.64)
— Primary patency: 84.8% BMS vs 85.1% Zilver PTX (P=0.62)

» Suggests coated stent with early drug release |lacks sustained benefit vs bare metal

» Relatively short lesions

24

o Femoropopliteal
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Follow-up (months)
A Polymer-fFree Paclitaxel-Eluting Stent Versus a Bare-Metal Stent for De Nov
Lesions The BATILE Trial, Gouéffic Y, et al. JACC Cardiovasc Interv. 2020;13(4)

):447-457.

Baseline MISAGO® ZILVER® PTX®
Characteristic (n=85) (n=86)

lesion length (cm) 7.6x4.1 6.9+3.5

*Defined by restenosis of >50% and by a peak systolic velocity index >2.4 at the target
lesion. Assessment by an independent core laboratory (thromboses were excluded)



EMINENT

Largest randomized trial of drug-
eluting stents for SFA/PPA reporting
patency to date
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EMINENT

(N=508) (N=267) (N=508) (N=267)
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Eluvia DES
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85.4%
Log-rank p=0.0087
~Eluvia DES
~—BMS
Vi
508 463 439 381 313
267 251 234 195 159

0 30 60 90 120 150 180 210 240 270 300 330 360 390 420
Time Since Procedure (days)

Safety: 12-Month Major Adverse Events

All Death, Major Amputation, TLR
All-Cause Death at 12 Months
Cardiac
Vascular
Non-Cardiovascular
Target Limb Major Amputation
Target Lesion Revascularization

Clinically-Driven

Eluvia DES
(N=492)

11.8% (56/474)
2.7% (13/474)
1.1% (5/474)
0.6% (3/474)
1.1% (5/474)
0.2% (1/474
8.9% (42/474)
8.4% (40/474)

BMS
(N=273)

11.8% (31/263]

1.1% (3/263)
0.8% (2/263)
0.0% (0/263)
0.4% (1/263)

10.6% (28/263]
10.6% (28/263]

p
0.9912

0.1528
1.0000
0.5563
0.4295
1.0000
0.4283
0.3212

» 2 Madlignancies (pre-existing)
+ 2 Infection/sepsis
* 1 Trauma

* No significant differences in CEC-adjudicated major adverse event rates
+ No significant difference in all-cause death between Eluvia DES & BMS through 1 year

— Non-cardiovascular deaths in the Eluvia DES arm:
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Eluvia™ Drug-Eluting Stent

* Platform: Innova™ stent (self-expanding nitinol)

* Polymer: PROMUS polymer (Biostable fluorinated
polymer matrix)

* Paclitaxel dose density 0.167ug/mm?

Bare Metal Stents (BMS)?

EVOLUTION trial

Results from different trials are not directly comparable.
Information provided for educational purposes.

A Prospective, non-randomized, multi center study investigating the
Efficacy of the Self-Expanding iVolution nitinol stent for treatment of
femoropopliteal lesions ; mll 8,9cm
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What about a Luminor & i\VVolution combination?

*OUTSTANDING DCB
*PROVEN SCAFFOLD
*NEED FOR REAL LIFE LESIONS
*IMPROVEMENT LONGER TERM DATA

T.LLN.T.ILN.

Physician-initiated trial investigating the safety and efficacy of the Treatment with the

LumINor DCB (0,018/0,035) & The IvolutioN stent of iVascular in TASC C and D
femoropopliteal lesions

Dendermonde

S Bonheiden
y Aalst
r Tienen

100 patients

Antwerpen
Oostende
Bornem
Lier
Vilvoorde




What about a Luminor & i\VVolution combination?

Rutherford Categor
Male (%) 67 (67%) T &ory Lesion length (min-max  SD) 242,65mm  (150mm - 450mm +
Age (min-max £ SD) 73,47 (53-92+937) " J3.72mm
Reference vessel diameter (min-max + SD) 5,50mm  (Smm-6mm + 0.48mm)
Nicotine (%) 48 (48%) ‘ Degree of stenosis (min-max £ SD) 93.93% (70%-100% + 8.83%)
Hypertension (%) 73 (13%) Occlusion (%) 60% (60%)
Diabetes (%) 37 (37%) Calcified lesion (moderate - severe) (%) 3% (73%)
Renal insufficiency (%) 13 (13%) —
Hypercholesterolemia (%) 63 (63%) : TASC |1 C lesion (%) 62% (62%)
Obesity (%) 32 (32%) TASC 1 D lesion (%) 38% (38%)
Previous PAD (%) 40 (40%)
62
Claudicant (%) 72 (72%)

n2 3 m4 a5

CLI patient (%) 28 (28%)




Cumulative Primary patency rate (%)
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Results from different trials are not directly comparable.

Information provided for educational purposes.



What about a Luminor & i\VVolution combination?
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Time (days)
Baseline 12MFU 24MFU 36MFU 36MFU
365 days 730 days 1095 days 1125 days
Number at risk 100 86 67 50 22
Freedom from CD-TLR (%) 100.0 94.7 89.7 82.2 78.8

Safety: Major Adverse Events
Eluvia DES BMS

(N=492) (N=273) P
All Death, Major Amputation, LR~ 11.8% (56/474)  11.8% (31/263) 09912
All-Cause Death at 12 Months 2.7% (13/474) 1.1% (3/263) 0.1528
Cardiac 1.1% (5/474) 0.8% (2/263) 1.0000
Vascular 0.6% (3/474) 0.0% (0/263) 0.5563
Non-Cardiovascular 1.1% (5/474) 0.4% (1/263) 0.4295

Target Limb Major Amputation 0.2% (1/474 0.0% (0/263 1.0000
Target Lesion Revascularization 8.9% (42/474) 10.6% (28/263] 0.4283

Clinically-Driven 8.4% (40/474) 10.6% (28/263) 0.3212

+ No significant differences in CEC-adjudicated major adverse event rates
+ No ssignificant difference in all-cause death between Eluvia DES & BMS through 1 year
- Non-cardiovascular deaths in the Eluvia DES arm:
2 Madlignancies (pre-existing)

+ 2 Infection/sepsis
* 1Trauma

Results from different trials are not directly comparable.
Information provided for educational purposes.
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Final elements to convince everybody...

Long lesion lengths

Versatility
Health-economical analysis
Safety issues
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Long lengths — versatility — health-economical anal'ys'is'
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- The CAPSICUM (Contemporary outcomes After Paclitaxel-eluting peripheral Stent implantation for symptomatic lower limb IsChemia with sUperficial feMoral or proximal popliteal lesion) study-

C 1-Year Aneurysmal Degeneration

Aneurysmal
degeneration (+)

16.8%

Aneurysmal
degeneration (-)

83.2%

In the CAPSICUM registry

D Aneurysm Predictors

Subintimal Wire Passage Use of Intravascular Ultrasound

v Aneurysmal degeneration was detected at 1 year in 16.8% (95% CI: 13.9%-19.6%) of the overall population.

v Importantly, the presence of aneurysmal degeneration was NOT associated with the 1-year risk of
restenosis, with an odds ratio of 1.16 (95% Cl: 0.65-2.06) (P=0.61).

Japan Endovascular Treatment Conference 2022 lida O, et al. JACC Cardiovasc Interv. 2022;15:630-638. |03 Vedical = 2022



1-Year All-Comers Analysis of
the Eluvia Drug-Eluting Stent for
Long Femoropopliteal Lesions
After Suboptimal Angioplasty

v “Aneurysmal degeneration” in 8% of patients (n=5)

+ 1 patient (20%, 1/5) was symptomatic with thrombosis and occlusion leading to
femoropopliteal bypass

* Hypothesized potential cause: prolonged paclitaxel release and/or permanent
polymer

2-Year Outcomes of the Eluvia Drug-Eluting Stent for the Treatment of
Complex Femoropopliteal Lesions

* 137 femoro-popliteal lesions

* Mean lesion length: 194 £ 108 mm
* CTO rate: 74% (n = 101)
* KM estimate of primary patency:  71%

* Degeneration of the vessel wall: 20% (n=27)

Stavroulakis K et al. JACC Cl 2021 Mar 22;14(6):692-701. doi: 10.1016/j.jcin.2021.01.026.
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One-Year Late Lumen Loss between A Polymer-Coated Paclitaxel-
Eluting Stent (Eluvia) and a Polymer-free Padlitaxel-Coated Stent
(Zilver PTX) for Femoropopliteal Disease

Yoshimitsu Soga', Masahiko Fujihara®, Yusuke Tomol', Osamu lida®, Takayuk Ishihara®, Datzo Kawasaki*
and Kenji Ando

* Negative late lumen loss: , b
» 23% (8/35) of Eluvia patients vs. " g
* 0% (0/10) of Zilver PTX patients

* Vessel diameter expanded from post-procedure to 1-year follow-up

* Clear enlargement of stented segment compared to contralateral side

v “Further evaluation is warranted to determine whether such enlargement affects events occurring during
the chronic phase”

* “Further examination with a larger number of cases is necessary”







