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EMINENT Effectiveness | Primary Patency

Primary Endpoint

Statistically significantly greater primary patency in patients treated

with Eluvia DES vs BMS
83.2% [337/405] vs 74.3% [165/222]; p=0.0077
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Intention to treat. Primary patency defined as core-lab assessed duplex ultrasound peak systolic velocity ratio (PSVR) < 2.4 at 12 months in the absence of
clinically-driven TLR or bypass of the target lesion.

Gouéffic, Circulation, In press






uality and quantity of paclitaxel differ between DES and DCB

Crystallme Coatlng

Drug eluting stent Drug coating balloons
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Paclitaxel Dose Density
(ng/mm?)

Total Dose
(6 mm x 120 mm)

409 pg ‘ 1103 pg 8448 g ‘ 4500 pg 4721 pug

lefusmn-ControIIed Elution

a
Particulate Counts 567,432 193,968
(210um size)

aSimulated use in a tortuous vessel model under clinically relevant flow conditions.
Device sizes for particulates testing: 6mmx120mm stents, 6mmx80mm balloons. BSC Data on file.
Data from ELUVIA, Zilver PTX, Lutonix, Stellarex and IN.PACT DFUs. Abbreviations: DCB, drug-coated balloon;
drug-eluting stent.
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Benefit and risk before 2018...

Paclitaxel devices showed benefits in term of clinical, morphological,
haemodynamic and cost effectiveness endpoints

Benefit Risk
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In 2018: DOUBT ABOUT THE SAFETY

-
SYSTEMATIC REVIEW AND META-ANALYSIS ”

American American
Heart | Stroke
Asseciation

Resociation

Risk of Death Following Application of Paclitaxel-Coated Balloons and
Stents in the Femoropopliteal Artery of the Leg: A Systematic Review Be ne lt
and Meta-Analysis of Randomized Controlled Trials

Konstantinos Katsanos, MD, PhD, MSc, EBIR; Stavros Spiliopoulos, MD, PhD; Panagiotis Kitrou, MD, PhD; Miltiadis Krokidis, MD, PhD;
Dimitrios Karnabatidis, MD, PhD

Background—Several randomized controlled trials (RCTs) have already shown that paclitaxel-coated balloons and
stents significantly reduce the rates of vessel restenosis and target lesion revascularization after lower extremity
interventions.

Methods and Results—A systematic review and met: lysis of RCTs igati ted devices in the femoral and/
or popliteal arteries was performed. The primary safety measure was all-cause patient death. Risk ratios and risk differences were
pooled with a random effects model. In all, 28 RCTs with 4663 patients (89% intermittent claudication) were analyzed. All-cause
patient death at 1 year (28 RCTs with 4432 cases) was similar between paclitaxel-coated devices and control arms (2.3% versus
2.3% crude risk of death; risk ratio, 1.08; 95% Cl, 0.72-1.61). All-cause death at 2 years (12 RCTs with 2316 cases) was
significantly increased in the case of paclitaxel versus control (7.2% versus 3.8% crude risk of death; risk ratio, 1.68; 95% Cl, 1.15
2.47; —number-needed-to-harm, 29 patients [95% Cl, 19-59]). Allcause death up to 5 years (3 RCTs with 863 cases) increased
further in the case of paclitaxel (14.7% versus 8.1% crude risk of death; risk ratio, 1.93; 95% Cl, 1.27-2.93; —number-needed-to-
harm, 14 patients [95% CI, 9-32]). Meta-r showed a i T between exposure to paclitaxel (dose-time
product) and absolute risk of death (0.4+0.1% excess risk of death per paclitaxel mg-year; P<0.001). Trial sequential analysis
excluded false-positive findings with 99% certainty (2-sided o, 1.0%).

Conclusions—There is increased risk of death following application of paditaxel-coated balloons and stents in the femoropopliteal

iIclusions — «There is increased risk of death
owing application of paclitaxel-coated

loons and stents in the femoropopliteal

ary of the lower limbs. Further investigations
urgently warranted.»
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Katsanos, J Am Heart Assoc.,2018
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And FEW DATA ABOUT THE BENEFIT of drug eluting stents...

Zilver® PTX® RCT
Zilver PTX vs POBA (n=474)

Designed to compare ZLIVER® PTX® vs
uncoated PTA for femoropopliteal lesions

Enrollment
PRIMARY BEANDOMIZATION

n =479 patienis*®

l

Frimary DES
o= 4] patients™

(9 deaths 5 withdrawals

5 logt-to follow.up)

Dake, Circ Cardiovasc Interv. 2011

BATTLE RCT

Zilver PTX vs MISAGO (n=171)

ZILVER® PTX® failed to show superiority in
comparison to MISAGO®

50+~
40+
= 30+ p=0.64
i:- HR[95% CI]: 1.2[0.6-2.4]
@ 20+ Misago
10+ Zilver PTX
0 L] ] |
0 6 12 18 24
Months after procedure
Nb at risk 6 12 18 24
Misago 77 67 56 44
Zilver PTX 81 69 61 54

Gouéffic, JACC Interv. 2020



And FEW DATA ABOUT THE BENEFIT of drug coated ballons...

RCTs compared DCB with POBA alone

POBA is not the standard
of care anymore

No head to head comparison between DCB and BMS

- B\
Leaving nothing behind is not a RCT but a marketing

sentence

Caradu, J Vasc Surg, 2019



ince 2021, the paradigm has changed

2018: Doubt about paclitaxel device safety is introduced
2021: Accumulated evidence diminishes any doubt

— . : Mortality Rates After Paclitaxel-Coated Device Use in Patients With
NI Ne ] Long Term Survival after geqiysive Femoropopliteal Disease: An Updated Systematic Review and

JOURNAL OF

Revascularisation with Paclitaxel Coated D« Meta-Analysis of Randomized Controlled Trials . ENDOVASCULAR
Krystal Dinh, BMed, MTrauma, Alexandra M. Limmer, MBBS, MS, Andy Z. L. Chen, BMed, MD, ~ Shc Jomof o oy
The NEW ENGLAND JOURNAL of MEDICINE Fragility of the Signal
First Published June 9, 2021 | Research Article | Find in PubMed | M) Check for updates
https://doi-org.proxy.insermbiblio.inist.fr/10.1177/15266028211023505 Yann Gouéffic, MD, PhD'®, Boris Postaire, MD?
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Schneider, J Vasc Surg, 2021; Dinh, J Endovasc Ther, 2021; ,Nordanstig J, NEJM, 2020; Gouéffic, J
Endovasc Ther, 2020; Behrendt, Eur J Vasc Endovasc Surg, 2020; Bertges, Cardiovasc Interv, 2020;
Freisinger, Eur Heart J, 2019; Katsanos, J Am Heart Assoc, 2018



aclitaxel eluting stents and mortality

Random effects forest plot of all-cause patient death at 2 years updated with BATTLE, 2
years outcomes (13 RCTs: 10 DCB RCTs (1801 patients) — 3 DES RCTs (686 patients)

Experimental Control Weight Weight
Study Events Total Events Total Risk Ratio RR 95%—Cl (fixed) (random)
ZILVER-PTY 18 297 7 177 T 162 [069; 3.77] 179% 19.7%
FINN-PTX 1 23 0 18 236 [0.10; 54.68] 1.1% 1.5%
IN.PACT SFA 16 198 1 106 857 [1.15; 63.70] 27% 3.6%
FEMPAC 7 45 3 42 = 218 [0.60; 7.88] 6.3% 8.7%
LEVANT I 4 49 5 52 — 0.85 [0.24; 298] 9.9% 9.1%
LEVANT II 21 278 7 140 —— 151 [0.66; 3.47] 189% 20.5%
CONSEQUENT 2 70 1 65 e i 1.86 [0.17; 20.00] 21% 26%
ILLUMENATE EU 13 199 3 59 —_—— 1.28 [0.38; 436 94% 9.6%
ISAR-STATH 3 48 1 107 ——i—-— 6.69 [0.71; 6266] 1.3% 29%
ISAR-PEBIS 3 28 0 29 ———— 725 [0.39;134.09] 1.0% 1.7%
ACOART | 8 96 6 95 _'._ 1.32 [0.48;, 3.66] 12.3% 13.7%
IN.PACT SFA JAPAN 4 66 1 29 —_—t 1.76 [0.21; 15.05] 2.8% 3.1%
BATTLE 1 86 7 8 —&— : 0.14 [0.02; 1.12] 143% 3.4%
1
Fixed effect model 1483 1004 < 1.60 I[1.12; 2.28]1 100.0% —
Random effects model = 1.55 11.06; 2.27] — 100.0%
Heterogeneity: I° = 1%, ° = 0.0047, p = 0.44 ! I J I
0.01 0.1 1 10 100
Experimental Control Welght  Welght
Study Events Total Events Total Risk Ratlo RR 95%-Cl (flxed) (random)
ZILVER PTX 19 297 7 177 e 162 [069; 3.77] 536% 49.7%
FINN-PTX 1 23 0 18 : 236 [0.10;5468] 3.4% 19.5%
BATTLE i 86 7 8——m—— 0.14 [0.02; 1.12] 430%  309%
Fixed effect model 406 280 - 1.01 [0.51; 2.00]1 100.0% -
Random effects model ’%‘ 0.82 [0.15; 4.54] — 100.0%
Heterogeneity: 1 = 59%, t° = 1.3484, p = 0.08
01 051 2 10

Goueffic, JACC interv, 2019 - Gouéffic, J Endovasc Ther, 2020



VOYAGER PAD RCT

Trial Design

6,564 Patients with Symptomatic Lower Extremity

PAD* Undergoing Peripheral Revascularization

All-cause Mortality

ASA 100 daily for all Patients Weighted
Clopidogrel at Investigator's Discretion
|

14

[ Not drug-coated N=4,316
8] =CO
a 394 deaths
[} Drug-coated
Randomized 1:1 Double Blind 12
aban 2.5 mg Stratified by Placebo =
ce daily Revascularization Approach
(Surgical or Endovascular)
and Use of Clopidogrel 3
= 8
T &
Follow up @6 Months, Event Driven, Medianf/u 28 Months § " 08
I S «
Primary Efficacy Endpoint: Acute limb ischemia, major §
amputation of vascular etiology, myocardial infarction, ischemic =
stroke or cardiovasculardeath g 4
Principal Safety Endpoint: TIMI Major Bleeding |

Hess, J Am Coll Cardiol 2021



VEDEPAD RCT

rim analysis of 2289 symptomatic patients from the Swedish Drug Elution Trial in Peripheral Arterial Disease
'EDEPAD) trial

8775 Patients were assessed for eligibilit .
BT Overall population
6486 Were excluded 100_ i le) -
A e . Hazard ratio, 1.06 (95% Cl, 0.92-1.22)
criteria o\o 90+
281 Met exclusion criteria S—
3312 Had technical, logistic, -_E 80—
or other reason m
I 8 s,/ -Mean follow-up of 2.49 years
o = - Fewer than 300 patients have been follo
2289 Underwent randomization 60—
Y] for 4 years.
g 50
-
v
£ 404
1149 Were assigned to treatment 1140 Were assigned to treatment <] Dru g-CoatE‘d dewce
with drug-coated devices with uncoated devices .E 30+
1114 Received assigned intervention 1121 Received assigned intervention I
35 Did not receive assigned inter- 19 Did not receive assigned inter- = 20— .
vention vention £ Uncoated device
26 Received treatment with 3 Received treatment with = 10-
uncoated device drug-coated device O
9 Did not have successful 16 Did not have successful
revascularization revascularization 0 T T 1
l l 0 1 2 3 4
Years since Randomization
1149 Were included in the analysis 1140 Were included in the analysis

Nordanstig, NEJM, 2020



DA response

The results of the SWEDEPAD interim analysis provide important and
passuring information on PCDs used to treat femoropopliteal disease.

Recent analyses of additional data from nonrandomized studies have
ot identified an increased mortality risk associated with PCDs.

The FDA believes that clinical studies of these devices should continue
nd should collect long-term mortality data

Farb, NEJM, 2021



DETECT survey study
M. Wargny?, P.A. Gourraud?, Y. Gouéffic?

1-Department of clinical data, University hospital of Nantes, France
2- Department of vascular and endovascular surgery, Groupe Hospitalier Paris Saint Joseph, Paris, France

- Source database: Systeme National des Données de
Santé (SNDS) between 2011 and 2019

- Inclusion criteria: patients treated for infra-inguinal
lesions, by endovascular repair between 2011 and 201

8.799 patlents

- Subgroups: POBA — BMS - Zilver PTX — Eluvia — Range

Inpact Admiral — Lutonix — Sequent Please — Stellarex -
Luminor 35

mcluded

- Endpoint: mortality at 1, 2 and 5 years of FU (2024)




DETECT survey study
M. Wargny?, P.A. Gourraud?, Y. Gouéffic?

1-Department of clinical data, University hospital of Nantes, France
2- Department of vascular and endovascular surgery, Groupe Hospitalier Paris Saint Joseph, Paris, France
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258.799 patients s

Koen Deloose, Eric Ducasse,
Yann Gouéffic, Stéphan Haulon




aw benefits of paclitaxel eluting devices

- REAL PTX (Zilver PTX — DCB) (NCT01728441)

- DRASTICO (Zilver PTX — DCB) (NCT01969630)

- IMPERIAL (ELUVIA versus ZILVER PTX) (NCT02574481)

- EMINENT (ELUVIA versus BMS) (NCT02921230)

Bausback, JACC, 2019; Liistro, JACC interv, 2019; Gray, Lancet, 2018;
Gouéffic, Circulation, In press



EAL-PTX RCT

lver PTX vs drug coated ballon in native femoropopliteal disease
nicalTrials.gov identifier: NCT01728441

RCT(1:1) 100 {5
Investigator initiated: Pl Prof. D. Scheinert, - ﬁzk‘*—k St
Germany g T %or.;\“
g 60 \2 |
N= 150 patients, 75 in each group 3 0““} L —
. fs . . ?.;" 40 A Q’?‘Q —
Stratification for lesion length for both groups g \)$° —
(1:1:1) " o i N
Mean lesion length: 152.6 = 88.2 mm i Yo 143 (34 A%, 2250 Bailout stenting: 25.3%
6 3EI'>5 7?;0 1,(;95
Drug-Coated Balloon (DCB) —— Drug-Eluting Stent (DES)

 CONCLUSIONS: « Patency rates at 12 months suggest comparable effectiveness and I
safety of DES versus DCB plus bailout stenting in femoropopliteal interventions; a trend
in favor of the DES was observed up to 36 months.»

Bausback, JACC, 2019



JRASTICO

Alloon verSus drug-eluTing stent for COmplex Femoropopliteal Arterial Lesions
inicalTrials.gov identifier: NCT01969630

RCT (1:1) N=240 lesions

Superiority (50% reduction in binary restenosis provided by DCB comparec
with DES)

High risk population of restenosis

>rimarv Endpoint 12-month binary restenosis rate calculated on DUS as a peak systolic
ry P velocity ratio 22.4. DUS scans

’rincipal
nvestigators

study Design

F. Liistro

Liistro, JACC interv, 2019



JRASTICO

Alloon verSus drug-eluTing stent for COmplex Femoropopliteal Arterial Lesions

inicalTrials.gov identifier: NCT01969630

6 patients per group

esion length, mm: 146.3 +96.4 - 140.7+86.7
iabetes, %: 68 to 58
LTI, %: 70.4 to 59.4

)ICB was not superior to DES in the treatment
f complex FP lesions in a high-risk
opulation, yielding similar rate of restenosis
nd clinically driven target lesion
avascularization.

30 1

25 -

20 A

15 -

Restenosis (%)

Log Rank (Mantel-Cox) p value: 0.9

o{ ——*F.........

0 60

Patients at risk
DCB 96 94
DES 96 96

Liistro, JACC interv, 2019

120 180 240 300
Time (Days from Procedure)

«DEB 22705 wemns DES 21%
92 90 87 84
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IMPERIAL Study Overview

RCT (2:1) N=465
Non inferiority (effectiveness) — Superiority post-oc analysis
Single-blind
Study Design 2 sub-studies:
- Long Lesion (Eluvia): single arm - lesion length 140 mm-190 mm — N=50

- Pharmacokinetic (Eluvia): sigle arm — N=13

Primary Endpoint 12-Month Primary Patency

Principal Global: William A. Gray, MD European: Stefan Muller-Hulsbeck

IlnviactimatAare

Primary vessel patency is defined as a binary endpoint and will be determined to be a success when the duplex ultrasound (DUS) Peak Systolic Velocity Ratio (PSVR) is < 2.4 at the 12-month
llow-up visit in the absence of clinically-driven TLR or bypass of the target lesion. All DUS readings assessed by an independent core laboratory.DES, drug-eluting stent; PPA, proximal poplite:
artery; RCT, randomized controlled trial; SFA, superficial femoral artery.

Gray, Lancet, 2018



IPERIAL- Effectiveness: Primary Patency at 12 Months Pre-
ecified superiority analysis on primary endpoint

Treatment Difference for Primary Patency

luvia Zilver PTX AN Non-inferior Superior
=309) (N=156) (95% ClI) p value

3.8% 77.5% 9.3%

3/280)  (110/142) (1.4%, 17.3%) 00144

-15% -10% -5% 0% 5% 10% 15%
+-— -_—

Eluvia vs Zilver PTX Favors Zilver PTX  Favors Eluvia

Superior primary patency for

l: A global randomized controlled multi-center trial with 2:1 randomization of the Eluvia™ Drug-Eluting Stent against Cook Medical’s Zilver™ PTX™ Stent, single-blind, non-inferiority design; independent core lab adjudication. Superiority
a post hoc analysis that was specified prior to unblinding. 12-Month Primary Patency rate of 86.8% in the Eluvia arm vs. 77.5% in the Zilver PTX arm (p-value = 0.0144). Primary patency defined as duplex ultrasound PSVR 2.4, in the
linically-driven target lesion revascularization or bypass of the target lesion, as assessed by the DUS core lab.

Gray, Lancet, 2018



MINENT Study Overview

inicalTrials.gov identifier: NCT02921230

RCT (2:1) N=775 Largest industry-sponsored
tudy Design Superiority (effectiveness)

Single-blind

randomized trial of drug-eluting
stents for SFA/PPA to date

Study arm: Eluvia DES

ntervention Control arm: Bare nitinol stent

rimary Endpoint 12-Month Primary Patency

[westlgatlonal 58 centers in 10 European countries

>enters

rincipal Prof. Dr. Yann Gouéffic Prof. Dr. Giovanni Torsello

nvestlio ators Groupe Hospitalier Paris St. Joseph, Sint-Franziskus-Hospital GmbH,
9 Paris, France Munster, Germany

Primary vessel patency is defined as a binary endpoint and will be determined to be a success when the duplex ultrasound (DUS) Peak Systolic Velocity Ratio (PSVR) is < 2.4 at the 12-month
llow-up visit in the absence of clinically-driven TLR or bypass of the target lesion. All DUS readings assessed by an independent core laboratory. DES, drug-eluting stent; PPA, proximal poplite
artery; RCT, randomized controlled trial; SFA, superficial femoral artery.

Gouéffic, Circulation, In press



EMINENT Effectiveness | Primary Patency

Primary Endpoint

Statistically significantly greater primary patency in patients treated

with Eluvia DES vs BMS
83.2% [337/405] vs 74.3% [165/222]; p=0.0077

100%
90%
8.9%
80% } (95%Cl 2.1%, 15.7%)
70%
Clﬁ - -
. n Superior primary patency for
L Eluvia DES vs BMS
50% :>;
1T
40%

Intention to treat. Primary patency defined as core-lab assessed duplex ultrasound peak systolic velocity ratio (PSVR) < 2.4 at 12 months in the absence of
clinically-driven TLR or bypass of the target lesion.

Gouéffic, Circulation, In press
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K
cumulated evidence diminishes any doubt about the paclitaxel safety

NEFIT
olymer free paclitaxel eluting stent fails to show superiority to BMS

olymer paclitaxel eluting stent > polymer free paclitaxel eluting stent
olymer paclitaxel eluting stent > BMS

)CB did not show its superiority or non-inferiority over DES
lo head to head comparison exists between DCB and BMS



ke home message

urrently the potential risk is outweigth by the benefit of paclitaxel elutin
levices, in particular polymer paclitaxel eluting stent.

}Jased on EMINENT and IMPERIAL RCTs, Eluvia DES should be considered ¢
he stent of choice for treating superficial femoral artery and/or proximal
opliteal artery lesions of intermediate length

Inresolved questions: long lesions, calcifications...



EMINENT and more
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