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EVOLUTION TRIAL

A Prospective, non-randomized, multi center study investigating the
Efficacy of the Self-Expanding iVolution nitinol stent for treatment of
femoropopliteal lesions ; mll 8,9¢cm

Primary Patency - 24MFU - 120 pts
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EFEPAC trial

Multicenter Randomized Confrolled Trial to Assess the Effectiveness of Paclitaxel-

)

coated Luminor® Balloon Catheter versus Uncoated Balloon Catheter in the

Superficial Femoral and Popliteal Arteries to Prevent Vessel Re-stenosis or Re-

occlusion
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EFFPAC trial

Luminor Luminor (n= 85) POBA (n= 86) p value
n=85 —
Lesion length, mm 59.1+43.4 55.8+39.1 p=0.732
* =
Age, years 68.017.5 68.1+8.8 p=0.979 CT0, % 20.2 25 6 0=0.492
Male, % 60.0 69.8 p=0.239 Calcification, %
Severe 3.6 11.6 p=0.232
Diabetes, % 36.5 40.4 p=0.681 Moderate 42.2 44.2
Hypertension, % 87.1 84.9 p = 0.850 Mid / dist. popliteal artery, % 18.8 14.0 p =0.248
o Pre-dilation, % 98.8 98.8 p=0.993
Hyperlipidemia, % 70.7 68.6 p=0.144
Dissection, % 37.6 40.7 p =0.801
Current smoker, % 40,5 430 p=0.836 Bailout stenting, % 153 18.8 p=0.709
Critical limb ischemia, % 36 1.2 p=0.613 Residual DS, %
post-angioplasty 15.5116.7 149+ 16.2 p =0.807
ABI 0.7310.23 0.74£0.23 p=0.929 post-treatment 7.5%9.3 8.3+10.1 p =0.699
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EFFPAC trial PRIMARY ENDPOINT

6- month LLL 6-month LLL DCB vs POBA (mm

THUNDER Tepe et al. 2008
Paccocath coating

0.4+1.2 718 -1.3

AcoArt | Trial Jia et al. 2016
Orchid (Acotec

EFFPAC 2018
Luminor (iVascular) 0.14 [CI:-0.38; 0.67] 1.06 [CI:0.54; 1.59]

0.05+0.73 1.15+0.89 -1.1

-0.92 [CI:-1.364; -0.49]
p < 0.001

RANGER Bausback et al. 2017

Ranger DCB -0.16+0.99 0.76x1.4 -0.92
LEVANIE shomes ekl J 1T 0.46+1.13 1.09+1.07 0.63
Lutonix (Bard)
BIOLUX P-I Trial Scheinert et al. 2015
Passeo-18 Lux (Biotronik) 872 20810 033
FEMPAC Werk et al. 2008
Paccocath DCB 05+1.1 1.0+1.1 -0.5
CONSEQUENT 74

Nard 201 0.35 [CI: 0.19; 0.79] 0.72 [Cl: 0.68; 1.22] -0.37

SeQuent Please (B. Braun)
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EFFPAC trial FREEDOM FROM TLR @60 MONTHS
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Freedom from TLR after 60M (Kaplan Meier estimate with 95% Cl)
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Analysing all the existing similar DCB RCT at 5-year follow-up:

fTLR 5-year
100,00%
80,00%
79,20%
74,5% 7 0%
60,00%
40,00%

20,00%

0,00%

Luminer (iVascular) In.Pact Admiral (Medtronic) Orchid (Acotec) Cotavance ballcon (now not

in the market)

Sources:
INPACT SFA: https://www.ahajournals.org/doi/10.1161/CIRCINTERVENTIONS.118.007702 ; AcoArt I:https://pubmed.ncbi.nlm.nih.gov/33600928/; THUNDER:
https://pubmed.ncbi.nlm.nih.gov/25616822/

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



EFFPAC trial PRIMARY PATENCY @60 MONTHS

Primary patency after 60M (Kaplan Meier estimate with 95% CI)
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Primary patency:
Freedom from restenosis 0, . ; | . . . . : . . .
N 0 6 12 18 24 30 36 42 48 54 60 66
ultrasound PSVR < 2.5) and
freedom from TLR Follow-up (Months)

DCB 77 7% 67 55 52 43 42 31 26 25 12 0
POBA 77 70 47 38 37 30 30 29 25 24 19 0
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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
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T.I.N.T.l.N. endpoints & timeline

Primary Endpoint
Freedom from CD-TLR @12 mornths
Informed consent [}
Secondary Endpoints ity e : y
i Medical history
ana.ry patency @6—?2 mon‘.ths(DUS PSVR<2,5) i’ W I E R EE B B
Technical success (angiographical RS<30%) wa— E R B E B B
Freedom from CD-TLR @6-12-24-36-48-60 months  intervention details ]
Clinical success: improvement of RB dassification R =
Serious adverse events @30days Z:F::::::;wnd En : : : : :
Survival @ 6,12,24,36,48 & 60 months
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T.I.N.T.I.N. eligibility criteria

(Rutherford 2-5 \ / \

e Stent Presence in TL

* De novo,post PTA
* TASCIICor D

* TLL= 150mm

* >50% stenosis

e Untreatable inflow lesion
* Previous surgery in TV

* Aneurysm in SFA or PA

* Major amputation

* Amm < @ < 6,5mm , ,
* Debulking technologies

C vessel Patent run-off / \ /
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1.N.T.I.N. patient & lesion characteristics

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%)
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A.N.T.I.N. procedural characteristics

Procedure time (min-max + SD)
Scopy time (min-max £ SD)

Contrast (min-max  SD)

Femoral access (%)

Cross-over performed (%)

69.3min (25min - 170min + 27.4min)
17.5min (5min—51min + 11.1min)

92,6ml (20ml-200ml + 36.2%)

100% (100%)
77% (77%)

Inflow lesion (%) 14% (14%)
Outflow lesion (%) 21% (21%)
Predilatation performed (%) 88 (88%)

Diameter predilatation balloon (min-max + SD)

Length predilatation balloon (min-max + D)

4.62mm (3mm-6mm + 0.68mm)

156.53mm (40mm - 220mm +42.95mm)

Mean # Luminors used per
procedure

Luminor 18 - 35

1.82 (1-4+£0.73)

Luminor-18 106 (58%)
76 (42%)

4mm - 6mm £ 0.46mm)

Luminor-35

Diameter Luminor (min-max  SD)

VD 5.50mm

Mean # iVolutions used per
procedure

1.84 (1-4+0.69)

5mm —7mm % 0.45mm)

Post-dilatation done 85

Diameter iVolution (min-max + SD)



T.LLN.T.I.N. follow-up

100 patients

1 withdrawal
3 missed visits

1-month Follow-Up
96 visits (86 DUS), 0 deaths

; 1 withdrawal
10 missed visits

W—— 12MFU in 2018 — 2019

84 visits (79 DUS), 5 deaths

> 1 withdrawal 24MFU |n 201 9 - 2020

7 missed visits

12-month Follow-Up 36M FU |n 2020 = 2021

81 in-hospital visits (74 DUS), 2 telephone visits, 9 deaths

> 1 withdrawal
9 missed visits

24-month Follow-Up
64 visits, 7 telephone visits, 19 deaths

1 withdrawal
10 missed visits

36-month Follow-Up
53 visits, 8 telephone visits, 28 deaths



T.I.N.T.I.N. survival rate @36months
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0 180 360 540 720 900 1080 1125
Time (days)
Baseline 12MFU 24MFU 36MFU 36MFU
365 days 730 days 1095 days 1125 days
Number at risk 100 90 73 59 26
Survival rate (%) 100.0 91.8 82.3 70.8 69.6

Primary safety endpoint (100 patients) 30 days

Device or procedure related death (N)

CD-TLR (N)

Target limb major amputation (N)

Cumulative number of major adverse events

0

0
0

amputation

Event category Until 12MFU Until 24MFU Until 36MFU Until 36MFU
(365 days) (730 days) (1095 days) (1125 days)

Death ] 17 2 28

(D-TLR 3 g 14 16

Target limb major 0 0 0 0




1.N.T.I.N. freedom from CD-TLR @36months
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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
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T.I.N.T.I.N. clinical evolution @36months

Mean ABI

1,00

0,93 0,93 0,93
0,90
0,80
0,70

0,59
0,60
0,50
0,40
0,30
0,20
0,10
0,00
Screening 12MFU 24MFU 36MFU

: mean Ankle Brachial Index
Visit Screening | 1IMFU 6MFU 12MFU 24MFU 36MFU
Mean ABI 0.59 0.96 0.95 0.93 0.93 0.93
Number of patients | 99 94 82 76 47 36

100%

90%

70%
60%
50%

40%

L

Screening

Rutherford classification in time
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Discharge

1MFU

6MFU

12MFU

24MFU

36MFU

m6

=5

LR

m1

=0

Evolution in Rutherford classification

Screening | Discharge | 1IMFU 6MFU 12MFU 24MFU 36MFU
Improvement of at

NA 75.0 91.0 92.9 94.0 93.8 93.6
least 1 RCC
Status quo NA 25.0 9.0 5.9 4.8 6.3 4.3
Worsening NA 0.0 0.0 1.2 1.2 0.0 2.1




Benchmarking with other studies

Freedom from TLR (%) @3year

90 DCB +/- bail-out stenting DES Bypass DCB+BMS
80
82,2
70
25
60
50 20
40 15
30
10
20
10 5
o (0]
IN.PACT SFA IN.PACT Global- DCB  ZILVERPASS ZILVERPTX3 Majestic Eluvia ZILVERPASS bypass3 T.L.N.T.L.N. cm
cohort?
# pts 220 119 113 227 107 100
1. Schneider et al. Circulation: Cardiovascular Interventions. 2018;11 3. Bosiers, CX 2022 . . .
2. Brodmann, Linc 2020 4. Miller-Hulsbeck S. Cardiovasc Interv Radiol 2017 Results from different trials are not directly comparable.

Information provided for educational purposes.



Take home messages

Luminor DCB persists in showing improvement compared with POBA in terms of f-TLR and
primary patency up to 5 years in the German EffPac trial

Belgian T..N.T.[.N. trial shows impressive 36 months results in lesions of 24cm, 60% CTO &
28% CLTI patients : f CD-TLR of 82.2%

T.I.N.T.I.N. offers another confirmation of the poor prognosis of severely ill vascular patients :
survival @3yr of 70.8%, although no evidence for PTX relationship

Benchmark with other 36-months outcomes underlines the efficacy of drug elution &
scaffolding in real life lesions, also on the longer run....



