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The Challenge of BTK Intimal Drug Delivery

Makeup of typical BTK lesions

Plaque burden and
medial calcification

Luminal thrombus.

Lower payload than Transit time leads to
ATK

Series of Negative DCB BTK Studies
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Sirolimus Paclitaxel Limus Drugs Perform Well on Short Stents/Scaffolds in BTK
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Similar but different

Sirolimus Paclitaxel

Wassaly, Rainer st al. JACC. vol 47, no. 4, 2005, pp. 708714
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Sirolimus Eluting Balloon Design Goals

INCREASE
— Difficult to get Sirolimus to enter the arterial tissue within 30 to 180 seconds of balloon
dilatation; hence some kind of required to transfer the drug from the balloon to
the tissue efficiently

EXTEND
— Sirolimus must be continuously delivered over time, so some form of
must be employed to maintain therapeutic levels

LiMIT
— Protect from WASH-OFF during balloon delivery and to
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SELUTION SLR™ Drug-Eluting Balloon Technology

2 key features define the
unique performance of SELUTION SLR™ DEB

CELL ADHERENT TECHNOLOGY (CAT)™

)+ Prosphopid bend containing and protecting
MicroReservoirs at 1 pg/mm? Sirolimus dose'

Enhanced Drug Transfer Efficiency

MicroReservoirs
« ~4 pm spheres of Sirolimus mixed with
biodegradable polymer

Sustained Drug Release
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SELUTION SLR™ Drug-Eluting Balloon (DEB) in PAD -
Clinical Program Overview

Clinical evidence from 9 Studies and more than 1,800 patients

SFA/BTK 2IDERCTs
2 Proof-of-Concept 2 ComplexSFA 2 ComplexCLTI Real World (SFA and BTK)
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Early experience with SELUTION SLR in BTK

PRESTIGE (N=25) - 24 mo follow up available
ClinicalTrials.gov ID: NCT04071782

PRISTINE (N=75) - 12 mo follow up available
ClinicalTrials.gov ID: NCT04534257
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SELUTION SLR™ DEB in BTK Evidence
(PRESTIGE & PRISTINE)

PRESTIGE:! n=25, single operator PRISTINE: 1=75, multi operator

Baseline Baseline
« Long segment infrapopliteal disease + TASC C&D
« 44% ESRD More advanced wounds. 23% RS , 68% RS, 9% R4

« 100% Rutherford 5 (tissue loss)

1
1
|
1
1
1
1
1
H Higher calcification (8% modisever calcification)
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Higher risk of amputation (67% modJhigh risk)

Sustained Outcomes out to 24 months
+ Freedom TLR: 87.0% (20/23)

+ Amputation-free survival (AFS): 75% (18/24)
+ Wound healing: 94.4% (17/18)

Outcomes out to 12 months
+ Freedom from TLR: 74%
+ Amputation free survival: 72.6%
+ Wound healing rate: 79.2%
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SUCCESS PTA STUDY 6-MONTH FU

74% claudication, 26% CLTI

lect efficacy, Reported

Design
%8l post marke suvellance studyofthe SELUTION LR DEB (SFA, BTK. Foo)
723 patients in 27 sies around Europe, Asia and South America

Primary Endpoint
‘Clinically Driven Target Lesion Revascularization (CD-TLR) at 12M

Secondary Endpolnts.
+ Device success & Procedure success

Major Adverse Limb Events (MALE) composite endpoint

= R
ol TR TVR- incucing ime o st CO-TLR
Targe b revascularzation, ombosis at th farget sie and amputaion
Change i Rulherford score, ABI fom baseiie and Q5D

Follow-up
izl - Cinical Followup: 6 months, 1 year
+ Telephone Follow-up: 2, 3, 4, 5 years
Pl
+ Michael Lichtenberg, Amsberg, Germany
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SUCCESS PTA STUDY 6-MONTH FU

Patient and lesion characteristics

Pationt Charactoristics Full Cohort ‘ Claudicants cumi
N=T720) (N=534) (N=186)
Age (years) 707299 ‘ 700296 7282103
e 65.0% (46a720) NS E(127/180)
Diabetes Mellitus. 37.9% (273720) 33.0%(176/534) 52.2% (971186)
Full Cohort Claudicants cum
Lesion Characteristics (=821 (N =604) =217
Lesion Segrments Location
64.1% (2821143-) 684% (T211064™)  52.9% (211/399")
POP (POP1POP2) BOAOTIASY) | 20% @8I0 273%(109%00%)
BTK (1431453 OB (T2054)  17.8%(T1200")
- 21%(31/1453+) 2261058 20%(8390%)
RVD - Target Lesion (mm) 309 48225
ATK 53:09 54-08 51:10
34211 37-00 32511
Mtivessel 49:13 51+12 45:13
Ssion Length- 728421018 128421026 12822996
ATK 1320+ 1060 13242 1062 1305+ 1050
BK 0= 50641 11662674
Molvessel 11952853 11022840 13842867
Diameter Stenosis Target Leson (%) 9162112 9132116 521
Tolal ccgusion t baseline (100%DS) a21%(6E21) ATHEEY)  A3Fh(o421T)
= 10521 09:15 11233
Gadficaton Grade 3 200% (164820) 109% (120608  203%(44217)
16.3% (134820) 56%(O4608)  184%(40217)
O L e
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SUCCESS PTA STUDY 6-MONTH FU

Clinical outcomes up to 180 days

Full Cohort Claudicants CLTI
30 days 180 days 30 days 180days [ 30days 180 days

Death 0.7% (SI710)  1.8% (121657) | 0% (0/525)  0.2% (1/501) | 2.7% (51185) 7.1% (11/156)
Major Cardiac Event 0.4% (3/707)  1.1% (7/649) | 0.2% (1/525)  0.8% (4/501) | 1.1% (21182)  2.0% (3/148)
(M Siroks, cardovascuiardeath)
CDTLR 0.4% (3705)  2.5% (16/647) | 0.4% (21525)  2.2% (11/501)| 0.6% (1/180)  3.4% (5/146)
Thrombosis 0% (0/705) 0% (0/645) 0% (0/525) 0% (0/500) 0% (0/180) 0% (0/145)
Target limb amputation

Maior target imb amputation  0.7% (5/705)  1.1% (7/646) | 0% (0/525) 0% (0/500) | 2.8% (5/180)  4.8% (7/146)

Minor target imb amputation  0.7% (5/705)  0.8% (5/646) | 0% (0/525) 0% (0/500) | 2.8% (5/180)  3.4% (5/146)
MALE Composite Endpoint
(Seversiimb Aiana oadng G nienenionto  1.8% (13/705)  5.9% (381649) | 0.8% (41525)  4.0% (201501)| 5.0% (9/180) 12.2% (18/148)
{orgeimb o e vasader amoutaion)
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SUCCESS PTA STUDY 6-MONTH FU
Freedom from CD-TLR - KM curve
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Freedom from CD-TLR
at 180 days:

*  97.7% for Full Cohort

*  97.9% for Claudicants

0.80
0 30 60 9 120 150 180 210 * 97.0% for CLTI
Days from Index Procedure
Number at risk
nT 720 704 60  essa 678 671 620 57
cuT 186 176 168 166 164 163 145 126
Claudcant 53 528 522 518 514 508 484 431
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SUCCESS PTASTUDY 6-MONTH FU

Rutherford classification at 6-month FU (paired anaylsis)
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85.4% improved at
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SELUTION4BT!

K Trial

Objectives
+"To demonsirate the superior effcacy and equivalent safly of the SELUTION SLR™ 014 DEB
ved to plain (uncoated) balloon angioplasy in the treatment of perpheral areral disease

(PAD) in the BTK arteries in CLTI patients.

SELUTION SLR™ DEB BTK-IDE study

g autng usatment

Design
« Prospective, mult-center, single blinded, RCT (1:1)
« 376 patients (min 50% in USA)

+ 60 sitesin USA, Europe, Asia & New Zealand

Primary Encpoints
" Bk

(Above-anide) amputaton, CD-
£) & and

v
14| rgedure according o th flwing ierarehy of otcomos:

Area Loss (TVAL

+ Safely: Major
operative death (POD) at 30 days

Follow-up
1,8 months

*1,2,3,4,5years

Pis
+"Us: Enrin Amnstrong
+ EU: Marianne Brodmann
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BTK Target Lesion restment i BTK Target Lesion reatment
SELUTIONSLR™ L
1 eth, 6 to5years
2 Anglogrephic Followup: 6 monkhs Chncattuat gov: N Tos0s5207
Priery Eff Herarchi
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SELUTION4BTK Trial- Unique Study Design Features

v Inclusion of both i ic and clinical

in the primary endpoint to overcome
of duplex of BTK lesions
v Use of novel Win Ratio for the primary endpoint at 6 Months.

- Prioritizes outcome measures by clinical relevance

Hierarchical
Composite Endpoint
Major Amputation
CD-TLR

Allows better angiographic assessment of long BTK lesions
+ Requires mandalory angiographic 6M folow Up
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Conclusions

« SELUTION SLR™ DEB is a new generation drug eluting technology with:
+ Increased Drug uptake allowing for lower drug dose of 1ug/mm?2
+ Extended Drug Retention with sustained sirolimus release

« Single- armed studies have shown early promising results with SELUTION SLR™ DEB in
treatment of patients with CLI and below-the-knee lesions in complex real-world population

« SELUTION4BTK RCT is currently enrolling (Drs. Brodmann and Armstrong)
« This global IDE trial will evaluate the safety and efficacy of the SELUTION SLR™ DEB versus

POBA in treatment of patients with BTK disease
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