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Open-cell Nitinol sten

wrapped by

a MicroNET sleeve

CGuard MicroNET - covered
2nd generation carotid stent




The MOST ‘open’ amongst open-cell stents (metallic FRAME)
& the MOST “close’ amongst close-cell stents (MicroNET mesh)

NORMAL
healing

UNIQUE
mechanical
properties

RESPECT
of anatomy

FULL
apposition
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" CGuard MicroNET - covered Nitinol scaffold open-cell size: 11.48 mm
2nd generation carotid stent MicroNET pore diameter/area: 165 um/ 0.023-0.032 mm?
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. PARADIGM-500 PARARIGN

Study Population:

500 Consecutive, Unselected, Patients with

e SYMPTOMATIC
or
e |ncreased-Stroke-Risk ASYMPTOMATIC

atherosclerotic carotid stenosis
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PARADIGM-500 PARADISI

Hypotheses:

#1 30-d Death/Stroke <1%

#2 12-mo procedure*/device-related events <1%

*inclusive of any failure to prevent ipsilateral carotid-related stroke
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W) PARADIGM-500 PARADIGH

.

Methods:
¢ Primarily-intended TF* CAS

e "Tailored” use of distal / proximal EPD
¢ Routine coronary-like stent optimization

100% Study data external monitoring (CRO)

*other access routes Protocol-accepted if/when TF unfeasible or failed




IIIIIII
IIIIIIIIIIIIII

) PARADIGM-500 PARARISH

- .

Primary endpoint:

Composite of death, stroke (major/minor) and Mi

in the periprocedural period (defined as the period from CAS admission to 48 hours
after CAS or to CAS-related discharge, whichever was longer) and at 30 days
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il PARADIGM-500

Key secondary endpoints:

® Death/stroke by 30 days

® |psilateral stroke by 12-months and 5-years
® Device success

Acute study device success: the ability to treat the index carotid lesion using the study device

(CGuard-EPS) successfully delivered and deployed at the lesion site, obtaining residual diameter
stenosis <30% by quantitative angiography.

Long-term device susccess: freedom from ISR/TLR by 12-mo/5-years

® Procedure success

e Acute procedural success, defined as device success in the absence of any periprocedural stroke,
M, or vascular complication that would require interventional management.

e 12-mo procedural success, defined as freedom from ipsilateral stroke and ISR
e 5-year procedural success, defined as freedom from ipsilateral stroke and ISR
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PARADIGM-500

Demographic characteristics of subjects

Variable Measure/Level Value
Age n 500
Mean(xSD) 69.96 (£8.14)
Gender: n 500
Female 137 (27.4%)
Male 363 (72.6%)
Symptomatic status n 500
no 201 (40.2%)
yes 299 (59.8%)

Medical history

PARADIGM 500 (n=500)

Prior CABG

Prior PCI

Prior myocardial infarction

Atrial fibrillation

Previous neck or chest radiotherapy

56 (11%)
137 (27%)
152 (30%)

68 (13%)

35 (7%)
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PARADIGM-500

# Arteries/Procedures - 533

TF — 514 96.4%
TR/TCR - 19 3.6%
Prox EPD — 259 48.6%
Dist EPD — 274 51.4%

Study device use — 533 CAS 100%
(NO CAS outside the study; ZERO any other stent use)

100% Study data external monitoring (CRO)
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PARADIGM-500

Adverse Clinical Events in PARADIGM 500

-~

\\~

PARADIGM 500 (n=500) Periprocedural 48 to 30 days Up to 30 days 30d to 12 months Up to 12 months
(cumulative) (cumulative)
MACCE (MI, any stroke, death) 3 2 5 19 24
Ml 1 0 1 2 3
| mainr stroke — iEsiIateraI 0 0 0 0 0 |
- major stroke — contralateral 0 0 0 1 1
minor stroke — ipsilateral 2 0 2 0 2
minor stroke — contralateral 0 0 0 0 0
retinal stroke 0 0 0 1 1
death 0 2 2 16 18
Deaths:

sepsis/urosepsis - 2, Ml -1, PE -1, CHF -1, SCD -2, brain stem stroke -1, cancer -4, bleeding -1, multiple organ failure -1, sepsis -1, COVID-19 -3

ISR: 2

1 asympt. occlusion — larynx cancer relapse with RadioTx 2 months after CAS, 1 asymptomatic restenosis @12 — treated with DEB-PTA (no relapse)

PARADIG
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=y PARADIGM-500 pARADIGN

OUTCOMES (R
Device success 533/533 100 %
Procedure success 529/533 99.2%
30-d Death/Stroke 4/533 0.75%
30-d Death/Stroke/Ml 5/533 0.94%
12-mo freedom from ipsi stroke 480/482 99.6%
12-mo freedom from ISR/TLR  480/482 99.6%
12-mo freedom from procedure*

/device-related events 478/482 99.2%

*inclusive of any failure to prevent ipsilateral carotid-related stroke (4 events: 2 perip. minor strokes, 1 bleeding-related death, 1 TLR)




for carotid revascularizationin

A. Mazurek!, A. Borratynska?, T. Tomaszewski?, A. Lesniak-Sobelga?, P. WilkoleV”
E. Sobieraj', M. Sikorska® , L. Czyz?*, M. Urbanczyk®, M. Trystula®, T. Dr>—"

*jagiefionian University Department. of Cardiac & Vascular Diseases and Cathiab, Jo»~
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Background

The CGuzrd™ EPS system is 5 dual layer (hybrid) stent which consists of nitincl, cpen-cef frame wrapped -5
with ultrs-ciosed-cell polyethylene terephthaiate (PET) MicroNet

st

Principal stent festures: Tate. Suatnn Mo AR T ssmprnd pmbude g “@«:\ﬁ

*farge open cell area of the nitinol frame (21.66 mm?) o= :—--———-—-::-——-6\\\\0 \@I\’#n-"

* high fiexibility and high conformabiity consistent with the open cell stent design - \qe“‘\» ot

» uitrs-low celf 3re3 of MicroN et (0.023-0.032mm?) with the MicroNet fibre " o g™ A an v I8 @ P L ket s
“chesse zrater effect’ TR et O e

*optimal radial force - 0.055 Nfmm (comparsble to the Pra-" o O A —a

. gl predictabiity/ precision and lack of fr— e

480 patients (39-87 yo, 59.8% symptomatic, mwomel:], .;;.;‘a'r'tefies-crosedsoday

Diffusion-weighted magn etic rer- —«0On stent follow up period
system effectively m-" evocedural cerebral - 100% MicroNet-covered embolic prevention stent system use {ie, not 3 single cther stent type has
embolism in carot been used throughout study duration].

. Proximel/distal intra-p: dural P hon use wes 39.2%/60 8%,

. Large ballcon/high-pressure stent optimization was routinely performed, leading to 3 single-digit
{6.7%) mean post-procedural residusl angiographic stenosis.

. Adequate heparinization, with ACT control {2250 s

- Independent neurciogist and duplex evaiuation are performed before and after {48h and 30 days,
then yeadly) carotid revasculanization.

Peri-procedural safety and clinical outcomes:

. per-procedural death or major ischemic stroke (I5) rate was 0%

. two events were adjudicated 3s minor 15 {0.42%) —extension of peicr infarct scar in 3 patient with

hypotension; diplopia, that recovered after 24h with new lesions on brain imaging

- myccardiat infarction {Mi] (type 2; 0.21%] - two-vessel non-revasculanizable CTO.

30-day follow-ups:

. total death/stroke rate 3t 30 days - 0.33%, and totsl death/stroke/M! rate 3t 30 days was 1.04%

- one S hsemorrhagic transformation leading to death (021 %)

. one bleeding-reiated death (0.21%])

- no major IS by 30 days (0.0%)

Long-term follow-up

D ﬁ [ ne 354 ne 248 e 173 106 neds
[ Ipsilateral stroke ] 1" 0 o o 2
pu g Vs amviosed s woshuied)
rpose [ Any stroke ] 1 2 1 1 1
To evaluate long-term chinical fneurciogic and duplex uitrasound (DUS) cutcomes of the MicroNET-covered e yoapncy s
stent system routine use in unselected, consecutive patients with 3 confirmed indication for carotid Stroke related death 0 0 0 0 1
PR S ZERIEET Al
peGRcnb for primary o ¥ M of other non - cerebral 3 3 3 3 A
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Methods T 0 ° 0
PARADIGM-EXTEND is in 3i-comer, si-referrais-tracked study with no exclusion criteris other than iack of [ Any death ] 7 6 1
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ymp ic petients receive revasculanzation only in
Aerthe adeidicatad
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Cinicalty
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Long-term outcomes from the micronet-covered stent system routine use

rimaré and secondary stroke prevention:
5-year evidence from the PARADIGM-Extend prospective academic study
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Results of a Patient-Based Meta-Analysis; (RoadSaver-250; CGuard-306)
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PARADIGM-Sxtend long-term clinical and duplex uitrasound evidence is consistent with normal heafing

and sustained safety and stroke prevention efficacy of the micronet-covered embaolic prevention stent

systam used routinely, on top of optimized medica! therapy for stroke prevention in symptomatic and

incressed-stroke-risk ssymptomatic subjects with carotid stenosis with the Neuro\asculsr Team-
biished dation for carotid artery revascularization.
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“TCAR is more
invasive than
TECAS; but appears
to be dramatically
safer from a
neurologic
standpoint.”

Peter Schneider
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“TCAR is more
invasive than
TECAS; but appears
to be dramatically
safer from a
neurologic
standpoint.”

Peter Schneider

*a”CAS” # a "CAS” 1° | am an admirerer of Dr. Peter Schneider!
HISTORICAL "CAS” is of HISTORICAL value :) 2°1am a TCAR believerer (and user! :)
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“TCAR is more
invasive than
TECAS; but appears
to be dramatically
safer from a
neurologic
standpoint.”

Peter Schneider

* 3 ”CAS” # a "CAS”
HISTORICAL "CAS” is of HISTORICAL value :)
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LEIPZIG INTERVENTIONAL COURSE
Issue 2 Wednesday

”[CAS] Using second-generation
stents such as the MicroNet-
covered stent is very different
from CAS a decade ago.”

"Competent-operator CAS
(including transfemoral/
transradial CAS), using embolic
prevention stents combined
with tailored use of intra-
procedural proximal cerebral
protection, may prove superior

III

to surgery!

1° | am an admirerer of Dr. Peter Schneider!
2° 1 am a TCAR believerer (and user! :)
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LEIPZIG INTERVENTIONAL COURSE
Issue 2 Wednesday

[T, (- ed Early and Late Outcomes after Transcarotid
Revascularisation for Internal Carotid Artery Stenosis: A Systematic Review
and Meta-Analysis

George C. Galyfos *™, loannis Tsoutsas ™, Theofanis Konstantopoulos *, Georglos Galanopoules *, Frangiska Sigala *, Konstantinos Fills *, (o
P —— e need 1o

"Symptomatic patients remember that a
had a higher risk of patient’s preference

early stroke/TIA

than asymptomatic
patients (2.5% vs.
1.2%; odds ratio 1.99;
95% Cl 1.01 -3.92)!1"*

* TCAR using a single-layer
(1st gen) Carotid Stent

will always be with
less invasive, but safe

and effective, and
long-term durable,
treatments.”

“Patients should have a say

in treatment decision-making“
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NCT 04900844




FDA-IDE Clinical Trial: GURRDIAMNS

NCT 04900844

Co-Pls D. Christopher Metzger (US) DSMB G. Ansel — Chair, N. Hopkins, B. Gersh
P. Musialek (Europe) CEC M. Burket — Chair, R. Sakhulja, P. Faries

Standard FDA Inclusion/Exclusion criteria for Clinically Symptomatic or Asymptomatic CS
(anatomic or clinical high-risk for CEA)

Primary Outcome Measure
Composite of D+S+Ml < 30 days or ipsilateral stroke 31-365 days post-index procedure

Recruitment goal = 315 patients
Study Centers = 18 US + 6 Europe (up to 40 total)

Multi Specialty: Interv. Cardiology, Vascular Surgery, Vascular Medicine/Angiology, Neurology, Neurosurgery
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NCT 04900844
Co-Pls D. Christopher Metzger (US) “\ \. Hopkins, B. Gersh
P. Musialek (Europe) a ., R. Sakhulja, P. Faries
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Primary Outcome Me (o
Composite of D+S+Ml . a(n psilateral stroke 31-365 days post-index procedure

Recruitment goal = 315 patients
Study Centers = 18 US + 6 Europe (up to 40 total)

Multi Specialty: Interv. Cardiology, Vascular Surgery, Vascular Medicine/Angiology, Neurology, Neurosurgery




FDA-IDE Clinical Trial:
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FDA-IDE Clinical Trial:

CGURRDIANS

NCT 04900844

June 6, 2022
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JACC: CARDIOVASCULAR INTERVENTIONS
@ 2021 BY THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION.

Randomized Controlled Trial of
Conventional Versus MicroNet-Covered
Stent in Carotid Artery Revascularization

Andrey Karpenko, MD, PuD,” Savr Bugurov, MD,” Pavel Ignatenko, MD, PuD,” Vliadimir Starodubtsev, MD, PuD,

Irina Popova, MD, PuD,” Krzysztof Malinowski, MSc,” Piotr Musialek, MD, DPxun.
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© 2021 BY THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION. 12_m0 Fo"ow_up.
2

Randomized Controlled Trial of

Conventional Versus MicroNet-Covered Similar Healing P"Ofile

Stent in Carotid Artery Revascularization

Andrey Karpenko, MD, PuD,” Savr Bugurov, MD,” Pavel Ignatenko, MD, PuD,” Vliadimir Starodubtsev, MD, PuD,
Irina Popova, MD, PuD,” Krzysztof Malinowski, MSc,” Piotr Musialek, MD, DPun.'

Acculink (CREST study device) MicroNet-Covered Stent - CGuard

PSV (m/s)

median median median median median median median median
3.00 0.70 0.83 0.90 3.00 0.61 0.76 0.73
5 5
4 4
“
3 £,
>
v
o * *
2 2
3 Al
baseline im 6m 12m baseline

* p<0.01 vs CGuard PSV at 1month

* p<0.01 vs Acculink PSV at 1Imonth
Karpenko et al. (2022, at review) cf., BugurovS LINC 2022 (Monday - June 6, 2022)
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© 2021 BY THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION, 12_mo Follow_up- ¥ N’C
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Randomized Controlled Trial of &

Conventional Versus MicroNet-Covered Similar Healing P"Ofile.u

Stent in Carotid Artery Revascularization

Andrey Karpenko, MD, PuD,” Savr Bugurov, MD,” Pavel Ignatenko, MD, PuD,” Vliadimir Starodubtsev, MD, PuD, B U I
Irina Popova, MD, PuD,” Krzysztof Malinowski, MSc,” Piotr Musialek, MD, DPun,

o  1.00 MicroNet-Covered Stent
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Q
2 . |
S < Acculink
53 p=0.015
c £ 0.75;
B2
=
o 2
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0.50 . . , , | | |
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Days post CAS

* Patient-related outcomes: death/stroke/MI/ISR Karpenko et al. (2022, at review) cf., Bugurov S LINC 2022 (Monday - June 6, 2022)
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@ 2015 BY THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION /

A Prospective, Multicenter Study of CAREN ET Trial L zgmc

a Novel Mesh-Covered Carotid Stent
The CGuard CARENET Trial

(Carotid Embolic Protection Using MicroNet) 5-yea r fOI IOW- u p
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Musialek P et al. 2022 (at review)
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A 30-day Stroke
Study Patients Weight Risk Ratio [95% ClI]
Events FGS
2531 2
SGS ! 100% 020(0.08-0.32) [}
Casper/RoadSaver ¥ 231% 0.17[0.02-0.31]  —m—
Gore Mesh Stent 3;1 12.3% 0.96 [0.75-1.17) ——
CGuard MicroNET Stent "1535 64.6% 0.18(0.06-0.30) W
Heterogeneity: I’=87%, T=0.0003,p<0.01 o o5 1 18
better lhan worse than
FGS
B 12-month Ipsilateral Stroke
Study Patients Weight Risk Ratio [95% CI)
Events FGS
1191 5
SGS 1B 100% 020(0.02-039 i}
Casper/RoadSaver 333 29.2% 007 (0.00-0.27) =
Gore Mesh Stent 230 24.4% 0.88 [0.64-1.13] —a
CGuard MicroNET Stent 5g3 46.4% 0.11[0.00-0.28) W
Heterogeneity: I'=86%, 1'=0.0002, p<0.01 .~ ' |
” belfer than worse than
FGS

Mesh-covered (second-generation) vs single-
layer (first-generation) carotid stents
(n= 68,043 patients) / 112 studies

B 30-day Death/Stroke/MI
Study Patients Weight Risk Ratio [95% CI]
Events
SGS 2221 100% 0.32 [0.17-0.46)
Casper/RoadSaver 51%5 23.1% 0.33 [0.14-0.51)
Gore Mesh Stent :iy 12.3% 1.17 [0.94-1.41)
CGuard MicroNET Stent 1‘1535 64.6% 0.26 [0.12-0.40)
Heterogeneity: 1°=87%, 7=0.0004, p<0.01
D 12-month Restenosis
Study Patients Weight Risk Ratio [95% CI]
Events
SGS 1}3‘ 100% 0.85 [0.60-1.10}
Casper/RoadSaver 32468 29.2% 1.80 [1.53-2.08)
Gore Mesh Stent 2’1‘-3‘0 24.4% 1.22 [0.95-1.48)
CGuard MicroNET Stent 523 46.4% 0.09 [0.00-0.26)

Heterogeneity: 1°=88%, 1°=0.0003, p<0.01
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Clinical Outcomes of Second- versus First-generation Carotid Stents

A Systematic Review and Meta-analysis

Study Patients
Events
2531
SGS %
Casper/RoadSaver 5g5
Gore Mesh Stent 3;1

CGuard MicroNET Stent 1?35

30-day Stroke

Weight Risk Ratio [95% CI]

100% 0.20 [0.08-0.32)
23.1% 0.17 [0.02-0.31]
12.3% 0.96 [0.75-1.17)
64.6% 0.18 [0.06-0.30]

Heterogeneity: I*=87%, T'=0.0003, p<0.01

Study Patients
Events
S 2531
SG e
Casper/RoadSaver 525
Gore Mesh Stent 331

CGuard MicroNET Stent "1535

Weight Risk Ratio [95% CI]

100% 0.19 [0.06-0.33)
23.1% 0.16 [0.00-0.32]
12.3% 0.92 [0.70-1.14]
64.6% 0.17 [0.03-0.31]

Heterogeneity: 1°=83%, 1 =0.0002, p<0.01

Study Patients
Events
SGS 2531
26
Casper/RoadSaver 525
Gore Mesh Stent 3S;1

CGuard MicroNET Stent 1(151235

Weight Risk Ratio [95% Cl)

100% 0.26 [0.11-0.41]
23.1% 0.21 [0.04-0.38]
12.3% 1.25 [1.02-1.48]
64.6% 0.23 [0.08-0.39)

Heterogeneity: I*=72%, 7'=0.0001, p<0.01
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Novel Large-Diameter Controlled-
Expansion Stentriever, Embolic-Prevention
Stent and Flow Reversal in Large-Thrombus-
Burden ICA Proximal Occlusion Stroke

Lukasz Tekieli, MD, PubD,"* Krzysztof Banaszkiewicz, MD, PuD, ' Zbigniew Moczulski, MD,"
Malgorzata Urbanczyk-Zawadzka, MD,"" Plotr Musialek, MD, DPyuc™

JACC: CARDIOVASCULAR INTERVENTIONS
VOL. 14, NO. 21, 2021
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PARADIGM-500

Competent CAS,
with a tailored use of the access route (TF, TR, TC),
tailored use of proximal/distal EPD,
and 100% Embolic Prevention Stent use
shows
unpecedented safety and efficacy
in Aymptomatic and Increased-stroke-risk Asx pts




PARADIGM-500

Competent CAS,

with a tailored use of the access route (TF, TR, TC),
tailored use of proximal/distal EPD,

and 100% Embolic Prevention Stent use

shows
unpecedented safety and efficacy
in Aymptomatic and Increased-stroke-risk Asx pts

New-generation endovascular management in primary and secondary prevention

of carotid-related strokes is doing VERY well — and it is here to stay!
O
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Symptomatic carotid  — FULLY INSULATED with CGuard MicroNET-covered stent system (OCT)
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Micronet-covered stent in stroke
prevention and treatment:

New evidence
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