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For YOUNG Patients with HIGH-GRADE Carotid Stroke Incidence & Burden in the U.S.

Stenosis, We Should Use Facts Rather than Opinions
« Stroke is the fifth leading cause of death
« 1. Strokes are significantly less frequent in 2024, AND AN @have increased 24% fm@
— “Stroke reduction “ is grossly misrepresented in population Medline
[

* In 2020, the following estimates were made:

studies in patients with moderate stenosis and no neuro adjudication

— Strokes are increasing and are a major source of morbidity/mortality- — Someone died from stroke every 3 minutes.

please check statistics, ask your stroke centers, check your hospital $36.5 BilliOIl  Stroke accounted for 1 of every 21 deaths in the U.S.

2. This “great reduction” in strokes is “secondary to great in Direct Medical Costs ) i
improvements in optimized medical therapy” from 2018-2019 *In 2035, ;otal dlr(-:‘hc'(smed|l<;a|I| stroke-related costs are
. - . . rojected to reach $94.3 billion.
— We are not allowed to “declare” this opinion without evidence proj

“Advances” in medical therapy are modest at best Tsao, C., et al. Heart Disease and Stroke Statistics—2023 Update: Report From the American Heart Association. Circulation. 2023.

Why the “Lower Stroke” Claims? Flawed Methodology

Stroke ™ Method

More “Lower Stroke” Claims? Flawed Methodology
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Literature Search

Medical (Nonsurgical) Intervention Alone Is Now Best for AMe ature search was performed for prospective studies of

Frevention of Stroke:socialed With Asymptomary ified nonoperated, angioplastylstentng-fre,

Carofid Stenosis ] angioplst
severe (nonsubcategorized 30% to 73%+) proximal

Results of a Systematic Review and Analysis

Aane L. Abot, PHD, MBBS, FRACP

(Stroke. 2009:40:573-¢583.)|
..asymptomatic severe (nonsubcategorized 50% o 75% +)...1
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Patients with TRUE “Severe” (280%) Carotid
American Stroke R .
StI’OkC Disease Do Have HIGHER Stroke Risks
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Oxtord Study Group  Lancet Newrol2021;20:193-202

OMT Patients with TRUE “Severe” (280%)
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More: OMT Patients with Severe Stenosis
. So, For Optimal Medical Therapy Alone....
have Higher Annual Stroke Rates ! p Py

« Strokes: still a MAJOR morbidity, mortality, & financial burden
« Strokes are unpredictable in asymptomatic patients

 Degree of stenosis and rate of progression of lesion severity
are predictive of higher stroke rates (~ 3%/year for > 80% CAS)
even in patients on optimal medical therapy

Strokeriskmanagementin carotid
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Lancet Neurol 2021; 20: 193-202
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CEA: 2-5 Year Ipsilateral CVA
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This difference was in patients
w/ 2 60% lesions

And There is Level 1 Evidence Suggesting an
Advantage for CAS in “Younger” Patients

CAS May be Better than CEA in Patients <70

s ceA

BOTH CEA and CAS are Durable at 10 Years

Primary Composite End Point

] “’]_
s0- 15
Stenting
z £ o 10 .
14 £ e Endarterectomy
7 = s
a0
CREST
o 20 1 2 3 2 5 & 7 & 35 1o
1 z 3 4+ 5 e 7 = 1o

Follow-up (yr)

ctomy 1240 1104 1036 949 833 736 695 620 438 243 66
1262 1103 1041 972 884 774 738 676 477 264 68
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White et at
Carotid Artery Stenting

“Contemporary” RCT’s: CEA vs. CAS

EEEEE 3 Randomized Trials of CAS Versus CEA In Asymptomatic Patients.
First Author/Study.
Year (Ret. 5) " PO Use  30-Day Stroke/Death/mi Comment
ASR, stenosis ~80%, similar hospital costs.

Brooks et al, 2004 Cas -3 No s-o

HSR, ~80% stenosis, primary endpoint: CAS — 9.9%, CEA
215% (P = 0.02).

SAPPHIRE, 2004 cas -7 Yes cas = 5.4%

CResT, 2010 60% stenosis,primary endpoint”: CAS  5.6%, CEA 4.9%
NS). Stroke/death at 4 y: CAS — 4.5%, CEA - 2.7%.

0.07). No difference between groups at 10y,

ASR, stenosis >70%, primary endpoint: CAS — 3.8%,

CEA - 3.4%" (P — NS).

SR,
3
*®

ACT-1, 2016

ry endpoint: CEA = 2.5%,
0.9%; (P = NS)
major secondary outcome events, no.

SR, stenosis ~70%, p

SPACE-2, 2020 CAS =197 Optional (36%)

€PD was used.
ASR, stenosis >60%, nonprocedural stroke during follow-up
Cas 5%

CAS =181 Yes (85%)
2%, CEA - 4,

ceA - 1814

ACST-2, 2021

ACT 1 -Freedom from D/SIMI @ 30 Days and Ipsilateral Stroke to 5 Years

The NEW ENGLAN D
JOURNAL o MEDICINE

MARCH 17, 2016

ESTABLISHED IN 1812 VOL. 374 NO.11

Randomized Trial of Stent versus Surgery for Asymptomatic
Carotid Stenosis

aturvedi, M.D., Tom Riles, M.D.
1.D., Michael R. Jaff, D.O

enfield, M.D., M.H.C.D.S
y M. Ansel, M.D., D.

CAS/TCAR Results Continue to Improve

CREST 2 Registry (C2R) - Results
2141 Patients/ 2219 Procedures (Bilateral 78)
* 68 years old mean age; 65% Male
* Symptomatic 45%

— Asymptomatic

— Symptomatic
— All patients

ADSTER Pivotal Trial, 4. PERFORMANCE 2 IDE
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Proximal Protection TF-CAS: Better results seen,
was not included in RCT’s

Total Stroke Rates by Age Group and
Symptomatic Status

Overall 30-day Event Rates
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Neuroguard IEP® System

3-in-1 Carotid Stent Delivery System with Integrated Embolic Protection

Contego Medical

Fura ogonen 08

2. Conformable closed-cell stent

D.

Christopher Metzger, MD

* Newer technologies with EXTREMELY LOW
Stroke rates in 621 High-CEA Risk Patients
(Asymptomatic > 80%, Symptomatic 250%) In
Prospective scientifically rigorous IDE Trials
with neurologic adjudication......

PERFORMANCE Il Trial Design

Evaluate the safety and effectiveness of the Neuroguard IEP Carotid Stent system in
subjects for the treatment of carotid artery stenosis at elevated risk for adverse events.
following CEA

William A. Gray, MD, FACC, FSCAI
Global Principal Investigator
Lankenau Heart Institute/Main Line Health,
Wynnewood PA

Ralf Langhoff, MD
European Principal Investigator
Sankt Gertrauden Krankenhaus GmbH,
Beriin Germany

At least one anatomic or medical
comorbidity considered to be
high-risk for adverse events

A B S ranonts

30-day rate of periprocedural death, stroke or myocardial infarction (MI) within 30 days
of the index procedure plus ipsilateral stroke within 12 months (PG: 13.8%)

Slide courtesy of Bill Gray, MD

D. Christopher Metzger, MD

D.

PERFORMANCE II: 30-Day Outcomes

N=305 Intenti Treat Per-Protocol’

30-day Death Stroke/MI® 2.30% (7) 1.97% (6)

31% (4) 0.98% (3)

stroke 1.31% (4) 0.98% (3)

Maijor stroke 0.0% (0) 0.0% (0)

Al Stroke - Asymptomatic Patients 0.87% (2) 0.81% (2)

All Stroke - Contralateral 0.0% (0) 0.0% (0)

Myocardial infarction 0.66% (2) 0.66% (2)

Death 0.33% (172 0.33% (1)
E umi‘}&"’a’d&’iﬂf&"&’é‘&"&?L‘;’i‘;’;‘;ﬁi}u Cariovaaat cauies et Cming back fof o UneventA ol up Vst n day 25

Al patients at baseline neurologically within 30 days

Slide courtesy of William A. Gray, MD

Christopher Metzger, MD

PERFORMANCE II: 1 Year Outcomes

Intention-to-Treat  Per-Protocol

30 Day Death/Stroke/MI + Ipsilateral Stroke between Day 31 2.67% (8) 2.33% (7)

to 12 Months

Ipsilateral Stroke, day 31 to 12 months 0.37% (1) 0.37% (1)
Minor stroke 0.37% (1) 0.37% (1)!
Major stroke 0% (Q 0.0% (0)

<30 Day Al Stroke + Ipsilateral Stroke Day 31 @ 1.34% (4)

Neurological Death 0.0% (0) 0.0% (0)

CD-TLR 0.0% (0) 0.0% (0)
Target Lesion izati

1.47% (4) 1.47% (4)

SR b vithin 12 monh of
the index-procedure

One Minor Stroke Between Day 31 and 12 Months
No Major Strokes at One Year
No Neurological Deaths at One Year

Slide courtesy of William A. Gray, MD

D. Christopher Metzger, MD




Next Stroke Prevention Strategy: MicroNet Technology

Conventional Open Cell Stent (15t GEN):
Bare or dual layer approach, with plaque protrusion risk

D. Christopher Metzger, MD

C-GUARDIANS: 30-Day Major Adverse Events (LBCT VIVA 2023)

Event rate in % (n) ITT (N=316)
Death, Stroke or MI* 0.95% (3) 0.63% (2)

Per Protocol®

Any stroke* 0.95% (3) 0.63% (2)

Minor Stroke* 0.63% (2)
e oo o
Death or any stroke’ 30-day S/D/IMI 035"/:(3) 0.6% (¥a]
Death or major stroke’ 0.63% (2) 0.32% (1)

The CEC independently adjudicated all neurological, cardiac events:

+ 1 major fatal stroke on p cedural day 10 after all DAPT stopped contrary to protocol requirements.

+ 1 minor stroke. NIHSS 1, CDU p: 0 NIHSS 0 at 6 and 12 months

(NIHSS 1). NIHSS 0, CDU patent 30 days

VIVA

« 1 retinal infarct in a patient h amaur

D. Christopher Metzger, MD
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C-GUARDIANS Trial Design

Prospective, multicenter, international, single-arm clinical trial comparing the primai
endpoint to a performance goal derived from literature /
Evaluate the safety and efficacy of the CGuard Prime™ Carotid Stent System in the
treatment of carotid artery stenosis in symptomatic and asymptomatic patients
EA(2 undergoing carotid artery stenting (CAS) 4
——
Rveride Hosptal. e usa % o o sl e, Plnd )
Symptomatic with » 50% 80 years of age at high risk for CEA
"' =
Incidence of death (all-cause mortality), all stroke, and myocardial infarction (DSMI)
through 30-days post-index procedure or Ipsilateral stroke from 31 to 365 days

D. Christopher Metzger, MD

C-GUARDIANS Trial 1-Year Primary Endpoint Results

Event* ITT Per Protocol**
'30-day DSMI + Ipsilateral stroke between 31 and 365 days  1.95 % (6) 1.70% (5)

Ipsilateral stroke between 31 1.00% (3) 1.U470 (9)
and 365 days

0.98% (3) 1.01% (3)

o rtoco Dvitons LINC 2024 LBCT

The CEC independently adjudicated all neurological, cardiac events:
= 1 minor stroke (retinal) on POD 189.

- 1 major stroke on POD 280: Prostatectomy (Antiplatelet therapy stopped).
« 1 major stroke on POD 307: Stent patent; A Fib discovered.

®

D. Christopher Metzger, MD

VIVA

Conclusions

The cumulative risk for young asymptomatic patients and
high- grade stenosis is significant, and is unpredictable

CAS in young asymptomatic patients can predictably be
performed at low risk (< 1% minor stroke, <<1% major stroke)
Once predictable low risk CAS is performed, the issue is “fixed”,
with durable long- term prevention of ipsilateral stroke and TLR
Our treatment should be individualized to each patient with
their involvement; and ALL patients should have optimized
medical therapy and risk factor modification

Thank You for Your Attention!




