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overview

e Current state of carotid stenting in the US
= Volumes
= Outcomes
e Trials in active recruitment
= ACST 2
= SPACE 2
= ACT I*
e Trials seeking funding
= CREST 2
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Medicare carotid procedural activity
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Peri-procedural outcomes (D/S/Ml)
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Primary endpoint <4 years (mean 2.5)

P=0.51
6.8

HR 1.11 95% CI: 0.81-1.51
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Stroke prevention efficacy between

2
Follow—up Time (years)
Assignment —— CAS —— CEA
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N Year of FDA Stent System Approval/ Postmarket

IDE Trial (CAS) action EPD 510(k) Clearance Surveillance Study

CAPTURE (N=4,225)
Acculink PMA approval
ARCHeR CAPTURE 2 (N=6,361)
Accunet 510(k) clearance
CHOICE (N=19,000)

Xact PMA approval EXACT (N=2,145)
SECURITY

Emboshield 510(k) clearance CHOICE

Precise PMA approval CASES-PMS (N=1,493)
SAPPHIRE

Angioguard 510(k) clearance SAPPHIRE WW (N=15,000)

Nexstent PMA approval
CABERNET

FilterWire Carotid 510(k) clearance

Protégé Carotid PMA approval
CREATE 2006 2007 CREATE PAS (N=3,500)
SpiderFX Carotid 510(k) clearance

Exponent PMA approval
MAVETrIC

GuardWire Carotid 510(k) clearance
PROTECT Emboshield NAV6 510(k) clearance CHOICE

Wallstent Carotid PMA approval
BEACH CABANA (N=1,097)
FilterWire EZ System clearance

EPIC Fibernet 510(k) clearance None

EMBOLDEN GORE® Embolic Filter clearance None

——) EMPIRE Gore Flow Reversal 510(k) clearance FREEDOM (planned N=5,000
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FDA and CMS approvals (limited)

lead to volume expansion
([ Firstwave |  Secondwave |
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St Markat Saitis
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Nl 229
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NulE a7

—_————
CREST (063
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Standard-risk = P B L All CAS

1]
el systems

;

T T T
2000 2001 2002 2003 20 |? 2006 2007 2008 2009 2010 2011 2012
CMS coverage for PMS

First FDA device approval

Size of black arcles is proportional to number of patients enrolled.
Horizontal line length indicates dates of trial enroliment.
* Number includes only those patients who received an Acculink/Accunet stent system.
(—— CAS, carofid artery stenting; CMS, Centers for Medicare & Medicaid Services;
__) IDE, investigational device exemption; PMS, post-marketing studies.
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Volume expansion led to marked
improvement IN patient outcomes

'

‘Welghted average: 2.6%
95% CI: 1.9-3.7%

Difference: 2.7%
95%C1 1.3-3.9%
Fisher's exact p = 0,0001

30-day Daath and Stroke (%)

2000 2001 2002 2003 2m‘]20 zuar 007 2008 2003 2010 2017 2012
First FDA device appeoval CMS coverage for PMS

First wave 30-day Secend wave 30-day
IDE studies s 10E studies DS
A SAFPHIRE % H PROTECT 1.8%
B. ARCHeR 55%% L EPIC 21%
G BEACH HA% J. EMPIRE 8%
0. SECuRITY 6.2% K. ARMCOUR 278

(—_ E. CABERNET 0% L EMBOLDEN 3.6%

O F CREATE 5 4%
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Volume expansion led to marked
Improvement in patient outcomes

. Symptomatic
D Asymptomatic
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Applying the law of syllogism

[erg->n]-6-r
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Applying the law of syllogism
,f

= FDA and CMS approvals (limited)
lead to volume expansion
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Applying the law of syllogism
,f

= FDA and CMS approvals (limited)
lead to volume expansion

e And

= Volume expansion led to marked
Improvement in patient outcomes
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Applying the law of syllogism
,f

= FDA and CMS approvals (limited)
lead to volume expansion

e And

= Volume expansion led to marked
Improvement in patient outcomes

e Then:

= FDA and CMS approvals (limited) led to
marked improvement in patient outcomes
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 Reguest of a CMS expansion of coverage
In line with the available data and FDA

approval
e Address the issue of asymptomatic carotid

management
= ACT |

= ASCT 2

= SPACE 2

= CREST 2
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Request for CMS coverage expansion

e Any effort will be based on several key
guiding principles
= Continued access to the technology for
appropriate patients
 Maintenance of the gains over the past decade
= Quality oversight
 Mandatory data collection through independent
mechanisms (NCDR, SVS)
* Independent accreditation (ACE, IAC)

« Coverage with Evidence Development
= Continued support for research in this area
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Asymptomatic carotid disease
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ACST: 10 year outcomes

Any stroke or perioperative death

Gain at

S years: 4-1% (95% 1 2.0-6-2), p=0-0001
10 years: 4.6% (95% C1 1-2-7.9), p«0-009
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2
N
Z
e
2
-3

—- Immediate
~@- Deferred

1

5
Years

Perioperative events/CEAs (%)+other events
Years 0-5 Years 5-10
0/23 (0-0%)+43
2/87 (2-3%)+48  Deferred

44/1509 (2.9%)+56
14/360 (3.9%)+140

mber at risk
Immediate 1560
Deferred 1560
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10

Immediate

293

3 Any non-perioperative stroke

- Gainat
S years: 5:9% (95% (1 4.0-7-8), p<0-0001
10 years: 6-1% (95% C12.7-9.4), p=0 0004

L)

5
Years
Events/person-years
Years 0-5 Years 5-10

56/6540 (0-9% py) 43/3042 (1-4% py)
140/6553 (21% py) 48/3003 (1.6% py)
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The support for medical therapy
without revascularization for severe
asymptomatic carotid stenosis

Medical (Nonsurgical) Intervention Alone Is Now Best for Prevention of Stroke
Associated With Asymptomatic Severe Carotid Stenosis. Results of a Systemaftic
Review and Analysis

Anne L. Abbott
Stroke published online Aug 20, 2009;
DOI: 10.1161/STROKEAHA.109.556068
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Trends In medical outcomes from Abbott analysis
A
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Critical appraisal of Abbott analysis

¢ Reported Ipsi. Stroke Rate
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Critical appraisal of Abbott analysis
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Critical appraisal of Abbott analysis

Early studies drive | ¢ Reported Ipsi. Stroke Rate

reported trend
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Trend sensitive to effects of early study
with more complex patients
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Critical appraisal of Abbott analysis
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Critical appraisal of Abbott analysis

+ Reported Ipsi. Stroke Rate
m % Stenosis
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Critical appraisal of Abbott analysis
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Critical appraisal of Abbott analysis
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Critical appraisal of Abbott analysis

+ Reported Ipsi. Stroke Rate

Early study drives

reported trend
Largest REACH study

(n=3,164) not included and
is contradictory

o
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1989 1994 1999 2004

Largest and most recent REACH study (N = 3164)
published after the systematic review contradicts the

review findings
G J
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Critical appraisal of Abbott analysis
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Critical appraisal of Abbott analysis

<> Reported Ipsi Stroke Rate
— Weighted Regression without REACH
—— Weighted Regression with REACH
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If the systematic review’s analysis had adjusted for minimum % stenosis, or had
included more recent studies (REACH and ACST) the trend in stroke rates
would have been in the opposite direction (p = 0.55)
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ACST: medical treatment

At entry, by year of randomisation

100 [[] 1993-96 (n=1434)
[l 1997-99 (n=854)
[l 2000-03 (n=832)

0

At last clinic follow-up visit in 2002 or 2003, by
treatment allocation

100 [ immediate
[ Deferral

®
o}
w
—
-
&
£
&

Anti- Anti- Anti- Lipid-
platelet hypertensive coagulant lowering
Drug
(" Figure 6: Use of medical treatments
__) At follow-up in 2002 or 2003, mean blood pressure was 148/79 in both ‘
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ACST outcomes for patients not on lipid Rx

C  Noton lipid-lowering therapy before stroke: D Not on lipid-lowering therapy before stroke:
stroke or perioperative death (mean age 69.6 years) non-perioperative stroke (mean age 69-6 years)

30~ Gainat 4-9% Gainat

§ years: 7-9% (95% €1 34 to 12.4), p=0 0005 T 5 years: 10-8% (95% (1 6.6 10 15.1), ped 0001

10 yoars: 36% (95% (1-2.910102), p~0-28 10 years 6. 2% (95% C1-0 410 12 8), p=0 07

17.8%
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1

S5
Years Years
Penoperative events/CEAS (%)+other events Events/person-years

Years 0-5 Years §-10 Years 0-5 Years 5-10
22/516 (4:3%)+31 0/8(00n)«23 Immediae 3172062 {1.5% py) 231897 (26%py)  Immedsate
5/101 (SO%)+B4 /1B (0.0%)+16  Deferred 8472070 (4-1% py) 16/918 (1.7% py) Leferred
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ACST outcomes for patients on lipid Rx

S
*
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o
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On lipid-lowering therapy before stroke:
stroke or perioperative death (mean age 68.0 years)

Gain at
5 years: 2:1% (95% C1 0.0-4-3), p=0-05
10 years: 5-0% (95% C11-1-8-8), p=0-01

96%

—- Immediate
—@- Deferred

]
Perioperative events/CEAs (%)+other events

Years 0-5 Years 5-10
22/993 (2:2%)+25 0/15 (0-0%)+20 Immediate

9/259 (3-5%)+56 2/69(2:9%)+32 Deferred

CARDHOAMAMULANR BREARARC 1
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B On lipid-lowering therapy before stroke:
non-perioperative stroke (mean age 68-0 years)

Gain at
S years: 3-4% (95% (1 1.5-5-2), p=0-0005
10 years: 5-8% (95% €1 21-9-6), p=0-002

2:8%

Events/person-years

Years 5-10
20/2145 (0-9% py)
32/2084 (1.5% py)

Years 0-5
25/4478 (0-6% py)
56/4483 (1-2% py)
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The support for medical therapy
without revascularization for severe
asymptomatic carotid stenosis---

Medical (Nonsurgical) Intervention Alone Is Now Best for Prevention of Stroke
Associated With Asymptomatic Severe Carotid Stenosis. Results of a Systemaftic
Review and Analysis

Anne L. Abbott
Stroke published online Aug 20, 2009;
DOI: 10.1161/STROKEAHA.109.556068

CorumsiA UNIVERSITY
WAL Mepicar CENTER
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”

:O8
Hulley S et al. JAMA 1998;280(7):605-613 Gl {owuni Usivasins
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”

Estrogen replacement therapy and coronary heart disease: a quantitative assessment of the
epidemiologic evidence.

Stampfer MJ, Coldiz GA
Channing Laboratory. Boston, MA 02115,

Abstract

Considerable epidemiological evidence has accumulated regarding the effect of posimenopausal estrogens on coronary heart disease risk. Five
hospital-based case-control studies yielded inconsistent but generally null results; however, these are difficult to inferpret due to the problems in
selecting appropriate conirols. Six population-based case-control studies found decreased relative risks among estrogen users, though only 1 was
statistically significant. Three cross-sectional studies of women with or without stenosis on coronary angiography each showed markedly less
atherosclerosis among esirogen users. Of 16 prospective studies, 15 found decreased relative risks, in most instances, statistically significant. The
Framingham study alone observed an elevated risk, which was not statistically significant when angina was omitted. A reanalysis of the data showed a
nonsignificant protective effect among younger women and a nonsignificant increase in risk among older women. Overall, the bulk of the evidence
strongly supports a protective effect of estrogens that is unlikely to be explained by confounding factors. This benefit is consistent with the effect of
estrogens on lipoprotein subfractions (decreasing low-density lipoprotein levels and elevating high-density ipoprotein levels). A quantitative overview
of all studies taken together yielded a relative risk of 0.56 (35% confidence interval 0.50-0.61), and taking only the internally controlled prospective and
angiographic studies, the relative risk was 0.50 (35% confidence interval 0.43-0.56).

Stampfer MJ et al. Prev Med. 1991 Jan;20(1):47-63.
CorumpiA UNIVERSITY
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”

Estrogen replacement therapy and coronary heart disease: a quantitative assessment of the
epidemiologic evidence.

Stampfer MJ. Coldiz GA.
Channing Laboralory, Boston, MA 02115.

nonsignificant protective effect among younger women and a nonsignificant increase in risk among older women. Overal, the bulk of the evidence
strongly supports a protective effect of estrogens that is unlikely to be explaingd by confounding factors. This benefit s consistent with the effect of
estrogens on ipoprotein subfractions (decreasing low-density lipoprotein levels and elevating high-density lipoprotein levels). A quanitative overview
of all studies taken together yielded a relative risk of (.56 (3% confidence interval 0.50-0.61), and taking only the intemally controlled prospective and

angiographic studies, the relative risk was 0,50 (%% confidence interval 0.43-0.56).

nonsignificant protective effect among younger women and a nonsignificant increase in risk among older women. Overall, the bulk of the evidence
strongly supports a protective effect of estrogens that is unlikely to be explained by confounding factors. This benefit is consistent with the effect of
estrogens on lipoprotein subfractions (decreasing low-density lipoprotein levels and elevating high-density lipoprotein levels). A quantitative overview
of all studies taken together yielded a relative risk of 0.56 (5% confidence interval 0.50-0.61), and taking only the internally controlled prospective and
angiographic studies, the relative risk was 0.50 (95% confidence interval 0.43-0.56).

Stampfer MJ et al. Prev Med. 1991 Jan;20(1):47-63.
CoLumsiA UNIVERSITY
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”

:O8
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listens we have to keep going back and beginning all
over again.. ”
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”

Estrogen replacement therapy and coronary heart disease: a quantitative assessment of the
epidemiologic evidence.

Stampfer MJ, Coldiz GA.
Channing Laboratory. Boston, MA 02115.

Abstract

Considerable epidemiological evidence has accumulated regarding the effect of postmenopausal estrogens on coronary hear disease risk. Five
hospital-based case-conirol studies yielded inconsistent but generally null results; however, these are difficult to interpret due to the problems in
selecting appropriate controls. Six population-based case-control studies found decreased relative risks among estrogen users, though only 1 was
statistically significant. Three cross-sectional studies of women with or without stenosis on coronary angiography each showed markedly less
atherosclerosis among estrogen users. Of 16 prospective studies, 15 found decreased relative risks, in most instances, statistically significant. The
Framingham study alone observed an elevated risk, which was not statistically significant when angina was omitted. A reanalysis of the data showed a
nonsignificant protective effect among younger women and a nonsignificant increase in risk among older women. Overall, the bulk of the evidence
strongly supports a protective effect of estrogens that is unlikely to be explained by confounding factors. This benefit is consistent with the effect of
esirogens on lipoprotein subfractions (decreasing low-density lipoprotein levels and elevating high-density ipoprotein levels). A quantitative overview
of all studies taken together yielded a relative risk of 0.56 (95% confidence interval 0.50-0.61), and taking only the interally controlled prospective and
angiographic studies, the relative risk was 0.50 (35% confidence interval 0.43-0.56),

CoLumpia UNIVERSITY
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”

Estrogen replacement therapy and coronary heart disease: a quantitative assessment of the
epidemiologic evidence.

Stampfer MJ. Coldiz GA.
Channing Laboratory. Boston, MA 02115.

Abstract
nonsignificant protective effect among younger women and  nonsigniicant increase in sk among older women. Overall, the bulk of the evidence

strongly supports a protective effect of estrogens that is unlkely to be explained by confounding factors. This benefitis consistent with the effect of
estrogens on lipoprotein subfractions (decreasing low-density lipoprotein levels and elevating high-density lipoprotein levels). A quanitative overview
of all studies taken together yielded a relative risk of 0.56 (39% confidence interval 0.50-0.61), and taking only the intemally controlled prospective anc
anglographlc sludles the felahve nsk Has 0 50 (95% conﬁdence mten. aI 0 43 56)

=Y

estrogens on Ilpoproteln subfrac’uons (decreasmg Iow densrly Ilpoproteln levels and elevating hlghdensﬂy lipoprotein levels). A quantitative overview
of all studies taken together yielded a relative risk of 0.56 (95% confidence interval 0.50-0.61), and taking only the intemally controlled prospective and
angiographic studies, the relative risk was 0.50 (35% confidence interval 0.43-0.56).

tampter MJ et al. Prev Med. 1991 Jan;20(1):4/-63., _
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”

Conclusions.—During an average follow-up of 4.1 years, treatment with oral
conjugated equine estrogen plus medroxyprogesterone acetate did not reduce the
overall rate of CHD events in postmenopausal women with established coronary

disease. The treatment did increase the rate of thromboembolic events and gall-
bladder disease. Based on the finding of no overall cardiovascular benefit and a
pattern of early increase in risk of CHD events, we do not recommend starting this

:O8
Hulley S et al. JAMA 1998;280(7):605-613 Gl {owuni Usivasins
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”
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“ Everything has been said before, but since nobody
listens we have to keep going back and beginning all
over again.. ”

Onginal Contributions

Randomized Tnal of Estrogen Plus

Progestin for Secondary Prevention
of Coronary Heart Disease In

Postmenopausal Ywomen

9
cxroromscyian s Hulley S et al. JAMA 1998;280(7):605-613 (lp {ouums Usivensirs
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Best Medical Therapy In carotid artery
disease: what’s missing
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Best Medical Therapy in carotid artery
disease: what’s missing

e Knowledge as to the correct “cocktail” of medication class,
specific to carotid-related targets
= What is “Best Medical Therapy”?
 What BP med? What target BP?
« Which lipid med? What target lipid levels? For LDL? For HDL?
 How do we improve smoking cessation rates?

e —
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Best Medical Therapy in carotid artery
disease: what’s missing

e Knowledge as to the correct “cocktail” of medication class,
specific to carotid-related targets
= What is “Best Medical Therapy”?
 What BP med? What target BP?
« Which lipid med? What target lipid levels? For LDL? For HDL?
 How do we improve smoking cessation rates?

e Measures and assurances of compliance and side effect
ISsues

= NHANES reports <25% patients achieve BP goal
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Best Medical Therapy in carotid artery
disease: what’s missing

e Knowledge as to the correct “cocktail” of medication class,
specific to carotid-related targets
= What is “Best Medical Therapy”?
 What BP med? What target BP?
« Which lipid med? What target lipid levels? For LDL? For HDL?
 How do we improve smoking cessation rates?

e Measures and assurances of compliance and side effect
ISsues

= NHANES reports <25% patients achieve BP goal

e Randomized data showing equivalence or superiority to
revascularization in asymptomatic severe carotid stenosis

RARSCCERR R WAL MEepicar CENTER
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Perspectives on CEA, CAS
and Optimal Medical Therapy
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Perspectives on CEA, CAS
and Optimal Medical Therapy

e All are improving

e The judicious and selective use of these
therapies can result in overall improved patient
outcomes:

= Fewer strokes, fewer Ml’'s
= | ess disablility and less CV mortality

 CEA and CAS and medical therapy have
complementary, not competitive roles in the
patient requiring revascularization

CARDIOVASCULAR RESEARCH Corumpia UNIVERSITY
FOUNDATI O N Mepicar CExTER
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ACT |

o After completing randomization of
1450/1650 asymptomatic patients 3:1
CAS:CEA, the trial has been stopped

= No safety concerns

e Significant and valuable data set with a
primary endpoint of 1 year

e Opportunities to add to or combine with
other data sets (CREST, etc.) for even
more robust analysis

CARDIOMVAMULAR REARARC N I '
P O O R 0o N DICAL CENTER
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Oxford/UK based multicenter/multinational
effort

5000 patient trial randomizing
asymptomatic patients 1.1 CEA:CAS

Currently >1100 patients enrolled

Early data are available on ~682 patients

h 19, 13



ACST 2: interim blinded outcomes

CURRENT THERAPY AT ONE MONTH FOLLOW-UP

Gb CorumsiA UNIVERSITY
CARDICAAMULAR REARANM N

WAL Mepicar CENTER

Tuesday, March 19, 13



ACST 2: interim blinded outcomes

Major events within 30 days

(none were in people who did not have their allocated Total

procedure) (n=682)

1) Unrefuted stroke within 30 days, by severity of
orst such stroke
Fatal
Disabling
Non-disabling (excludes TIA)
otal

2) Unrefuted MI within 30 days, by outcome

Fatal
Non-fatal
Total

3) Vascular event within 30 days that (eventually)
caused death, or disabling stroke within 30 days

4) Any unrefuted stroke, Ml or related death within 30
days

5) Death in 30 d probably unrelated to stroke, Ml or
procedure

o

CARDHOAMAMULANR BREATARC 1

Gb CorumsiA UNIVERSITY
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ACST 2: interim blinded outcomes

Major events within 30 days

(none were in people who did not have their allocated Total

procedure) (n=682)

1) Unrefuted stroke within 30 days, by severity of
orst such stroke
Fatal
Disabling
Non-disabling (excludes TIA)
otal

2) Unrefuted MI within 30 days, by outcome

Fatal
Non-fatal
Total

3) Vascular event within 30 days that (eventually)
caused death, or disabling stroke within 30 days

4) Any unrefuted stroke, Ml or related death within 30
days 24 (3.5%

5) Death in 30 d probably unrelated to stroke, Ml or
procedure

o

CARDHOAMAMULANR BREATARC 1

Gb CorumsiA UNIVERSITY

WAL Mepicar CENTER
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SPACE 2

Number of carotid procedures in Germany

WAMCULANR REAS

CorumsiA UNIVERSITY
WAL Mepicar CENTER

Tuesday, March 19, 13



SPACE 2

e Investigator-initiated prospective, randomized, multicenter trial

e Three arms: Optimal medical treatment (OMT)
CEA + OMT
CAS + OMT

e ~100 certified centers

e N=3,640 patients with a follow-up of five yrs. (duration 8-9
yrs.)

e Funding by the German Ministry for Education and Research
(BMBF, about 4 Mio €)

—-
CARDIOVASCULAR RESEARCH Corumsia UNIVERSITY
FOUNDATI O N MEepicar CENTER

Tuesday, March 19, 13




z
=
§
=
g
b
o
E
~
=
S
=
i,
=
2
<
c
2
c
F
=
=
o

46 I
34
11
2
0 -

0""0"@\°\°\°°\“\°\° T e P A St S O S
& O " S F LR FF °Q’g°qo‘* S' o PP o o y)“ W o
o
CoLumpiA UNIVERSITY

CARDIONMAMUULAN REARARC M
O U N 0 N WAL Mepicar CENTER

} A

Tuesday, March 19, 13



CREST 2

o

CARDHOAMAMULANR BREATARC 1

Gb CorumsiA UNIVERSITY
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CRESIT 2: Primary Aim

e To assess If contemporary
REVASCULARIZATION, either CAS or CEA,
provides an incremental benefit of 1.2% annual

risk reduction over contemporary medical
therapy

Tuesday, March 19, 13



~1iralry outcome

e The primary outcome will be the classical
composite of stroke or death within 30
days of enroliment or ipsilateral stroke up

to 4-years thereatfter.

Tuesday, March 19, 13



e Sample size 950 participants at approximately
/0 centers.

o Statistical power will be ~ 90% to detect a
4.8% treatment difference (1.2% per year)

Tuesday, March 19, 13



After randomization, the
CAS and CEA groups
Imbedded in the REVASC
and MEDICAL arms will
allow randomized-
protected comparisons of
CEA-intended and CAS-
Intended patients to the
MEDICAL patients.

o
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...and “working groups” to study

e Plaque characteristics as predictors of risk— BK Lal, MD,
University of Maryland

e MRI- treatment differences— Michael Hill, MD, University of Calgary

e Cognitive- treatment differences- David Knopman, MD, Mayo
Clinic and Ronald Lazar, PhD, Columbia

e QOL and COStS— David Cohen, MD, Saint Luke’s Mid America
Heart and Vascular Institute

e CMS and other databases to enrich outcomes— Judith
Lichtman, PhD, Yale

e Hemodynamic changes - by treatment and impact on
outcomes- Randy Marshall, MD, Columbia

CARDIOVAMULAR BREARARC I
F O UNDA

{0 N Mepicar CENTER
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Initial NIH/NHLBI Review

 Moderate/major concerns:

= The combined CEA and CAS arm:

« ?whether CAS had established efficacy in reducing stroke and death
In this population

e Suggested a change in sample size that would allow independent
assessment of each intervention vs. medical Rx

= One-sided superiority for the primary hypothesis in a Phase
Il trial not adequately justified

= Justification for the 4 year event rate in the medical group
was limited, and would affect sample size significantly

= SAMMPRIS intensive medical therapy is not “real world” and
that compliance was not adequately addressed

* Cognitive assessment was not included and should be, given adverse
cognitive effects of statins

CARDIOVASCULAR RESEARCH CoLumsiA UNIVERSITY
F O UNDA '

T 0 N Mepicar CENTER
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Summary

e The next wave of CAS testing will be
dedicated less to CAS vs. CEA, and more
to addressing the question as to the role of
revascularization for patients on OMT

 Difficult trials to enroll, and will be several
years before outcomes will be known
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