CoreValve US Clinical Trials

Strokes After TAVR:
Perspectives from the US
CoreValve Trials

Jeffrey J. Popma, MD

Professor of Medicine

Harvard Medical School

Director, Interventional Cardiology
Clinical Services

Beth Israel Deaconess Medical Center
Boston, MA

F& Beth Israel Deaconessjll, 118
/ Medical Center 1 ‘
~®




CoreValve US Clinical Trials

Conflict of Interest Statement

Over the past year, | have received the following:

Research Grants: Medtronic, Boston Scientific, Abbott
Vascular, Covidien, Cook

Medical Advisory Board: Boston Scientific, Abbott Vascular,
GE Healthcare, Covidien



CoreValve US Clinical Trials

Stroke After TAVR

* Neurologic Definitions
 Neurologic Assessment
 Extreme Risk Findings

* High Risk Findings

e Predictors of Stroke

Popma TVT 2014 Stroke After TAVR



Standardized Endpoint Definitions for
Transcatheter Aortic Valve Implantation Clinical Trials

A Consensus Report From the Valve Academic Research Consortium

Martin B. Leon, Nicolo Piazza, Eugenia Nikolsky, Eugene H. Blackstone, Donald E. Cutlip,
Arie Pieter Kappetein, Mitchell W. Krucoff, Michael Mack, Roxana Mehran, Craig Miller,

Marie-angéle Morel, John Petersen, Jeffrey J. Popma, Johanna J. M. Takkenberg, Alec Vahanian,
Gerrit-Anne van Es, Pascal Vranckx, John G. Webb, Stephan Windecker, Patrick W. Serruys

1YW stroke and TIA ] e
T Rankin | Modified Scale
Acute episode of a focal or gicbal neurological deficit mln at easx one ci he
following: chasge in ths lovel of i =, h s
numbness. or sensory loss affecting one side of the bodv hschasa or _ N 0 Sym ptoms a‘t a”
aphagia, homianopia, amaurosis fugax, or cthor nourdlogical sighs or

symptoms consistent with stroke

Stroe: dartion o a focal or gobel seurciogos Getct 524 k; OR <24 h W No significant disability despite symptoms; able to carry out all
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Protocol Mandated Neuro Assessment Corevalve s Clinical Trials

Before and Immediately Post-Procedure

e NIHSS should be administered within 24 hours post-procedure

e Modified Rankin Scale (for patients with a suspected or new
neurological event only)

o For subjects with a stroke, assessment to be performed at 7
days or discharge (whichever occurs first), 30 days and 3
months post-stroke.

o NIH Stroke Scale

- Any patient with evidence of a neurological event
should have a neurology consult and an imaging study
if deemed necessary.

o Modified Rankin Scale (for subjects with a suspected or new
neurological event only)

- Assessment must be performed at 7 days or discharge
(whichever occurs first), 30 days and 3 months post-
stroke.
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Pivotal Trial Design

\

High Risk

Randomization 1:1

Yes ‘ No Versus

CoreValve

Non- CoreValve SAVR
lliofemoral

N=500 N=156
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Study Disposition

Screening Committee Approved
N=737

Y

Subject Enrolled
N=719
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N=506

_______________________ .’
|
Attempted Implant L
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N=489

L,

Implanted lliofemoral Population

N=486
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Per Protocol Population

N=470
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Subjects Not Enrolled
N=18

Roll-in Subjects N=63

Enrolled Non-lliofemoral and Attempted
Implant via Non-lliofemoral
N=150

Enrolled lliofemoral and Attempted Implant
via Non-iliofemoral
N=6

Exited Prior to Procedure
N=11

Not Implanted
N=3

Did not meet the per-protocol
definition

N=16
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Neurologic Events

1 Month 1 Year

Event N=471 N=471
Any Stroke, % 4.0 7.0
Major Stroke, % 2.3 4.3
Minor Stroke, % 1.9 3.2
TIA, % 0.6 1.1
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Major and Minor Stroke (1 Month)
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All-Cause Mortality By Major Stroke
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Pivotal Trial Design
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* Randomization stratified by intended
access site
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All Stroke
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Major Stroke
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All-Cause Mortality or Major Stroke
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Predictors of Stroke-l

KM (%) 1-Yr Rate of All-Stroke

Variable Patients  (95% CI) (6.7%) P Value
Age i

<85 222 5.4 (2.9, 10.0) -

>85 249 7.8 (4.8, 12.7) | - 0.268
Logistic EuroSCORE i

<22 291 6.6 (4.1, 10.7) N 0.897

>22 180 6.8 (3.5, 12.8) B
STS Score

<10 263 7.8 (4.9,12.4) | -

10-15 (vs. <10) 125 6.1 (2.8, 12.9) - 0.552

>15 (vs. <10) 83  4.2(1.1,14.5) o 0.286
Diabetes 200 4.4 (2.0,9.4) e 0.110
Hypertension 424 7.4 (5.1, 10.9) - 0.071
PVD 165 9.2 (5.2, 16.0) S 0.116
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Predictors of Stroke-l|

KM (%) 1-Yr

CoreValve US Clinical Trials

Rate of All Stroke

Variable Patients (95% CI) (6.7%) P Value
Prior Stroke 65 4.7 (1.3, 16.9) - 0.627
Prior TIA 44 7.3(2.1,23.3) 0.844
History of A-fib / A-
ey 222 5.6 (3.0, 10.5) . 0.344
Post-TAVR
Valvuloplasty 99 5.7 (2.2, 14.5) - 0.689
Performed
More than 1 Val i

O 17 5.9(0.9, 35.0) = 0.909

Implanted

TCT 2013 Predictors of Mortality and Stroke
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Conclusions

 The US CoreValve Screening Committee used
conventional and non-conventional risk factors to
determine extreme surgical risk

* The High Risk showed a numeric reduction in the
rate of all stroke at 30 days and one year
compared with surgery

« The majority of strokes occurred within the 15t 72
hours, but the risk persisted to 14 days

* No predictors of strokes were identified

« Post-TAVR balloon post-dilation did not increase
the stroke risk
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