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CoreValve Prosthesis

12F Shaft




CoreValve : 3 Generations
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Inclusion Criteria
Study Criteria become Real World Criteria?

Morphological e Native Aortic Valve Disease
Criteria: e Severe AS: AVAI £0.6 cm2/m?

27mm 2AV annulus 220mm
(Mandatory) Sino-tubular Junction <43mm

o : : Logistic EuroSCORE 220% (21F)
Clinical Criteria: >15% (18F)

Age 280y (21F)
>75y (18F)

Age 265y plus 1+ of the following:
Liver cirrhosis (Child A or B)

Pulmonary insufficiency: FEV1<1L
Previous cardiac surgery

PHT (PAP>60mmHg)

Recurrent P.E’s

RV failure

Hostile thorax (radiation, burns,etc)
Severe connective tissue disease
Cachexia




Global Clinical Experience

Published Single-Center

Australia :
S EAREY EER New Zealand Experience

CE Marklng (Post-CE Mark) Trial Munich Siegburg
(Lange)t (Grube)?

18 Fr. CVS

Dates 5/06 — 6/07 4/08 -11/08 4/07 - 12/08 8/08 - Ongoing | 6/07-8/08 | 5/06-3/08

Patients (n) 112 14021 1,424 Up to 150 137 102

Logisti
ogistic 23.1 =134 25.7 = 17.1 22.6 = 13.9 17.6 = 13.3 24.3 = 14.9 245 = 15.4
EuroSCORE

STS Score Not collected | 17.7 = 12.3 Not collected | Beingcollected | 23.4 £10.1 | 12.6 = 4.7

Adjudicated Yes Yes No Yes No No

a. To beincluded in the next analysis 1. Bleiziffer, et al. Eur J Cardiothorac Surg (in press)
2. Grube, et al. Circ Cardiovas Intervent. 2008;1:167-175




Enroliment by Site

Patients Start / Stop

Siegburg 42 8 May 06 — 28 Jun 07

Leipzig 19 16 Oct 06 — 21 Jun 07

Rotterdam 12 12 Oct 06 — 25 May 07

Breda 4 22 Nov 06 — 10 Apr 07

Montreal 26 Sep 06 — 28 Feb 07

Edmonton 1 Mar 07 — 1 Mar 07

Ottawa 6 Feb 07 - 28 Feb 07

London 12 Apr 07 — 10 May 07

Leicester 30Jan 07 — 14 Jun 07

Total May 06 to Jun 07




—

-

=

81.9 + 6.4
21 (18.8 %)

52.1 = 12.1
23.2 =134
48.7 = 14.7
0.72 = 0.17
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Characteristic

n (%)
n (%)

’
’

NYHA Class I
Mean pressure gradient, mmHg (mean)

Age, years (mean)

Female gender, n (%)

NYHA Class lll, n (%)

NYHA Class IV, n (%)

Cardiac Output, L/min (mean)

Logistic EuroSCORE, % (mean)

Peak pressure gradient, mmHg (mean)
Aortic valve area, cm? (mean)

NYHA Class |




Procedural Outcomes

Procedure Information Value

Local anesthesia 48 (42.9%)

Use of cardiopulmonary support 21 (18.8%)

Mean procedure time, min 151.0 = 77.0

Technical success (absence of valve failure or malfunction) 86.5%

Mean hospital stay, days 15.6 = 11.4

Complication (Discharge) Value

Major Bleeding 13(11.6%)

Renal Failure 8(7.1%)

Cardiac Perforation 3 (2.7%)




CoreValve
Procedural Results

Procedure Success Procedure Mean Time = SD
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Procedure
(4)

Cardiac (3)
major bleeding (1)
AMI (1)
Severe hypotension (1)

Non Cardiac (1)
major bleeding (1)

Discharge
(13)

Cardiac (9)
MOF (4)
Severe Al (1)
Ml (2)
cardiogenic shock (1)
stroke (1)

Non cardiac (4)
MOF (2)
sepsis (1)
subdural hematoma (1)

(* = No valve dysfunction, migration or fractures)

Cause of Death

Cardiac (0)

Non cardiac (0)

Cardiac (7)*

unstable angina (1)
cardiac decomp (1)
worsening of HF (3)
AMI (1)

sudden death (1)

Non cardiac (8)

pulm. embolism (2)
MOF (1)

sepsis (2)

hip fracture (1)
pneumonia (1)
worsening of RF (1)




Freedom from ALL Cause Mortality
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70.91 %
95% Cl [62.41 : 79.41]
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Survival

| | | T |
100 150 200 250 300

Time to death until 365 (Days)

Legend: Product-Limit Estimate Curve
O C O Censored Observations




Freedom from MACE*

T

62.30 %
95% ClI [52.96 : 71.64]
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Surwvival

| | | l |
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Time to first MACE 365 (Days)

Legend: Product-Limit Estimate Curve
O C 0O Censored Observations

* MACE = Cardiac death, non-fatal MI, major arrhythmia, emergent revascularization
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12-Month

18.8 = 6.6

10.3 = 4.2

16.0 = 5.1

1.78 £ 0.37

32 (45.1%)

31 (43.7%)

26 (33.8%)

43 (55.8%)

.

-

o

Discharge

16.1 =54

10.1 = 4.7

1.83 = 0.36

28 (31.1%)

50 (55.6%)

Outcomes

Peak gradient, mmHg

Mean gradient, mmHg

ic valve area, cm?

Aort

NYHA Class |, n (%)

NYHA Class Il, n (%)

NYHA Class lll, n (%)

NYHA Class IV, n (%)




Evolution NYHA-FC llI-IV

® Month 3
M Month 6
“Month 12

uh ‘ il

-2 Class -1 Class +1 Class +2 Class +3 Class
Change




Siegburg CoreValve Experience

Total number of patients™: 321

Gen 1 (2005) 10
Gen 2 (2005-2006) 26
Gen 3 (since 2006)

in 2008

30 Day Mortality:

Genl
Gen 2
Gen 3

In 2008




< 30-Day Adverse Events*

21F S&E 18F S&E 18F EE
Study Study Registry
(N =52) (N =124) (N =1243)

30-Day All Mortality 15.4%  14.5% 6.7%

Cardiac Deaths 7.7% 11.2% 3.9%
Myocardial Infarction 3.8% 3.4% 0.7%
Major Arrhythmias 25.0% 18.5% 4.9%
Pacemaker 17.3% 25.8% 12.2%
Renal Failure 5.8% 4.8% 1.2%
Stroke 17.3% 6.5% 1.4%
TIA 0.0% 5.6% 0.3%
Structural Valve Dysfunction 0.0% 0.0% 0.0%
Valve Migration 0.0% 0.0% 0.0%

*Vultipllerevents in'same patients = data not cumulative
"Includes 4 deaths where cause is not known




Siegburg Experience
Survival Curves
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CoreValve
Aortic Regurgitation post-interventional

O Worsened
E Unchanged

W Improved

Pre-Post




CoreValve Siegburg Experience

Karnofsky
Index

Cutoff 30/40

N=50 Low
N=87 m High
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CoreValve
CT Screening
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CoreValve Prosthesis

Aorte sinuses and coronary ostia

Aortic valve annulus

Left ventricle
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| Para-valvular Regurgitation




CoreValve

__Access Site Assessment

CT-Zentrum Siegbur
Philips Mx&000 IDT 16
31 Mawy 2005 Z23¢10:24.9
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Pati_ent Selection Matrix

Selection Criteria

Angiography

Anatony

CT /MR

L% gram

A gram

Coronary
Angiogran

A0 &
Funoffs

Atrial or Ventricular
Thromius

Mitral Regurgitation

LV Ejection Fraction

Grade 2

LY Hypertrophny
(wall thickness)

30% to 50%

Moderate
(1.4 to 1.6cm)

Sub-Aortic Sienosis

Anmulus (aidih)

Annulus-io-&orta

fangle) T 30° to 45°

AO Root (width) 27 to 29mm

Sinuses of Valsalva
{height)

X| X| X| X| X
X[ X| X
X[ X| X

10 to 14mm

Coronary Ostia

Fosition (take-off) Mid-Sinus Lewvel

Mid or Distal
Stenosis < 70%

X| X| X

Coronary Dissase

Ascend Sorta (width)

A Arch
Angulation

X| X

Aorta & Run-Off
Vessels (Dissasza) T

X| X| X

x Mild

Mon-Diabetic

lliac & Femoral Yessels x x
= Gmm

{diameter)

Within the first 7om of the ascending aorta versys a perpendicular ins across the aorfic vaive.
Evaluate for evidencs and degree of calcification, obstruchion, forfuowsity, and woeralion.

T
I

Caution: The CoreValve ReWalving™ System is not available in the USA for clinical trials or commercialization.
This document is mot intended fo be a subsiitute for attending a training program for any of the products mentioned. For detailed
op=rator training / insendce support on the CoreValve ReVWalving™ Sysiem., please contact your local Core'alve representative.

RFWAL WIRG™ jc o tradommark of CorsWalbee Ine & Comerinht 2007 Corebf@lve Ime Al rickbs recemoed =r EANdAnd W1 _hone 007

Not Acceptable

Presemnt

= Grade 2

= %

Severe
= 1.7cm)

Present

= 20mm or
= 27mm

> 45°

< ZFnmm
(if Sinus < 15mm)

= 1 0wmm

Low

Proximsal
Stenosis = 7%

> 43mm

High Angulation
or Sharp Bend

Moderate to
Severs

= GImm

Ce€

0050



Conclusions

Procedure has migrated to truly percutaneous approach, with the
majority of cases done under local anesthesia without CPS

High procedural success rate

Adjudicated 18-Fr. S&E trial demonstrates both safety and efficacy
with a concomitant improvement in NYHA-FC in high risk patients

No valve migration or frame fractures
Published and ongoing studies confirm transferable learning curve

Expanded indication beyond high risk patients must be based on
improved QOL and durability of the valve




Conclusions

The initial early experience with CoreValve 18 French TAVI is
encouraging.

Longer term follow-up data will address appropriate patient
population for transcatheter valve use.

High technical success rate with TAVI

No evidence of frame migration

18 French Safety & Efficacy Data (adjudicated)
81% 1 year freedom from cardiac death
92% 1 year freedom from stroke

80% of patients experienced at least 1 NYHA class
improvement

18 French Safety & Efficacy data is supported by other published
and ongoing studies and registries.




Thank you




Post CE Mark Cumulative
18F ReValving PAVR Procedures

> 1600 Cases

Apr May Jun Jul Aug Sep Oct Nov Dec Jan Feb Mar Apr May Jun Jul Aug Sep
2007 2008

Updated 01-October-2008: ~100 sites in 20 countries




Freedom from Cardiac Mortality

o

81.83 %
95% Cl [74.39 : 89.27]
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Survival
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100 150 200 250 300 350

Time to cardiac death until 365 (Days)

Legend: Product-Limit Estimate Curve
O C O Censored Observations
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Survival

Freedom from Stroke

s fa. a1
L LR

92.47 %
95% CI [87.44 : 97.51]

100 150 200 250 300

Time to first stroke 365 (Days)

Legend: Product-Limit Estimate Curve
O C © Censored Observations



