PRESENTE Y FUTURO DEL
TAV]I

José Maria Hernandez

Hospital Universitario Virgen de la Victoria
Malaga. ESPANA
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NOVEDADES EN 20°5.
ESTADO ACTUAL
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THE

PARTNER 1. 5 afios de seguimiento ) PRSI B

Symptomatic Severe Aortic Stenosis

ASSESSMENT: High-Risk AVR Candidate

3,105 Total Patients Screened |

Total =, 057 patients
N =699 Inoperable BENERES!S
| Trials:
Individually Powered |

ASSESSMENT:
Transfemoral Access Transfemoral Access

Transapical (TA) ? | ?
: 1:1 Randomization Not In Study

N =179 N =179

Standard
TF TAVR VS Therapy

Primary Endpoint: All-Cause Mortality
Over Length of Trial (Superiority)

ASSESSMENT:

Transfemoral (TF)

1:1 Randomization 1:1 Randomization

N =244 N =248 N =104

TF TAVR VS SAVR TA TAVR VS

Primary Endpoint: All-Cause Mortality at 1 yr
(Non-inferiority)

Co-Primary Endpoint: Composite of All-Cause Mortality
and Repeat Hospitalization (Superiority)




All-Cause Mortality (ITT)

@/ PARTNER

All Patients

100% -

TAVR
HR [95% CI] =
80% -—=SAVR 1.04 [0.86, 1.24] :
] p (log rank) = 0.76 67.8%
g
z
5 60% -
=
0
7
3 40% -
Q
<
20% -
Error Bars Represent 95% Confidence Limits
0% I I I I I
0 12 24 36 48 60

No. at Risk Months post Randomization

SAVR 351 236 210 174 fiES i 64



All Stroke (ITT) @/ PARTNER
All Patients

90% -

TAVR
HR [95% CI] =
40% - —SAWR 1.14 [0.68, 1.93]
p (log rank) = 0.61
3% -
-
)
R 11.3%
- T
-
10% -
10.4%
0% Error Bars Represent 95% Confidence Limits
0 12 24 36 48 60
No. at Risk Months post Randomization

SAVR 351 230 205 169 128 64



Mortality and Post Procedural PVL o] FarTNER
TAVR Patients

100% -
==Moderate - Severe o (log rank) = 0.0032 =
80% - s Mild 73.0%
None - Trace
S 60% -
©
12
> 40% -
w
20%
0% = T T T T T
0 12 24 36 48 60
No. at Risk Months post Implant Procedure
M-S 24 16 13 12 7 2

Mild 137 98 84 65 52 11



Mortality and None-Trace Total AR o) FarTner
Transfemoral Patients

100% -
TAVR HR [95% CI] =
—3AVR 0.64 [0.43, 0.95]
2l 5 (log rank) = 0.03
P {09 Sk 60.9%
L 60% -
©
14
> 40% -
L
20% -
Error Bars Represent
95% Confidence Limits
0% I I I ]
0 12 24 - 36 48 60
No. at Risk Months post Randomization

SAVR 181 137 126 105 78 36



Echocardiographic Results

Aortic Valve Mean Gradient

70.0

Mean Gradient (mm Hg)

0.0

TAVR

SAVR

60.0

50.0

40.0 A

30.0

20.0 |

10.0 4

=+=SAVR -=-TAVR

.7 Aortic Valve Area

Error Bars = + 1 Std Dev

p < 0.0001
|
= 1
No structural valve deterioration
434 that required re-intervention.
10.7
1i6
Baseline 1 Year 2 Year 3 Year 4 Year 5 Year
310 219 156 106 79 56
299 158 Px] 86 671 48

25 4
— 2.0 |
N
E
)
1.5 4
]
(]
<
o 1.0 4
=
o
> 05 A
0.0
TAVR
SAVR

=+=SAVR -#-TAVR

THE

@/ PARTNER

TRIAL

p < 0.0001 Eror Bars = + 1 Std Dev
|
[ |
116 3 116 116
- 1
1l5 115 115 1/5
Baseline 1 Year 2 Year 3Year 4 Year 5Year
304 211 151 106 79
294 154 121 84 60 46



THE

COREVALVE US Pivotal Trial. 2 years follow @/ PARTNER

TRIAL

up
40%

35%
30%
25%
P

15%

All-Cause Mortality (%)

10%
5%
0%

No. at Risk

Transcathet
er

Surgical

==Transcatheter

—sugea  All-Cause Mortality °7°°

Log-rank P=0.04

6 12 18 24
Months Post-Procedure
39 378 354 334 219
1
35 343 304 282 191



Stroke

40%

35%

30%

25%

20%

All Stroke (%)

15%

10%

5%

0%

No. at Risk
Transcatheter

Surgical

==Transcatheter
==Surgical
6
391 364 335
359 324 281

All Stroke

A=57
A=3.8
16.6%
12.5% P
3. 7% 10.9%
Log-rank P=0.05
12 18 24
Months Post-Procedure
318 205
256 169

40%

35%

30%

25%

20%

Major Stroke (%)

15%
10%
5%
0%

No. at Risk
Transcatheter

Surgical

THE

@/ PARTNER

Major Stroke

===Transcatheter
==Surgical

TRIAL

Log-rank P=0.25

9.8%
6.9% pod]
0,
f=—-'-="_' 5.8% 6.8%
(0] 6 12 18 24
Months Post-Procedure
391 368 345 326 214
359 335 296 271 184



Early Procedural Results
From the CoreValve Evolut R CE Study

Lowest Delivery Profile, 14Fr-Equivalent
System with InLine Sheath across All Valve Sizes

: Study

] ves Access and Reduces Risk of Major Vascylar Complicatiops*
N@Wmélcatecsi ?or ﬁ)ﬁnlmum Lf’r nsa(rterlal ccess esseﬁ)lameters 25.0 mm!

Y IR P ——

CoreValve Evolut'R

with 18Fr with 14Fr-Equivalent
Cook Sheath InLine™Sheath

* Sheath to Femoral Artery Ratio (SFAR) great than 1.05 predicted higher rates of VARC major vascular complications. Hayashida K, et al.
Transfemoral aortic valve implantation. JACC Intv 2011;4(8):851-8.
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POSItIOn | ng Accu raCy CoreValve Evolut R CE Study
Ability to Recapture and Reposition

* Up to 80% deployment
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CoreValve Evolut R CE Study

Clinical Performance

Event, % N=60
Absence of procedural mortality 100.0 (60/60)
Correct positioning of 1 valve in proper location 98.3 (59/60)
Mean gradient < 20 mm Hg or peak velocity < 3m/sec 98.3 (59/60)

* Effective orifice area could not be determined in 5 patients to calculate patient prosthesis mismatch.

T First time reporting of device success according to VARC-2 criteria
Trademarks may be registered and are the property of their respective owners. © 2015 Medtronic, Inc. All rights reserved UC201506714ML 4/15



CoreValve Evolut R CE Study

Outcomes

Procedural Event Rates (%)* N=60
Annular rupture’ 0.0
Coronary artery obstruction requiring intervention’ 0.0
Valve dysfunction requiring reintervention 0.0
Device embolization 0.0

30 Day Event Rates (%)*

All-cause mortality 0.0
All stroke 0.0
Moderate or severe PVL 3.4
Permanent pacemaker implantation 11.7

* Percentages obtained from Kaplan Meier estimates

T Medtronic data on file.
Trademarks may be registered and are the property of their respective owners. © 2015 Medtronic, Inc. All rights reserved UC201506714ML 4/15



CoreValve Evolut R CE Study

Valve Performance

2,5 - . -
<B-Effective orifice area 60
o =+=Mean gradient
€ 207 | - 50
5] 1,9 1,9 §
< 15 - - 40 5
o o
= - 30 o
© 1,0 - ®
= e
5 20 3
£ 05 - 9,2 31 >
o 0, 0,6 : ’ - 10 &
0,0 . . 0]
Baseline 24 Hrs to 7 Days 30 Days
N=60 N=60* N=57t

*Mean AV gradient was available in 60 patients; EOA in 55
tAV gradient available in 57 patients, EOA in 54
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ENn resumen....

64" Annual Scientific Session & Expo
March 14 — 16, 2015 * San Diego

« PARTNER 5 afos: la primera generacion de la Sapien tiene
resultados similares a la cirugia en pacientes de alto riesgo quirurgico.
La funcion valvular se mantiene a los cinco afios sin deterioro

« CoreValve High-Risk 2 anos:
— TAVI se maniene superior a cirugia (mortalidad a 2 afios)

— Menor tasa de ACV con TAVI, si bien los ACV graves son similares
en ambos grupos

— La hemodinamica valvular es superior en la valvula percutanea que
en la quirdrgica a los 2 afios, sin datos de disfuncion

« Evolut R: Los resultados clinicos a 30 dias demuestran ausencia de
mortalidad y ACV un porcentaje bajo de insuficiencia aortica
paravalvular moderada o severa y marcapasos

Trademarks may be registered and are the property of their respective owners. © 2015 Medtronic, Inc. All rights reserved UC201506714ML 4/15



The PARTNER Il S3 Trial o) Fanrnen i
Study Design

Symptomatic Severe Aortic Stenosis

ASSESSMENT by Heart Valve Team

Intermediate Risk

High Risk Operable /

n=1076 Operable Inoperable n =583
Patients ) Patients
(P S3i) 2 Single Arm Non-Randomized (Pll S3HR)
Historical-Controlled Studies
ASSESSMENT: 4 1 ASSESSMENT:
Optimal Valve PllA PIA Optimal Valve
Delivery Access SAVR SAPIEN Delivery Access
| |

Transfemoral (TF) Transapical /

Transaortic (TA/TAo)

Transfemoral (TF) Transapical /

Transaortic (TA/TAo)

TF TAVR TAA TAVR TF TAVR TAA TAVR
SAPIEN 3 SAPIEN 3 SAPIEN 3 SAPIEN 3
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Evoelution of the Edwards Balloon-Expandable
Transcatheter. Valves

Cribier-

Edwards SAPIEN

* Sheath compatibility for a 23 mm valve
Trademarks may be registered and are the property of their respective owners. © 2015 Medtronic, Inc. All rights reserved UC201506714ML 4/15



TTTTT

Key Inclusion Criteria @ FARTNER I

 Risk determined by STS score and heart team:

—High Risk / Inoperable (S3HR): STS score > 8 or
heart team determination

— Intermediate Risk (S3i): STS score between 4 and 8
or heart team determination

» Severe aortic stenosis determined by
echocardiography:

—Valve area < 0.8 cm? or Valve area index < 0.5 cm?2/m?
and mean gradient > 40mmHg or peak velocity > 4 m/s



Study Elow: SSHR & S3i

30 Day Patient Status

S3HR SX]

13 Deaths 12 Deaths

n =570 n =1064
SAPIEN 3 SAPIEN 3
0 Withdrawal 0 Withdrawal
3LTFU 5LTFU

567 / 570 or 99.5% follow-up 1059 / 1064 or 99.5% follow-up

visits performed at 30 Days visits performed at 30 Days

Trademarks may be registered and are the property of their respective owners. © 2015 Medtronic, Inc. All rights reserved UC201506714ML 4/15



Baseline Patient Characteristics
S3HR Patients

TA, 10% N =583

Average STS=  Average Age =

8.6% 82.6yrs

(Median 8.4%)

TF, 84%

Female
42%

34 3% 38.9%

20 mm 23 mm 26 mm 29 mm
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Baseline Patient Characteristics
S3i Patients

Average STS=  Average Age =

5.3% 81.9yrs

(Median 5.2%)

TF, 89%

Female
38%

39 20 43.7%

4.1% - .

20 mm 23 mm 26 mm 29 mm
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Mortality' ana Stroke: SSHR
At 80 Days (As Treaige Pz lun-'nb)
Mortality Stroke
100 - 100 -
m All-Cause = Cardiovascular m All Stroke = Disabling
80 - 80 -
60 - 60 -
% O:E =0.26 i
40 - (STS 8.6%) 40 -
20 - 20 -
2,2 1.4 1,5 0,9
0 [ 0 e
S3HR S3HR
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[y anad Stroke: S3l
(

100

Stroke

m All Stroke = Disabling
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Mortality: SSHR & S3i

At 80 Days (As Treaigd Paiienis)

Transfemoral Transapical / Transaortic
0 mAl-Cause © Cardiovascular mA[-Cause ' Cardiovascular
80
60
%
40 -
20 -
: 16 1.0 11 09 04 33 16 0.8
— - __#_
S3HR S3i S3HR S3i
491 947 92 125
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All-Cause Mortality at: 30 Days

Edwards SAPIEN Valves (As Treated Patients)

20% - PARTNER | and Il Trials
Overall and TF Patients
15% -
10% -
3% 5.2%
h - . 37 P 3.5%

2.2%

16%  q19%  14%
o -!“

PIB(TF) PIA(A) P1A(TF) P2B(TF) P2BXT (TF) S3HR (All) S3HR(TF) S3i(All)  S3i(TF)
175 344 240 271 282 583 491 1072 947

SAPIEN SXT SAPIEN 3
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Conclusiones PARTNER 2

 En pacientes de alto riesgo o inoperables la valvula
SAPIEN 3 (S3HR), muestra baja mortalidad y ACV a
30 dias

* Mortalidad: 2.2% (TF 1.6%, TA/TAo0 5.4%)
« ACV grave: 0.9%

 En pacientes de riesgo intermedio SAPIEN 3 se
asocio a menores tasas de mortalidad y ACV a 30
dias(S3i):
 Mortalidad: 1.1% (TF 1.1%, TA/TAo 1.6%)
« ACV grave: 1.0%
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Implications

 The rapid evolution of balloon-expandable TAVR,
both procedural developments and technical
enhancements, represented in the SAPIEN 3
clinical and echo results, indicates at least parity
with the best surgical outcomes in comparable
patients.

« SAPIEN 3 TAVR should now be considered as an
alternative to surgery, even in lower risk patients
with aortic stenosis.
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1-Year Outcomes After

Transcatheter Aortic Valve Replacement
With Balloon-Expandable Versus
Self-Expandable Valves

Results From the CHOICE Randomized Clinical Trial

241 Transfemoral TAVR patients enrolled and randomized

B 0.3

@ @
(V) ()
c c
a @
h= S
O o
c c
o )
= =
L L
(3] ("]
L Lo
S S
= E
S S
(&) (&)

9

6
Months

No. at risk No. at risk

Balloon-expandable 121 114 106 100 Balloon-expandable 121 114 1
Self-expandable 120 13 106 102 Self-expandable 120 113 1

Balloon-expandable — Self-expandable

Withdrawal = 0 Withdrawal = 3
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TABLE 2 Clinical Outco

TABLE 4 Echocardiographic Follow-Up at 1 Year

Number of patients 69 66
Death Effective orifice area, cm? 1.7+ 04 1.8 + 0.6 0.34
Tany cause Number of patients 68 66 -
i Indexed effective orifice area, cm?/m? 0.9+ 0.2 1.0+03 0.16 =
Stroke Number of patients 79 81 D.87-8.12) 0.1n
Major stroke Mean gradient, mm Hg 9 (7-12) 8 (5-11) 0.004 p.51-5.63) 0.54
Minor stroke Number of patients 88 91 _ 0.12
Ischemic stroke Transvalvular aortic regurgitation 0.44 D.60-6.25) 038
None/trace 86 (97.7) 86 (94.5) _
Tr—— Mild 2(2.3) 5(5.5)
Repeat hospitalization for h D.26-1.27) 0.19
Moderate 0 (0) 0 (0)
Myocardial infarction Severe 0(0) 0(0) D.06-15.28) 1.00
Bleeding Number of patients 89 91
Life threatening Paravalvular aortic regurgitation 0.01 P-57-2.09) 0.85
Major None/trace 52 (58.4) 44 (45.6) D.85-2.58) 0.18
Minor Mild 36 (40.4) 36 (39.6) D.62-3.14) 0.50
Vascular complications Moderate 101.0) 1 (12.7)
Major Severe 0 (0 0(0) D.48-1.94) 1.00
Minor Number of patients 89 92 D.48-12.22) 0.45
orditic Yot qorae regurgeon R 1820 81) 100
Valve thrombosis Nc-)ne/trace 51 (57.3) 42 (45.6) _ 012
Mild 37 (41.6) 38 (41.3)
Repeat procedure for valve Moderate 1A 1 (12.0) 11-3.79) 0.68
New pacemaker Severe 0 (0) ) 41-0.94) 0.02
New-onset atrial ﬁbrillationm 55T 09 S 5FT 8 Y, 41-2.63) 1.00
il Left ventricular end-systolic dimension, mm 32.6 + 8.8 34.6 + 8.1 070 [R4Z113) 022
MACCE Left ventricular end-diastolic dimension, mm 46.1 + 8.1 482+ 7.4 0.16 D.68-3.65) 0.36
NYHA functional class impr{ Systolic pulmonary artery pressure, mm Hg 28.4 +10.5 323 +£13.0 0.06 D.87-1.07) 0.66
Quality-of-life score Moderate/severe mitral regurgitation 13/88 (14.8) 28/90 (31.1) 0.01 — 0.49
Moderate/severe tricuspid regurgitation 12/85 (14.1) 20/88 (22.7) 0.14

ered ana are the prope
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TAVI. Nuevos dispositivos

Evolut R ACURATE neo Portico CENTERA Biovalve

Direct Flow
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TAVI: NUEVOS DISPOSITIVOS (PCR 2014/ACC 2015)

LOTUS

Pacientes 120
Edad 84.4
Euroscore STS 7,1

Mortalidad 4,2
(30 dias)

%
ACV (%) 5,8 (1,8)
MP (%) 29,4

IAO 2 2 2
(%)

IAM
22Valvula O

Balon post O

DIRECT  PORTICO SAPIEN3 SAPIEN 3
FLOW (APICAL)
75 83 96 54

83,1

23,5

1,3
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Femoral Subclavian Transapical Direct Aortic
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Mortalidad en funcion del tipo de acceso
Registro Francés 2

TFvs. TA: hazard ratio, 0.68 (95% CI, 0.55~0.83); P<0.001
SC vs. TA: hazard ratio, 0.90 (95% Cl, 0.62-1.33); P=0.61
SC vs. TF: hazard ratio, 1.34 (959 CJ, 0.94-1.91); P=0.11

ft Total

&
<
2
o
o
]
=
2
©
o

N Engl J Med 2012;366:1705-15
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Predictive factors of early mortality after
transcatheter aortic valve implantation: individual
risk assessment using a simple score

Points

Table 3 Predictive factors of early (30-day or in-hospital) Age 290 1

mortality after TAVI BMI (Kg/m?) 18.5-29.9
<185

Adjusted OR Points for | NYHA class Iv
(950/0 CI) p Value score (/21) 2 2 Pulmonary oedemas last year

Systolic PAP 2 60 mmHg

Age (years)

<90 1

>90 1.53 (1.02 to 2.30)
Body mass index (kg/m?)

>30 1

18.5-29.9 1.51 (1.01 to 2.27)

<18.5 2.27 (1.09 to 4.74)
NYHA class IV 1.79 (.26 to 2.54)
Pulmonary oedema (APE)

<2 APE last year 1

>2 APE last year 1.61 (1.12 to 2.30)

Pulmonary hypertension 1.45 (1.08 to 1.94)
(systolic PAP >60 mm Hg)

Critical state* 2.39 (1.42 to 4.02)
Respiratory insufficiencyt 1.64 (1.22 to 2.20)
Dialysis 2.88 (1.46 to 5.66)
Approach

| Critical state*

Respiratory insufficiency

BN WO =2 NN Q=

Dialysis

Approach
Transapical
Other than
transfemoral / subclavian / transapical

w N

<
2
<
>
=
IS
=
o
£
>
—
(]
o
5
Q
i3]
3]
o
<
[

Transfemoral or subclavian 1 ]
Transapical 2.02 (1.47 t0 2.78)  <0.0001 } é é 1'0 111 1'2 1'3 1'4
Other 218(1.11104.28)  0.02 Score
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Propensity-Matched Comparisons of Clinical
Outcomes After Transapical or Transfemoral
Transcatheter Aortic Valve Replacement
A Placement of Aortic Transcatheter Valves (PARTNER)-I Trial Substudy

Eugene H. Blackstone, MD; Rakesh M. Suri, MD, DPhil; Jeevanantham Rajeswaran, PhD;
Vasilis Babaliaros, MD; Pamela S. Douglas, MD; William F. Fearon, MD;

D. Craig Miller, MD; Rebecca T. Hahn, MD; Samir Kapadia, MD; Ajay J. Kirtane, MD, SM;
Susheel K. Kodali, MD; Michael Mack, MD; Wilson Y. Szeto, MD; Vinod H. Thourani, MD;
E. Murat Tuzcu, MD; Mathew R. Williams, MD; Jodi J. Akin, MSN; Martin B. Leon, MD;
Lars G. Svensson, MD, PhD

TA-TAVR

Death (%)

TF-TAVR

| 1
15 20

Patients at Risk Years after TAVR

TA TF TA TF TA-TAVR 501 184 139
TF-TAVR 501 170 132

Mortalidad 6 meses 19% TA, 12% TF , p< 0,001
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Hospital Universitario Virgen de la Victoria
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DEMOGRAPHICS

April 2008-Septiembre 2015
N= 490 patients

Corevalve first generation Accutrak

Evolut R
125 p (25,5%) 310 p (63.25%) 65 p (12,25%)
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Mortalidad TAVI 30 dias

Hospital Universitario Virgen de la Victoria

N
Edad

EuroScore

Mortalidad
30 dias

2008 2009 2010 2011 2012 2013 2014

25 48 71 86 75 67 69
76.2x9 80.7%£5 80.1%£5 78.6*x6 79.6x6 788*x 789%x
3) 9
1621 249#x1 19./%£1 182%1 179&%x1 125%x 145=*
0 8 1 0 2 7 8
4% 2.1% 5.6% 7% 4% 1.5% 1.4%
<€ >

FIRST GENERATION *

Trademarks may be registered and are the property of their respective owners. © 2015 Medtronic, Inc. All rights reserved UC201506714ML 4/15

2015

50
79.2x6

14,87

2%

ALL

490
79,2%x

17.6x

3.4%
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|AO tras TAVI con la protesis CoreValve

22 VValvula

22 (5,5%)

Post-dilatacion con balon

111 (27,8%) |

IAO final en la aortografia (Sellers)

IAO en la ecocardiografia prealta
- Ausente

- Leve

157 (39,6%)

138 (34,8%)

95 (24,0%)
5 (1,3%0)

1 (0,3%0)

186 (48,3%0)

135 (35,196)

- Moderada

- Severa

62 (16,190)

2 (0,5%)




4.4, 1A0 tras TAVI con la protesis CoreValve

Pacientes 1-100 101-200 201-300 301-399

Valvuloplastia posTAVI 21% 29% 32% 29,3%

IAO final en aortogr afia

I AO en ecocar diogr afia
- Nada 58,3% 61,1%

- Leve 29,2% 24.2%

11,5% 13,7%

1% 1,1%
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Resultados en el Tratamiento de la Estenosis Adértica

Abril 2008-Diciembre 2014, 441 pacientes TAVI

1 afno: 86,32%
3 ano: 79,8%
5ano: 74,3%

©
=
-
=
»
£
504
(&

=]
N
|

=]
[=]
|

| |
3 4

NC pacientes en riesgo Tiempo (afios)
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Mortalidad tardia
Hospital Universitario Virgen de la Victoria.

Causas de mortalidad Predictores de mortalidad tardia

Patients
Causes of mortality (n=12) Time (m)

Hazard ratio (25% CI)
Cardiac failure (depressed 2 (16.7%) 5and 17

ejection fraction) Charlson index 1.43%2 (1.091-1.899)
Karnofsky (0.958 (0.925-0.994

Neoplasias
Barthel post 0.978 (0.936-1.022)

Spinocellular 11
Pancreas 5 and 11
Respiratory % Jand 5
Sudden death
Stroke
Multiorgan failure due to
Chronic renal failure
Sepsis
Gastrointestinal
Acute biliary pancreatitis 1(8.4%)

Barthel pre 1.030 (0.990-1.072)
Depth 0.950 (0.757-1.191)
Ejection fraction 1.008 (0.9468-1.050)
Vascular complications 5.264 (0.457-60.674)
Frailty 1.022 (0.215-4.857)
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EVOLUT R
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First Generation Accutrak Evolut
CoreValve Evolution

Corevalve first generation 9.5+£3.2mm
Accutrak 6.36 + 5 mm P<0,001
Evolut R 3.6x1.7mm
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AV BLOCK
(procedure)

VALVE IN VALVE

AORTIC
REGURGITATION

0

A W DN PP

PACEMAKER
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Corevalve
First (125)

24.1%

5 (4%)

42 (34.1%)
50 (40.7%)
31 (25.2%)
0
0

39 (33.3%)

Accutrak
(310)

18.2%

19 (6.1%)

163 (54.7%)
95 (31.9%)
36 (12.1%)
2 (0.7%)
2 (0.7%)
67 (23.7%)

Evolut R
(65)
10.3%

0%

39 (60,2%)
24 (36.7%)
2 (3.1%)
0
0

3 (10%)

0.069

0.938

0.023

0.005
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Impacto del TAVI en la Cirugia Cardiaca

B N° SAVQ Biolégicas
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MORTALIDAD DE LA CIRUGIA
CARDIACA : ESTENOSIS AORTICA

EuroSCORE = Mortalidad
12,2

9,8

3,4

<2008 @ 2009 @ 2010 @ 2011 2012 2013
EuroSCORE| 9,89 7,45 5,57 6,09 5,4 5,24
® Mortalidad 12,2 3,4 4 7,84 0 0
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Impacto del TAVI en la Cirugia Cardiaca

m EuroSCORE = Mortalidad

12.8 13,3

0,7

<2008 2009 2010 2011 2012 2013 2014
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TAVI. Cuestiones pendienes. Futuro

TAVI en pacientes de riesgo intermedio o bajo

Disminucion del French y las complicaciones vasculares
Reduccion del “stroke”
Disminucion de los “leaks” paravalvulares

Integracion de nuevas tecnologias

TAVI en otras indicaciones: valvula bicuspide,
Regurgitacioén aortica, “valve in valve”

TAVI “ad hoc” en el mismo procedimiento diagnoéstico



TAVI EN PACIENTES CON RIESGO INTERMEDIO O BAJO

CARDIAC
SURGERY
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The NOTION Trial

An All-comers Randomized Clinical Trial Comparing
Transcatheter with Surgical Aortic Valve Replacement
in Patients with Aortic Valve Stenosis

Main inclusion criteria

»15evere AS

!/ A A A AN 4% I )
TAVI SAVR p-

* Characteristic, % or mean + SD N=145 n=135 value
" | Age (yrs) 79.2+4.9 79.0+4.7 0.71
" Male 53.8 52.6 0.84

STS Score 2.9+1.6 3.1+1.7 0.30

STS Score < 4% 83.4 80.0 0.46

Logistic EuroSCORE | 8.4+4.0 8.9+55 0.38
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The NOTION Trial
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The NOTION Trial

1 Year

2 Years

Outcome, % TAVI  SAVR p-value | TAVI

SAVR

Death, any cause 4.9 7.5 0.38 8.0
Death, cardiovascular 4.3 7.5 0.25 6.5
Stroke 2.9 4.6 0.44 3.6
TIA 2.1 1.6 0.71 6.0
Myocardial infarction 3.5 6.0 0.33 5.1

9.8
9.1
54
3.3
6.0

| Atrial fibrillation 212  59.4 <0.001 | 22.7

60.2

| Pacemaker 380 2.4 <0001 | 41.3

4.2

Aortic valve re-intervention 0.0 0.0 na 0.0

H 4'9%
0% | |

0.0

0 6 12
Months Post-Procedure
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The NOTION Trial

p<0.001 TAVI vs. SAVR, for both EOA and Mean Gradient at all follow-up timepoints

.
p<0.001 p<0.001 p<0.001

p=0.99 p-o 23 p=0.01 p =0.44

|§'hese two year data support the safety
and effectiveness of TAVI in lower risk
patients
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TAVI'Y CIRUGIA EN 2015

Operable AS patients
‘©Q—rs::m—

AVR;
2 ' r

surgery (AVR) or .
TAVR =
AR LSL'

~65% 10%
Low Intermed High Extreme Too
Risk Risk Risk Risk*  Sick

Equilibrado Preferible No
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Large Vessel Closure Landscape

Category Company Technology
Interventional

Emerging Suture Therapies

Based Technologies MediGlobe
SpiRXx
Vivasure

ePacing

Emerging S
Patch or Plug ealing Solutions
Technologies Vascular Closure

Systems

Apica Cardiovascular

Medtronic, Inc. Abbott ascular St. Jude Medical Cook/Cardica
COOK'

Strategic
Players

MEDICAL

e
™ caroica
B e
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Comparison of vascular closure devices for access
site closure after transfemoral aortic valve
Implantation

To compare the efficacy of aProgar XL- vs. Ferclose ProGlide-based vascular closure strategy.
The ClOaure device IN TRandemord a0rtic valve implantation (CONTROL) multi-center sud

Enrolled patients
(n=3138)

Prostar XL-based strategy ProGlide-based strategy
(n=1556) (n=1582)

PS match eligible Prostar XL PS match eligible ProGlide
patients patients
{n = 846) (n = 1327}

Prostar XL — after PS matching ProGlide — after PS matching
(n=472) (n=472)
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14

231U Prostar
12 _
= ProGlide
10
% g
6 p=0.7 p<0.001 p=0.3

4 | P=0.008 p=0.1
: B I | | .  m

Rupture Dissectlon Stenosis Aneurysm Hematoma Balloon Stenting Urgent

angioplasty vascular
surgery

Injuries Interventions

suture failure * Higher Likelihood of single

Bropean Heart .bumal
EUROPEAN doi:10.109%eurheartjfetwd17

SQCIETY QF
CARDHOLOGY
4
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Transcutaneous Ventricular Access
and Closure (TVAC)

* Apica

* Entourage CardioClose
°* MID Permaseal
* Novogate

* SpiRx

* Cardiapex
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ACCIDENTE CEREBROVASCULAR “STROKE”

~ Cerebral Embolic Protection Devices
Deflectors and Filters
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Number of patients

Stroke post-TAVI (30 days)
Canadian Experience and PARTNER cohort B (22 patients)

7
6 30-Day Cardioembolic Events Following TAVI, According to the
6 oo e
Occurrence of New-Onset Atrial Fibrillation (NOAF)
5
% 16 - P=0.021
4 - 14 |
3 3 12 - 11.4
1 o I NOAF (n=44)
Il No-NOAF
2 - 8 - (n=94)
6 -
1 - 4
0 =
1N 0 X 38
o 30-day <24h >24h - 30-day
2
=
o Amat-Santos et al. JACC 2012

*1 patient with hemorrhagic
Tradem;j%(st:rglg rleggred and are the property of their respective owners. © 2015 MH[@!MI‘I]@@ riﬁs rﬁ@d@ﬁﬁ@ﬂh&% J . An n al S NYAS 20 12



Mortality and None-Trace Total AR
Transfemoral Patients

100% -
—TAVR HR [95% ClI] =
—SAVR 0.64 [0.43, 0.95]
22 (log rank) = 0.03
P {108 | 60.9%
8 60% -
[©
i
>  40% -
m -
45.2%
20%
Error Bars Represent
95% Confidence Limits
0% | I I I |
0 12 24 36 48 )
No. at Risk Months post Randomization
TAVR 70 65 55 51 43 19
SAVR 181 137 126 105 78 36
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TAVI: NUEVOS DISPOSITIVOS (PCR 2015/ACC 2015)

LOTUS DIRECT PORTICO SAPIEN3 EVOLUT -
FLOW R
Pacientes 120 75 83 96 100
Edad 84,4 83,1 83,6 81
Euroscore STS 7,1 23,5 19,8 16,7

Mortalidad 4,2 1,3 2.1
(30 dias)
%

ACV (%) 5,8 (1,8)
MP (%) 29.4

IAO 2 2 2
(%)

IAM
22Valvula O

Balon post O

Trademarks may be registered and are the property of their respective owners. © 2015 Medtronic, Inc. All rights reserved UC201506714ML 4/15



INTEGRACION DE NUEVAS TECNOLOGIAS

MAQUET J
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INTEGRACION DE NUEVAS TECNOLOGIAS
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La mortalidad del implante percutaneo de una valvula adrtica ha
disminuido con la experienciay la mejora en los dispositivos

Hay datos que sugieren que puede expandirse la técnica a
pacientes de menor riesgo

La incidencia de insuficiencia aorticay marcapasos disminuye con
== |a experienciay con los nuevos diapositivos

Hay datos consistentes de la durabilidad a cinco afios, con areas
valvulares mayores y gradientes menores por el menor “mismatch”

Laincidenciade ACV es igual o menor que con la cirugia

La introduccidon de un programa TAVI mejora los resultados de la
cirugia, al derivar a TAVI los de mayor riesgo quirurgico, sin disminuir
el nUmero de intervenciones
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