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PARTNER B

Leon et al. N Engl J Med 2010 Oct 21;363(17):1597-607

MEDICAL TREATMENT
n = 358
Randomized
85/85 patients
100% followed at 1 Yr
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TAVI vs. MEDICAL TREATMENT ®) Fanrnen
IN INOPERABLE PATIENTS — 3 YEAR F/U N

LEON MB ET AL. NEJM 2010; PRESENTED AT TCT 2012, MiamI

ALL — CAUSE DEATH CARDIAC DEATH

= Standard Rx
HR [95% CI] = 0.53 [0.41, 0.68] e TAV| HR [95% CI] = 0.41 [0.30, 0.56]

p (log rank) < 0.0001 p (log rank) < 0.0001
100% - 100% -

80.9%

80% - 80% - 74.5%

68.0%

60% - 60% -

54.1%
NNT=3.7pts 40% -

40% A

43.0% 41.4%

30.7% NNT=4.0pts NNT=3.0pts
20% A ° P 20% 30.7%
NNT=5.0pts 20.5% NNT=3.2pts
NNT=4.1pts
0% 0% T T
0 6 12 18 24 30 36 0 6 12 18 24 30 36

Months



IMORTALITY STRATIFIED BY o) FarTnen
STS Score (ITT) PARTNER B

LEON MB ET AL. NEJM 2010; PRESENTED AT TCT 2012, MIAMI
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MANAGEMENT OF SEVERE AORTIC STENOSIS

ESC GUIDELINES ON VALVULAR HEART DISEASE 2012

TAVI should only be undertaken with a multidisciplinary “heart team” including
cardiologists and cardiac surgeons and other specialists if necessary.

TAVI should only be performed in hospitals with cardiac surgery on-site.

TAVIIs indicated in patients with severe symptomatic AS who are not suitable for
AVR as assessed by a * heart team” and who are likely to gain improvement in their

quality of life and to have a life expectancy of more than 1 year after consideration
of their comorbidities.

TAVI should be considered in high risk patients with severe symptomatic AS who
may still be suitable for surgery, but in whom TAVIis favoured by a “heart team”
based on the individual risk profile and anatomic suitability.

Eur HeartJ 2012 - d0i:10.1093/eurheartj/ehs109 & EurJ) Cardiothorac Surg 2012 - doi:10.1093/ejcts/ezs455).
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TAVI vS. SURGERY o) Farrnen
ALL — CAUSE DEATH

Kodali et al. N Engl J Med 2012;366:1686-95
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TAVI vS. SURGERY
ALL — CAUSE DEATH

Smith C et al. N Engl J Med 2011;364:2187-98
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TAVI vs. SURGERY o) anruer
SUBGROUP ANALYSES OF TREATMENT EFFECT

Smith C et al. N Engl J Med 2011;364:2187-98
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TAVI vS. SURGERY

ECHOCARDIOGRAPHIC FINDINGS
Kodali et al. N Engl J Med 2012;366:1686-95

AORTIC VALVE AREA
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EFFECT OF TAVI ON QOL AT 12 MONTHS
Reynolds MR et al. J Am Coll Cardiol 2012;50:548-58
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ROLE OF TAVI >
IN ROUTINE CLINICAL PRACTICE

Wenaweser P et al. 3 Am Coll Cardiol 2011;58:2151-62

All Cause Mortality

80 - Medical Treatment, N=78 (18%)
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60 ’ ~
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ESC RECOMMENDATIONS FOR THE
TREATMENT OF VALVULAR HEART DISEASE

TAVI should only be undertaken with a multidisciplinary “heart team” including
cardiologists and cardiac surgeons and other specialists if necessary.

TAVI should only be performed in hospitals with cardiac surgery on-site.

TAVI s indicated Iin patients with severe symptomatic AS who are not suitable for
AVR as assessed by a ® heart team” and who are likely to gain improvement in their
quality of life and to have a life expectancy of more than 1 year after consideration
of their comorbidities.

TAVI should be considered in high risk patients with severe symptomatic AS who
may still be suitable for surgery, but in whom TAV!I is favoured by a “heart team”
based on the individual risk profile and anatomic suitability.

Eur HeartJ 2012 - d0i:10.1093/eurheartj/ehs109 & EurJ) Cardiothorac Surg 2012 - doi:10.1093/ejcts/ezs455).
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TAVI vs. SAVR () rnrnes

CEREBROVASCULAR ACCIDENTS (ITT)
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TRANSCATHETER AORTIC VALVE IMPLANTATION
AND CEREBROVASCULAR EVENTS

STORTECKY S, WINDECKER S CIRCULATION 2012;126:2921-4
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AORTIC STENOSIS AND ATRIAL FIBRILLATION
IN PATIENTS UNDERGOING TAVI

STORTECKY S ET AL. CIRC CARDIOVASC INTERV FEB 2013; [EPUB AHEAD OF PRINT]

BERN TAVI REGISTRY N=389; AGE 8316 YEARS; 58% FEMALE GENDER
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MECHANISMS OF AORTIC REGURGITATION

Buellesfeld L et al. JACC Cardiovasc Interv 2012;5:578-81
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TAVI vs. MEDICAL TREATMENT

ECHOCARDIOGRAPHIC OUTCOMES — TAVI COHORT
Makkar et al. N Engl J Med 2012;366:1696-704
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AORTIC REGURGITATION AND o) Farrn
IMPACT ON OUTCOMES

Kodali SK et al. N Engl J Med. 2012;366:1686-95
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Mild PVL
Mod or Sev PVL

2-Year Death (%)
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MORTALITY & PARAVALVULAR LEAK

NRCA-TF - None or Trace PVL at 30D
— NRCA-TF - Mild PVL at 30D
— NRCA-TF - Mod or Sev PVL at 30D

Log Rank P=<.001

0O 60 120 180 240 300 360 420 480 540 600 660 720

Time in Days

None or Trace PVL 388 373 339 300 238 127 119 112 76
400 388 350 303 247 125 114 106 74
120 113 97 81 66 37 34 32 23

* Events adjudicated to one year



NEw GENERATION TAVI DEVICES
EFFECT ON PARAVALVULAR AR?

EDWARDS SAPIEN 3 MEDTRONIC ENGAGER

SEALING CUFF NATIVE VALVE CLIPPING
TECHNOLOGY MECHANISM
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All-cause mortality (%)

IMPACT OF PERMANENT PACEMAKER IMPLANTATION
ON CLINICcAL OuTcOMES AFTER TAVI

BUELLESFELD L ET AL. J AmM CoLL CARDIOL 2012;60:493-501

COREVALVE ADVANCE
PRESENTED BY BAUERNSCHMITT R. AT EUROPCR 2012
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Improvements in Transcatheter Aortic Valve
Implantation Outcomes in Lower Surgical Risk Patients

A Glimpse Into the Future

Ruediger Lange, MD, PHD, Sabine Bleiziffer, MD, Domenico Mazzitelli, MD, Yacine Elhmidi, MD,
Anke Opitz, MD, Marcus Krane, MD, Marcus-Andre Deutsch, MD, Hendrik Ruge, MD,

Gernot Brockmann, MD, Bernhard Voss, MDD, Christian Schreiber, MD, Peter Tassami, MD, PHD,
Micolo Piazza, MD, PHD

Munich, Germany
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BERMUDA — PATIENT FLOW oy

P1AzzA N ET AL. JACC CARDIOVASC INTERV. 2013; AHEAD OF PRINT

Assessed for eligibility
(n=3666)

TAVI= 782 (21.3%)
SAVR= 2884 (87.7%)

Unmatched: n= 2856
TAVI= 377
SAVR= 2479

\ 4

PS matched patients with TAVI PS matched patients with SAVR

Not eligible for SURTAVI Not eligible for SURTAVI
> (n=150) > (n=150)
STS <3: n=99 STS <3: n=99
STS >8: n=51 STS >8: n=51

PS matched patients with TAVI PS matched patients with SAVR




BERMUDA TRIANGLE
TAVI IN INTERMEDIATE RISK PATIENTS

PiazzA N ET AL. JACC CARDIOVASC INTERV. 2013; AHEAD OF PRINT

PROPENSITY SCORE MATCHED PATIENT POPULATION
TAVI (N=255) vs. SAVR (N=255)

All — Cause Death

All — Cause Death

@ 12 Months

@ 30 Days

201 HR (95% Cl): 1.12 (0.58-2.15); p=0.74 207 HR (95% Cl): 0.90 (0.57-1.42); p=0.64

8 15 157
Z
é 107 107
b
($ 57 57
<

07 1 O‘

30 10 11 12
Days after TAVI Months after TAVI

NO. AT RISK

TAVI 255 248 246 242 239 237 233 255 233 215 206 203 199 186 171 161 157 153 149 143
SAVR 255 250 248 244 243 241 237 255 237 223 216 211 205 200 199 194 191 189 188 183
TAVI SAVR




e Randomized 1:1, non-
inferiority study

e Upto 75 worldwide
centers
v Europe
v’ Canada
v’ United States

e Approx 2,000 total
number of trial subjects

N =~2,000 patients

e Long-term follow-up
through 5 years



PARTNER |l TRIAL UPDATE

LEON MB, PRESENTED AT TCT 2012

Symptomatic Severe Aortic Stenosis

ASSESSMENT by Heart Valve Team |

n=2000
SRR Operable Two F_’arallel_
Patients STS 24) Randomized Trials
+5 Nested Registries
ASSESSMENT: .
Transfemoral

Access

Transapical (TA)

Transfemoral (TF)

1:1 Randomization 1:1 Randomization

LIZ;?EV'? Surgical TAVR: Surgical ~
XT AVR TA/TAO AVR :
VS VS :

Primary Endpoint: All-Cause Mortality +
Major Stroke at Two Years
(Non-inferiority)

Additional

i L Transcatheter Valve-in-Surgical Valve Registry }
Registry:
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TAVI IN INTERMEDIATE RISK PATIENTS
PRIORITY SURTAVI & PARTNER Il

“Surgeons and cardiologists must
work as a team to select

appropriate candidates, perform -

the procedure, and, finally,

evaluate the results.”

Vahanian A et al. Eur Heart J. 2008;29:1463-70
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10 YEARS TAVI
WHAT DID WE LEARN FROM CLINICAL TRIALS

TAVI vs. SURGERY 0/ Fanrngn
e TAVI IMPROVES EFFECT OF TAVI ON QOL AT 12 MONTHS
. . Reynolds MR et al. J Am Coll Cardiol 2012;50:548-58
» TAVI is superic red
to surgical a @ TRANSFEMORALVS. [ | TRANSAPICAL TAVI
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10 YEARS TAVI
WHAT DID WE LEARN FROM CLINICAL TRIALS

* TAVI IS SAFE

» TAVI is superior compared to medical treatment and non-inferior compared
to surgical aortic valve replacement.

* STROKE AFTER TAVI IS AN ISSUE

» Cerebrovascular events are frequent early after TAVI

* VALVE DURABILITY

* is maintained beyond 2 years of follow-up
* Aortic regurgitation impacts on outcomes and needs to be improved

* HEALTH RELATED QUALITY OF LIFE

* TAVI effectively alleviates symptoms
* and improves health-related quality of life






HEART TEAM APPROACH

General practitioner

Referring physician

Pneumologist

Anesthesiologist

Diabetologist

Geriatrician

Neurologist

Nephrologist

Rehabilitation specialist




10 YEARS OF
TAVI

INTERMEDIATE TAVI VERSUS
RISK PATIENTS SURGERY
RANDOMISED
EVIDENCE
CosT TAVI

EFFECTIVENESS LIMITATIONS
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Index Admission Costs
Transapical
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TAVR vs. AVR: Transfemoral .7 o N
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TAVR vs. AVR: Transapical @ e
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Cost-Effectiveness of TAVR vs. AVR @
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