Prise en charge du patient
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Que nous apprennent les dernieres
données cliniques ?
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Des réponses pour alimenter le « café
du commerce » - Heart Team...

TTTT—"

Ca marche le truc des

cardiologues ? .
& Laisse tomber,

c’est que pour
les graves!!!

Il y a des fuites avec

ce truc !
lls sont capables

d’y arriver ces

tordus...
lls ont plus d’AVC !

Si ca fait mieux,
on devient

Il est gros le .
cardiologue...

tuyau !1!




Que retenir des données cliniques

« Résultats cliniques: mortalite, AVC

* Resultats echographiques : fuites aortiques —
- grade
- evolution dans le temps
- retentissement clinique ?

* Quelles conséquences pour la pratique quotidienne:
Sizing CT +++
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Pivotal Trial Design
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High Survival - 1 Year Mortality

===_All Cause Mortality

====_Cardiovascular Mortality
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TAVI vs. Medical Treatment
In inoperable Patients — 3 Year F/U

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 TAVI HR [95% CI] = 0.41 [0.30, 0.56)

p (log rank) < 0.0001 . p (log rank) < 0.0001

80.9%

26.8%
25.0%
g 54 1°f

= 43.0% NNT=3.7pts 0% 4
. /0

NNT=4,0pts

24

Months




Low and Stable Stroke Rate
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Echocardiographic Findings
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Paravalvular Regurgitation

80% of patients with moderate PVL at one

100% - 0,5% month who survived to one year experienced a
° o reduction in PVL over time
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Paravalvular Regurgitation
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Impact of PVL on Late Mortality

No association of mild/moderate Log rank P Value <0.0001
100% - PVL on late mortality

o
——None/Trivial (N=207) 85.7%
—Mild (N=173)
——Moderate (N=38)

—Severe (N=7) 23.8%
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Impact of PVL on Late Mortality

Number at nsk

PVL-Non/Trace
BVL -Mgg
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Partner B

PVL-NonTrace

— PVL-Mod /Sev

HR(Mod|Sev): 2.71[25% CI: 2.03, 3.62)

HR (Mild): 1.59 [95% CI: 1.29, 1.97]
Log-Rank p= <,001
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Impact of PVL on Late Mortality

Transcatheter Aortic Valve Implantation
With the Edwards SAPIEN Versus

the Medtronic CoreValve Revalving

A Multicenter Collaborative Study: The(PRAGMATIC Plus )nitiative
(Pooled-Rotterd Am-Milano-Toulouse InNSgllaboration)
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CoreValve US Pivotal Trial
High Risk Results ACC-2014
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Pivotal Trial Design

CoreValve US Pivotal Trial

Extreme Risk

lliofemoral Access >
18 Fr Sheath

CoreValve
CoreValve
. Non-
lliofemoral .
lliofemoral

High Risk
|

Randomization* 1:1

|
| |

CoreValve SAVR

(any route)

Compare the safety and effectiveness of TAVR with
the CoreValve prosthesis to surgical valve

replacement in symptomatic patients with severe
aortic stenosis at increased surgical risk




Study Device and Access Routes

4 valve sizes
(18-29 mm annular range)

Transfemoral

Subclavian
18Fr delivery system Direct Aortic



Baseline Demographics

TAVR SAVR

Characteristic N=390 N=357
Age, years 83.1 = 7.1 83.2 £ 6.4
Men, % 53.1 52.4
STS Predicted Risk of Mortality, % 7.3 = 3.0 7.5+ 34
Logistic EuroSCORE, % 17.7 = 131 18.6 = 13.0
NYHA Class lI/1V, % 85.6 86.8
Prior Coronary-artery Bypass Surgery 29.5 31.1
Diabetes Mellitus, % 34.97 45.4"

Insulin Requiring Diabetes, % 11.0 13.2
Prior Stroke, % 12.6 14.0

Modified Rankin 0 or 1, % 74.5 87.2

Modified Rankin > 1, % 25.5 12.8
STS Severe Chronic Lung Disease, % 13.3 9.0

*P < 0.01



Primary Endpoint: 1 Year All-cause Mortality
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2-Year All-cause Mortality
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Subgroup Analysis for 1 Year Mortality

P Value for
Subgroup TAVR Surgical Replacement Hazard Ratio (95% Cl) Interaction
no. of patients with event/total no. of patients (%)
Age 0.97
<85 yr 26/204 (12.9) 33/194 (17.2) 0.72 (0.43-1.20)
>85 yr 29/186 (15.7) 34/163 (21.4) 0.71 (0.43-1.16)
Sex
Male 32j207 (15.5) 31/187 (16.7) 0.83 (0.55-1.47)
Female 23/183 (12.7) 36/170 (21.8) 0.56 (0.33-0.95)
Body-mass index
<30 44/283 (15.7) 50/245 (20.6) 0.73 (0.48-1.09)
>30 11/107 (10.3) 17/112 (15.8) 0.64 (0.30-1.38)
STS PROM estimate
<7% 21/202 (10.5) 25/180 (14.2) 0.72 (0.40-1.29)
>7% 34/188 (18.2) 42/177 (24.1) 0.72 (0.46-1.13)
Left ventricular ejection fraction
<60% 38/243 (15.8) 46/236 (19.9) 0.76 (0.49-1.16)
>60% 17/147 (11.6) 21/120 (17.8) 0.64 (0.34-1.22)
Hypertension
No 3/19 (15.8) 5/14 (36.5) 0.37 (0.09-1.54)
Yes 52/371 (14.1) 62/343 (18.4) 0.74 (0.51-1.07)
Previous CABG
No 44/275 (16.2) 47/246 (19.6) 0.80 (0.53-1.21)
Yes 11/115 (9.6) 20/111 (18.1) 0.50 (0.24-1.04)
Peripheral vascular disease

29/228 (12.8) 36/207 (17.8) 0.68 (0.42-1.11)
24/159 (15.3) 31/148 (21.2) 0.70 (0.41-1.19)

40/254 (15.3) 43195 (22.3) 0.67 (0.44-1.03)
15/136 (11.3) 24/162 (15.3) 0.72 (0.38-1.37)

2.00

Surgical Replacement
Better




All Stroke
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Other Endpoints

Events* 1 Month 1 Year

TAVR SAVR P Value | TAVR SAVR P Value

Vascular complications

(major), % 5.9 1.7 0.003 6.2 2.0 0.004
Pacemaker implant, % 19.8 7.1 <0.001 | 223 11.3 <0.001
Bleeding

(life threatening or disabling),% 13.6 35.0 <0.001 | 16.6 38.4 <0.001

New onset or
worsening atrial fibrillation, %  11.7 30.5 <0.001 | 15.9 32.7 <0.001

Acute kidney injury, % 60 151 <0.001 | 6.0 151 <0.001

* Percentages reported are Kaplan-Meier estimates and log-rank P values
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Echocardiographic Findings
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Baseline Discharge 1 Month 6 Months 1 Year

Post implant, there were significant differences (P < 0.001) between TAVR and
SAVR at each time point for both EOA and mean gradient.
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Paravalvular Regurgitation

An independent echocardiographic core Ia@y

0.3% 1.0% 0.5% 1.1% 1.7%

_4.5%.

35.7%

SAVR SAVR SAVR TAVR TAVR TAVR
N=302 N=307 N=221 N=359 N=356 N=295
Discharge 1 Month 1 Year Discharge 1 Month 1 Year
= None/Trace w Mild um Moderate w Severe

There was significantly lower PVL with SAVR over TAVR at each time point (P<0.001)



Paravalvular Regurgitation

Partner A
p < 0.0001 p < 0.0001 p < 0.0001 p < 0.0001
1,1% 0,9% 0,9% | 0,5%\ 1,9% | - 0,9%
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6,5% | o e,
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Smith et al. N Engl J Med 2011;364:2187-98



Impact of Total AR on Mortality

Mortality

Partner A
0, —
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No. at Risk Months post Procedure
None-Tr 131 121 114 102 CE! 80 63
Mild 171 146 125 117 110 94 62

Mod-Sev 34 pL 21 18 15 12 9



Conclusions

« High Survival : At one year, CoreValve TAVI significantly
outperforms surgical valve replacement

 Low and Stable Stroke Rate

« Low rate of moderate/severe aortic regurgitation that
Improved over time: These outcomes may be attributable
to the use of CT assessment of aortic annular diameter for

valve-size selection before enrollment,higher placement of
the valve within the aortic annulus, and sustained expansion

of the nitinol frame




