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In the next 10 years, TAV pr@m‘fédumsare

predictedto increase 4-fold
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The effect of TAVI vs SAVR
appearﬁ%onsistent across Risk Groups

& -
tﬁhﬁ@ 'ﬁpa&
Sur:gﬁcaf risk Trials T2 HR (95% CU P
e é"’ teract
& — &
,E}“f‘ High-risk 2 <0.001 — 0.84 (0. 69*-1 02) 0.610
Non high-risk 2 <0.001 = 0.90 ﬁp 74-1.11)
. &
favours TAVR z;@%*‘aurs SAVR

T

i@gmntls GM et al, Eur Heart J. 2016;37(47):3503-3512
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Expansionﬁﬁf TAVR to Young Low Risk
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What @T‘equwed to expand TAV

to n}@ﬁerate/ low risk and younger patients?
» Outcomes néed to be equal or better than SAR

: MDr‘ta\thy
ute i.e. in-hospital/30-day &
gﬁ-‘* ong-term i.e. 1-2 years @a‘f
« Stroke &
c}* 6@5@
r"E“”Pzatlt—:mt preference for TAV @ﬁ

* Morbidity, recoverytime, patlentexpenen,ge

» Valve durability comparable to surgeﬁ
- Affordable a‘?‘

« Cheaper and/or more cast—effe‘ctwe
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PARTNER A: Survival With TAVI Not
Significantly Different to AVR at 2 years

All-Cause Mortality at 2 Years (ITT)
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HR [95% CI] =
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10% -
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0 6 12 18 24 30 36
Mean STS 11.8%, Euroscore 29% Months
TAVI 348 298 260 24 172 70 21

AVR 351 252 236 217 165 B3 32




CoreValve US Clinical Trials

Primary Endpoint: 1 Year All-cause Mortality ACC2014
30 - NEJM2014: 370:1790-1798
m——— Surgical
25 m—— Transcaiheter
% 720 pts, Mean SIS7 4%,
B Euroscore 18% 19.1%
T
=15 -
= .
g \f
(4
O 10 4
=
5 P = 0.04 for superiority
U | ] ] " | | |
0 1 2 3 4 5 6 7 8 9 10 11 12
No. at Risk Months Post-Procedure
Surgical 357 341 297 274

Transcatheter 390 377 353 329 8
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Primary Endpoint (ITT)
All-Cause Mortality or Disabling Stroke

g
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2032 pts, Sapien XT,

(;) PARTNER |1

—_— SUrgery HR [95% CI]= 0.89[0.73,1.09]
— TAVR p (log rank)=0.253
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Edwards SAPIEN Valves (As TreatedPatients) @~ \%/

All-Cause Mortality at 30 Days @ s

20% - PARTNER I and Il Trials

Overall and TF Patients
15% -
10% -

6.3% 2
wils S o
2 1% P g
2.2Y%
| w M 4% 1%

0% - &

PIB(TF) P1A(All) P1A(TF) P2B(TF) P2B XT(TF) S3HR (All) S3HR (TF) S3i(All)  S3i(TF)
75 344 240 271 282 583 491 1072 947

SAPIEN SXT SAPIEN 3
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NOTI®N Trial — All-comers
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CoreValve SURTAVI Trial

2 year All-Cause Mortality or Disabling Stroke
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MNo. at Risk Months Post-Procedurs
SAR 79 6574 407 241

AR 664 735 612 456 272 -
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EvoMng Risk Profile in TAV
s Randomlsed Trials
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Comparag trials of CE TAVIDevices
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Medtronic TAVR in Low Risk Patients

Trial Design

Patient Population: Low Risk Cohort

* Determined by Heart Team to be low surgical risk

Primary Endpoint:
= Safety: Death, aii stroke, life-threatening bleeding,
major vascular complications, or AKl at 20 days

= [Hficacy: Death or major stroke at 2 years
. (Cne year analysis for early FDA submission)

Sample Size: ~1200 Subjects

Follow-up Evaluations:
* 30-days, 6-month , 18-month, and 1 Through 5 years

Number of Sites: Up to 80

Low Surgical Risk
Predicted Risk of
mortality <3%

Heart Team Evaluation

11
Random:zation

TAY: SAVR
Leaflet sub-study . Leaflet sub-study

N=200 M=200




The PARTNER 3 Trial J oS o eR
Study Design (

Symptomatic ggcﬁere Calcific Aortic Stenosis

Low Risk ASSESSMENT by Heart Team

(STS < 4%, TF only)
4 PARTNER 3
1:1 Randomization
(n=1228)
TF-TAVR Surgery
(SAPIEN 3) (Bioprosthetic Valve)
CT Imaging Sub-Study (n200) CT Imaging Sub-5tudy (n=200) = Bicuspid Valves
(n=100)
Actigraphy/Gol Sub-Study (n=100) Actigraphy/Qol  Sub-Study (=328
ViV (AV and MV)
(n=100)

PRIMARY ENDPOINT:
Composite of all-cause mortality, all strokes,
or re-hospitalization at 1 year post-procedure

Follow-up: 30 days, 6 mos, 1 year and a{iﬁaally through 10 years
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PARTNER |1

PARTNERII @

Morbidity
30 Days 2 Years

1]

Events (%) TAVR surgery Sl TAVR Surgery valtia”
(n=1011) (n=1021) P (n=1011) (n=1021) P

Rehospitalization 6.5 6.5 0.99 19.6 17.3 0.22
1 12 1.9 0.22 3.6 41 0.56
Major Vascu'ar 7.9 5.0 0.008 8.6 5.5 0.006
Complications
Life-Thizatening/ 104 434  <0.001 173 47.0 <0.001
Diszbling Bleeding .
Al (Stage Ill) 13 3.1 0.006 38 6.2 0.02
New Atrial Fibrillation 9.1 26.4 <0.001 11.3 27.3 <0.001
New Permanent 8.5 6.9 0.17 18 10.3 0.29
Pocomaker
Re-intervention 04 0.0 0.05 14 0.6 0.09
Endocarditis 0.0 0.0 NA 1.2 0.7 0.22

*Event rates are KM estimates, p-values are point in time



PARTNER II: Hospital stay

Characteristic (nT:EE“
Anesthesia Time (min) 207
Procedure Time (min) 103
Fluorgscopy Time (min) 20
.Ae;;rl'.t-ic Cmsa-nl-amp Time (min) | NA
| Total CPB Time (min) e _NA
Median ICU Stay (days) 2.0 [2,4]

Median Total Length of Stay (days) 6.0 [4, 97

Median [IQR]

@ PARTNER |1

Surgery
(n = 944)

333
237
NA
e

104

4.0 [3, 6]

9.0 [8, 14]

p-value

<0.001
<0.001
NA
NA
NA
< 0.001
< 0.001
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Patient expenence
Tm . SAR
. 9&%5@* s percutaneous  Stamotaig -
&’
* §590% LA + GA; Ventilation; ©PB

o D' Lowermorbldrty . nghermcrﬁldfty

»  « NolCUstay

e 2da3$ ICU
* Median stay 2-4da
4 - M@ﬁan stay 5-10days
* Recovery 0-2 weeks <
« More pacemakersand <" Recovery 2-3 months

2]

vascular complications &
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Sorr;e“Remalnlng Questions

of pamcu{@f relevance inyounger, lower-risk patients!

- Thronabf:aSIS/ Durability/ Leaflet thickening |

o Sﬂ'ﬁée R
E”ermanent Pacing &
& Future coronary access &
. Bicuspid valves

 (PVL) &
* (Endocarditis) &
* (Cost) &
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PARTNER IB 5 years

@ H:ﬂHTHTEH

— EOA
T | — Mean Gradient Frror bars =+ 1 Std Dev r 25
60 -
:Ei 20
£ 0 156 | =
E  |4422 e 1.50 1.46 i -
= 40 - ; BT < B e
@ 5
=]
® 30 =
o 1.0 &
= 3
» 21 964 :
= | ' L 05
]
| 10.79 ! - bigec g | 10.90 1059 -
0 - 0.0
EEEEGE 1 Year 2 Years 3 Years 4 Years 5 Years
N= 159 &{8) 70 44 37 15
163 51 71 46 31 15
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}he NOTION Trial
tr@ftuml valve deterioration

R&
90%
® & 3
= 80% : TAVI SAVR &S‘“
= n=139 n=135 &
B W% W e el
Ee,ﬂpﬁﬂ% Moderate hemodynamic VD 2.9% (4/139) 20.7% [Eﬁjﬁ
'ﬂfg severe hemodynamicsVD 0.7%(1/139) 3 1}3-5{1;&?135]
S50%
& 2 ; @vﬁ P < 0.0001
A% T a0% @,}&
o — A= i
£ 30% i E@Q 26.1%
£ —SAVR & o
S 20% ‘_,. . ~
o F o
10% P & .
y. #t. 3.9%
0% = o
0 12 24 36 a8 60
Months Pﬂsit::?q[?}bcedure
\@
$ Sondergaard et al. EuroPCR 2017

i"
- - v e sy v sy
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Subclinical leaflet thrombosis

Normal Ieaﬂedf‘mntlon Reduced leafletmotion

1cm Tcm
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u #
1 o N -
Phase %095 Phase %095
i WL B28/46T WILYSD5/4 26

) 15% Oblique 2mm MIP P Oblique
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Léafletthrombosis
< Clinical outcomes

&
)
tFg:i‘ Momal leafliet motion Reduced leaflet motion
& (N=784) (N=106)
. i
eaeaé . Rate per 100 - Rate per 100 Hazard ratio &5
& n'M |: .-":-:l} PErSON-Years n'M |: .-"rl:l} pErson-years mﬁ% [:1} BQM L
e
&" &
A -procedural q,;_.,ﬂ*
%ﬂvevenis #6@
1@ % Death 34/784 (4.3%) 29 41106 (3.58%) 266 [];ﬁf-ﬁ]ﬂé‘ 72) 0.94
3
P o " @‘5’1.91 (0.21-
Myocardialinfarction  4/784 (0.5%) 034 1106 {0.9%) 0.67 E@ 17.08) 0.56
mk :
<&
Strokes/TlAs 20/784 (26%) 175 8/106 (7 6%) 571 & 330 (145-7.50) 0.004
.,:-'u.
All strokes® 15/784 (1.9%) 13 4M106(38%) @ﬁ 5 214 (0.7116.44) 0.18
&
3
Ischemic strokes 14/784 (1.8%) 122 4106 [E.E%j\df"’ 275 229 (0.756.97) 0.14
%)
[ TlAs 77784 (0.9%) 0.60 51106 [43%’%} 348 589 (1.87-18.6) 0.002 ]

==
Chakravafty, Sondergaardet al. Lancet 2017 March
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Structural valve deterioration

HR (95% Cl): 3.16 (1.49-6.69)
p<0.01

No
Anticoagulation at Discharge

Trigo et al. JACC 2016; 67:644-55
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Reducedleafletmotion

uﬁ“ﬁ ntithrombotic therapy

5 311208
& (14.9%)

[
=
b=

£3/403
(15.6%)

o

aflet motion
A
"
%

o
=

....
=
=

117

6.0
8/224 (4.3%)

(2.8%)

Prevalence of reduce

Monoantiplatelet

Anticoagul ation MNOACs Warfarin therapy

Anticoagulation vs. DAPT p<0.0001 e
Anticoagulation vs. monoantiplatelet therapyéﬁk'[}_tﬂﬂ

Chakw&rly, Sondergaardet al. Lancet 2017 March
ﬁh
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TAVA aﬁd Cerebral Events

I Early ngﬁPeak Hazard I
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Most cgﬁebral damage in TAVlisunseen

l.'.}
&
P
& -
Clinically ,@@ Clinical exam,
appareﬂt QPC‘E‘; NlHSS mﬂ%ﬁ
St andaftan T attack (TR : I'u'llnu'r.’ﬁun -disabling MMS%@ﬁDCﬁ
undetecigt ) stroke
&Dﬁ {E
C;g.ﬂ“ ﬁgllqucngﬂitive test
@ & batteries
by,
P Clinically .
unrecognized Y ”
,_{J-Sllent cerebral Netroumiaging

__infarcts

..but can have far—rﬁgemng effects
o
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Emc Protection: Claret
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280 patt@ns per group, propensity matched

8
6.8 ‘f
; P=0.01
5 & &
4 & r-'=0 03 e
2 29 &
o 2 1 @
@c? v, P=0.06
s q : 0,7
0 ﬁﬂs‘m ri

Mortality or Stroke gﬁt Mortality
m No Cerebral Protection I @%lehral Protection

Swet aF’JﬂCB—CV Intervention 2017 inpress
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Day Discharge!!

Featured fase Reports CCi 2016
s
S@a’he Day Discharge after Transcatheter Aort_y‘ﬁlalve
& Replacement: Are We There yet? s;‘**
e &
dﬁ@ﬁ Philippe Genereux,' " mo, Philippe Demers, mo, and Fredegg‘”QPnulln MD
’E}H

Early diacharge afer ranscathetor aortic valve roplacement [TAYH) hqﬂqm:rn nNcre as-
ngly reporied, and 1 now becoming routinely performed in Bxpon TAVR conlors
However, 10 e besl ol our knowledge, no cass has besn ﬂncrﬁw where a pallent
wai ialely decharged on [hie same tha day ol the procodiurn i repor wAll prosend
the case of & patient who underwenl a succossiul lrnrnlﬂrﬁni TAVR and was safely
dacharged home the sameo doy. Specdic mouirementa 3@}! crifena are proposed 1o
ensum [ha aalety of this approach BN Wy Tt st 2
=
<3
{:}1
d
@

o
d"

Key words: TAVR; TAVL, discharge
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Conclusmns

* TAVlis hereto stay—ﬁln evidence-based dlinical successstory!

a’«“"

» TFTAVIis eqq&ﬁalent and possibly superior to S84Rin high and intermediate-risk -

patients %@T"n respect to mortality andstroke | q@ﬂ‘

-..f;‘lal E.-‘F
» Tﬂ\{}@aasmchtedﬁft h q@,ﬁa
40
\- ®
@&Q‘D » far lower morbidity thanSAVR @:\6@
3 &
v, TAVI should be the treatment of choice NOWfor all old (>80)and @t‘ﬁ
younger high/intermediate-risk patients(70-80) djf*‘j}
{i@l
&

» More durability data with Mare needed before TAVI mp@?nts SAVRinyounger low-risk

patients &

{:}1
d

* Heart valve centres? ®

A
Q"\
d"
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& “ONE Heart Center” &
& | &

"ONE Heart Team”

"ONE Disease ml:h m .-x-;_l




