1. MN2FE

=g
HIE52) QI

1.1. NOTION ¢ XI2FE=
Trial NOTION trial
HEE Sond d (2016), Th d (2015), Sond d (2019), Th d (2019
ondergaar , rego , Sondergaar , rego
712 | NCT no. | NCT01057173
e _ _ _ _
HILCIXI2l | RCT (The Nordic Aortic Valve intervention, NOTION)
A=t CHE7H(HI0E, AQE)
BEI CH712K(3)
LY A H 238l (cardiopulmonary  bypass)g 0|38t SAVRI} H|W5HH, CoreValve
STTT | system2 0185 TAVIQ QA U FIHde moKel| g
DEIRE 2009.12.-2013.04.
_— W Severe AS (B with symptom, B without symptom¥)
= *HE e (Of2] ME|IE HX)
1. High risk group
risk [J2. Intermediate risk group
H3. Low risk group
04. 71Et ( )
- EldM Cisw mot SRS BHX}F (calcified AV, effective orifice area (1
cm? or indexed for body surface area {0.6 cm2/m?, mean AV
oz gradient 40 mmHg, or AV peak systolic velocity »4.0 m/second)
:“H - R4 &KXt (dyspnoea >NYHA class I, angina pectoris, or syncope)
S | AFERt - ofeh = F 14 ONOIBIN, REY B}
- o TpAlAl 5_% FH =217 mm
o XA HIEE (LVEF) (60% but >20%
o Al MS
- 70M| OJ4
- CIetMIE 220l THE TAVI?E SAVR 227
- Alg& & 1H0|A MZ0] O &(Expected to survive >1)Ele &Xt
- SYYM EEXE
- = ISWmA7 S8 (Isolated Aortic Valve insufficiency)
—— - O2 58t MY Mo = 524 Z&t (septal diseases)
. - YMAE(PCI F= CABG)S LR ot HASUEYS
- AU g (8, 3Y, S4)
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- I 7|5 BH™ (FEV1 or diffusion capacity {(40% of expected)
- LAH7t %'R?J 235y Hgy

- 3 HMX| (within 24 hours after the indication for intervention has been

made)

- inotropic support or mechanical cardiac assistanceS ZQZ SH= =
st Al & AR

- 2F=0 et X S @ UEl=, oI
salicylic acid) = ZYH|

- T Y A (U2 E= CHIOIA)O] FOEHD U= AL

B fOEsOeRsgm=s) 0RO 7Bb ()

Ay | A MHEO|(cardiac surgeons), ) EN PSP SIS
ses e (interventioncardiologists), ZSMHE2|Q| THSHA| HAMHA
o Bt= ARIRIMPMRO|cardiac surgeons), SAMEHMEO|(interventioncardiologists),
slo| 7j= AESmHPol| LIS ZiIREAS S5t TAVIZH SAVR 70| Xfst SIXIS Aetsl
of gf
=Xy Transcatheter aortic valve implantation (TAVI)
W Corevale (CoreValve self-expanding bioprosthesis (Medtronic)
. [ Sapien (&AMl HZ : )
Device o
O lotus (&AMl HZ : )
1= (MM HE )
Mich2 O 1M|tH(CoreValve)
B TF M TA(transaxillary) O 7IEF O NR
HZ 42 | - HESYHEIH(femoral artery access) 96%, XS HE=Z0|HZH(left
transaxillary access) 4%
- MECMHAA (cardiac catheterisation laboratory)HIA ZADE] Ee=
TLIOFF OO 3l
- Y F7|= CT gHA2gs0| 7|=0tq 23
A - CoreValve sizes :23, 26, 29, or 31 mm
o - BE TAVR ¥ SAVR &Xt= MM o SdH L 2 T SAIATH L
M3 SIS TR wore
D A& M Als £ 370X Dual antiplatelet therapy(DHY OFAILZ E|A
81mg, UiY SRO|ETJ% 75mg)E HISIUSH, OtALIZl E=
SRMEIE HEQHE FII0t SYEHY2E e
Sy Surgical aortic valve replacement (SAVR)
. [J tissue valve (MM HZ : NR )
Device = .
O 7IE (MM ®MZ - )
A - cardiopulmonary bypassE 02510 LUEHQl open—heart

, 22003, OtALRI(acetyl
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Z1t= Valve Academic Research Consortium 7|=0f 2t Ho|E.

- Definitions of outcomes are adopted from the generally accepted Valve

Academic Research Consortium consensus report for TAVI clinical trials.

Outcomes defined according to Valve Academic Research Consortium

criteria.




Zapas Ho| = 330
the composite rate of death

from anfcause, stroke, Ml 1, 29
All-cause death 30¢, 14, 24
Cardiovascular death 30¢, 14, 24
Neurological events 30, 14, 24

- Stroke

- Transient ischemic attack

Myocardial infarction

New-onset or worsening
atrial fibrillation

Permanent pacemaker

complications)

: . 30g, 14, 24
implantation
ZQEUSHEZ (Major vascular Index

Hospitalization

AlZFSH

O

Ty
14

disabling bleeding

Major, life threatening, or

Index

Hospitalization

CHsoT &2 (Total Aortic

Valve Regurgitation)

ne, 14, 24

SAAIEEAAL Acute kidney injury stage Index
[l or Il Hospitalization
ALHaA (valve endocarditis) 30g, 14
NHYH Functional Class e, 14, 24
Aortic Valve Hemodynamics
- Effective Orifice Area e, 14, 24
- Mean Gradient
' . Index
Cardiogenic shock o
Hospitalization
£ TAVR SVAR
232|d=(enroll) 280 145 135
randomised
SE/AE 8L 276 142 134
W PXOVES S AR 276 142 134
THAIE CHAAL 253 133 120
2VIAIE CHAAL 236 123 113
a7 g2g
Znt R
*composit outcome ITTEMSIAS
CHARK]
o | ey =
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_ 7 HF  OIE NYHA
=X oL l_rI oL [SJL
Trial &M N o B oo ks 34 caBG PO P AVR
maker
TAVI 145 792 538 29 19* 485 NR 76 34 NR
Thyregod
(2015
SAVR 135 790 526 3.1 20* 455  NR 89 44 NR
TAVI 139 794 525 30 20* 464 NR NR 36 NR
Sorrbiggad
@019 AR 135 788 533 30 20 463 NR NR 44 NR

T SEx|
H—

neurological event, AFS} atrial flutterS
*** Prior stroke

CHAKRE, **Logistics EuroSCORE |,

R
Trial  SA LA o ANEEE
@B cap P T AP Wi gy pme Y2 2ima coro
=1 [
TAVI i NR 41 166F 2788 55 179 710 14 NR 117
Thyregod
(2015
SAVR: NR 6.7 163F 2568 44 207 763 07 NR 119
TAVI i NR 43 58 29.08 NR 179 NR 1.4 NR 122
‘C_.:EQEEC . *%% N N N .
2019
( ) SAVRi NR 6.7 96 2488 NR 207 NR 0.7 NR 119
EFShIES] B ]
-7'-||71 = HRENUE 7|7t 0 b
1) ol e
1XX} TAVR SAVR
ErIT P Al P value
=aeT (@) N |event| % N |event| %
Aagndy sleoM | Thyregod(2019) |5 | 145 |55 38 135 (49 36.3]0.86
Al-cause mortalty* | Thyregod(2019) |54 {145 |40 27.6 1135 |39 28.9/0.75
Cadovesor morlty | Thyregod(2019) |59 [ 145 |30 20.8 | 135 |31 23 |0.62
Stroke Thyregod(2019) |5¥ |145 [13 |9 135 |10 |7.4 [0.65
TIA Thyregod(2019) |5& |145 |9 6.2 |135 |5 3.7 10.33
M Thyregod(2019) (5 (145 (11 |7.7 |135 |10 |7.4 |0.96
Atrial fibrillation | Thyregod(2019) |54 [145 |34 23.4 1135 |82 60.8 | €0.0001
Pacemakert | Thyregod(2019) |54 |145 |58 [41.7 [135 |10 |7.8 |<0.0001
Adicvde erevain | Thyregod(2019) |54 | 145 2.1 135 |1 0.7 10.35
Valve endocardiis | Thyregod(2019) |54 | 145 6.2 |[135 |6 4.4 10.51
f;trge?sﬁe Thyregod(2015) |14 145 |19 [13.1 [135 |22 [1630.43
fggﬁ?s'te Sondergeard2016) | 211|145 |23 [15.8 |135 |25 [1880.43
HAAY Thyregod(2015) [30% [142 [3 |21 [134 |5 |3.7 |0.43
HAALL Thyregod(2015) |14 | 142 |7 49 134 |10 7.5 |10.38
TRAY Sondergaard(2016) | 24 | 142 | 11 8.0 |134 |13 1]9.8 |0.64
CVD death Thyregod(2015) |30€ [ 142 |3 2.1 134 |5 3.7 10.43
CVD death Thyregod(2015) |12 [142 |6 4.3 134 |10 7.5 10.25




Hapsa 1K} Al TAVR SAVR P value

=UeT (&) “| N |event| % N |event| %
CVD death Sondergaard(2016) | 24 | 142 |9 6.5 |134 |12 ]9.1 |0.40
Neurclogical | 11y regod(2018) |30 [142 |4 |28 |134 |4 |30 |0.94
events
Neurological | o00d018) (19 [142 |7 |50 |134 |8 |62 |0.68
events
Neurological | sondergeard2016) |24 (142 (13 {97 |134 |10 7.8 [0.67
HES Thyregod(2015) |30 | 142 |2 1.4 134 |4 3.0 |0.37
HES Thyregod(2015) |14 | 142 |4 29 |134 |6 46 |0.44
HES Sondergaard(2016) | 2 | 142 |5 3.6 [134 |7 5.4 10.46
UMMGIHEE | Thyregod(2015) |30Y [ 142 |2 1.4 1134 |0 0 0.17
UMMGHEE | Thyregod(2015) |19 142 |3 2.1 134 |2 1.6 |0.71
USSR | Sondergaard(2016) |24 [ 142 |8 6.0 [134 |4 3.3 10.30
FOHUSHS | Thyregod(2015) | ¥ [142 |8 56 134 |2 1.5 [0.10
st £ Thyregod(2015) | [142 |16 11.3 [134 |28 20.9/0.03
S A REAAF
ITIgrl_Iﬁl_o Thyregod(2015) | 142 |1 0.7 134 |9 6.7 [0.01
A28 Thyregod(2015) |30¥ | 142 |4 28 134 |8 6.0 [0.20
A28 Thyregod(2015) |18 [142 |5 35 |134 |8 6.0 [0.33
A2 M Sondergaard(2016) | 24 | 142 |7 51 1134 |8 6.0 |10.69
HHMS Thyregod(2015) |30 [142 |24 16.9 1134 |77 57.8<.0001
HHMS Thyregod(2015) |1 142 |30 21.2 1134 |79 59.41<.0001
AN S Sondergaard(2016) | 24 | 142 |32 22.7 134 |80 60.2 | <.0001
HAMEE Y| Thyregod(2015) |30¥ | 142 |46 3411134 |2 1.6 |<.0001
GRAEEET| Thyregod(2015) |1 |142 |51 38.0 1134 |3 2.4 <0001
G plets7| Sondergaard(2016) | 24 | 142 |55 41.3 1134 |5 4.2 1<.0001
SN ] Thyregod(2015) |30¥ (142 |1 0.7 134 |0 0 0.33
AL Thyregod(2015) (1 (142 |4 29 134 |2 1.6 [0.47
AolgAT Thyregod(2015) |4 (142 |6 42 (134 (14 10.410.05
reintervention | Thyregod(2015) |30¥ | 142 |0 0 134 |0 0
reintervention | Sondergaard(2016) | 1 | 142 |0 0 134 |0 0
reintervention | Sondergaard(2016) | 24 | 142 |0 0 134 |0 0
Bioprosthetic valve | S@ndergaard(20
Sretmetion 1) 64 [139 |78 |56.1 [135 |90 |66.7(0.073
KEM =Xt ALY
*Percentages are Kaplan-Meier rates. P values were calculated from

log-rank tests.

1 Baseline pacemakers are not included.
T Confirmed definite cases according to modified Duke criteria.
1) composite rate of death from any cause, stroke, or myocardial infarction

3) 23 20 NYHA class | 9 % Tt F£&35I¢00, LUTXl= Of2f 13 HMoIRS
XX} < TAVR SAVR R RFI-IJ
ZapHa A"
daps () I T N levent % | N |event % rvalue«H Bo(Sh
Moder
12| ate or | 121 19| 15.7| 113| 1 | 0.9| <0
severe
. Moder
Tot\a/;l\a/ce)rtlc Tvegd | 24| ate or 132 17 15 121 1 % Q1
regurgitation | (2019) severe
Moder
10 8.1 10 0.
36| ate or 9 1 Q1
severe | 9 3|7 9




. 1 XX} < TAVR SAVR R RQ
ZqH x4 =]
2 () Mmoo aF N |event| % | N |event| % rvalue((H 6
Moder 10
48| ate or 0 6 6| 99| 1 1] QO
severe
Moder 3
60| ate or | 85| 7 2 84| 0 0 | ¢
severe
Total aortic St Moder
valve 3| ate or | 124] 19| 163| 111 2| 1.8
regurgitation | (2016) severe
Total aortic Syt Moder
valve 12| ate or | 121] 19| 157 113 1 | 0.9/ (O
regurgitation | (2016) severe
Total aortic St Moder
valve 48| ate or | 123] 19| 154 112| 1 | 0.9| (@M
regurgitation | (2016) severe
NYHA class J 3| 3or4 135 7| 52| 115 4| 3.5(023
(2016)
NYHA class J 12| 3ord | 132 4 3] 120] 4 | 3.3| 0.0
(2016)
NYHA class : 24| 3 or 4 | 123 4 | 3.3| 114] 4 | 3.5| 044
(2016)
* %2 event & F=
Xxiel A= - N8 BX0IM TAVRE SAVRO| 5 QMA Zut= R9/8t X}0|7t SIS

7|E(funding S)

This work was supported by the Danish Heart Foundation (grant numbers:

09-10-AR76-A2733-25400, 12-04-R90-A3879-22733, and

13-04-R94-A4473-22762). Statistical analyses for this report were
conducted by a Medtronic statistician.
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Thyregod HG, et al. The Nordic Aortic Valve Intervention (NOTION) trial
comparing transcatheter versus surgical valve implantation: study protocol
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Trial PARTNER3
1XMXHHE) | Mack 2019, Baron 2019, Pibarot 2020
712 | NCT no. NCT02675114
Hu | APOKR | RCT
AA=7t Ct=7} (O]=, 7HLCH =25, FEHWE, L2)
DE7|a 71749 7|2
e j—%xﬂ-rléd SO S %.’8%* WEE ALESI0] A El TAVRI}F SAVRO|
Il 252 HWsH| et
X717 2016.03. - 2017.10.
W Severe AS (H with symptom, [J without symptom)
Het baseline health status was mildly impaired with a mean KCCQ-0S
score of 70 (corresponds to NYHA functional class Il symptoms)
O Intermediate risk group
risk M Low risk group (7I&: STS score 4% Olot )
O 7IEt ( )
1. O2 71&0 sidsks £39 Mald sy &S MEST dits 2
2|5t 90Y O|Xofl AlZE Z0|0{0F 2);
- AVA <1.0cm® &2 AVA index <0.6crt/m
- Jet velocity > 4.0 m/s &2 & gradient > 40mmHg
? 7IEE SESIHM ofl & 170 O|Mo| siEst= &<
- NYHA Functional Class Il O}
MET|E - Hgte 2& 59, HELH gY, 2US SHole 2SEotEA
- 2EMO| LVEF7} 50% 0|3t
o4z 2. Heart TeamO| $& AIYE0| 1 STS-PROMO| ME 30 & At
HEEH £0| 4% DJ2to|2tn SoI5t 42
S5 | AqArt 3. Uiy 2A7F A0 Oiet EEE HMSW2 2 iy 20 3o, &
AT AR Ko AXIE IRB/2EIEE S0 TME SAMH MHo=Z
SUE AAst 32
1. 3D FHEM Zuol 25 s 2ty 3717 THV 20, 23, 26, 29
mmO1| HefotX| 9t &2
2. introducer sheath?| QITSH EME £7ts0M ol MUHEEEH §4
3. R 171E(G0Y) © 24 23 3A
4. iSUHMO0| MM, oMM I M3lslX| U2 4%
5. £39 s AZ(3+)
6. 239 2 HJR()3+) 52 F5k 049 HE
7. B X0 sHFote 7IES JAN E= MAQISEHI
WAIE (a2 12| He)
8. Sl s Ak
a. & U2 AFys™
b. Syntax E<=7t 327 O|&(0|Me] FE0| Q= Z2)
c. Heart teamO| Z|&2| HUH0| K| LUCHT TEHEE B
9. FARHHE 30Y O|Lo] B40| U= Z3Y, MEZY Het E= A3™
Ei}%ol )\‘IIV_I‘IO| ilﬂ 7434
10. & ZAZ(WBC (3000 cell/mL), B1&(Hgb(9g/dL), AT ZLAS
(platelet count 50,000 cells/mL), 8 & F= SO0 = 2
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11, RXAHE 30 Ol 714N 27| T 7IAX ME 2X § MY$ET|
59 X0| 27 EE A9siY T 554 20Ho| 42

12, HAM0| QU= H|HY HZHE

13. LVEF 30% O|2te| AAT|SEoY

14. HZSLL,CT,MRI 52 A% FA0M MU BY, 88 T 34

16. A&/ & Ex F0| JAW/ASIHE 0188t XEE HE 5+ S
Lt E7+58t Ay

16. PX{H1E 90Y OfLKo il"‘é- T Yupyesyus

17. screening Al A71S2F(eGFR 30ml/min 0]2h) J2|1/Es MY

Mo &txjo] z#e
18. FARIEE 180Y O|LHO E3H My A
19. =0 HASFEV1 50% 0|9 F= JPH0IM AAQH Al2st= A
20. IH|
21.
22. Heart teamOf|

™ o of
oN oM o
10

THRKPA systolic pressure > 2/3 systemic pressure)
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23. porcelam s, SU=, A
o
o

[
24, OMHSH Mg Yootz O +&=2RE LY HES E= ¥4 &
o 5 , SAIEY, BIEYH 84, USY E= WEsSY

25 CHAIRLS] HARIR| e

26. BMI 50kg/mt Ol

27. 7|4 2474 oot

28 X-IJHO} AI—X‘I OF )(-I)(lE
wB[27| ChARE

20, G 48 YRS YWHSts HESH(O|. 6% HH HAE 5)

30. CHAIRIE 91710] £ 2 RE0) XS 4 I8 (HUR S22 S|
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A7 S

=11y TAVR
O Corevale (&AM HZ : )
M Sapien
Device (Edwards SAPIEN 3 THV system Model 9600 TFX(20,23,26 and 29mm)
O lotus (&M HIZ : )
O7|Et  Evolut R (MM HIE : )
M2 W 3AICH
Hz @z B TF O TA O 7IEK) ONR

UM SHEY

Tl

25 TFE Soll Adei¥r #E9 F7= CT & d=3W Z1E S
2. TAVR TS0 SIS T JH=2 ASXe| M| w2t
Algliet,
A. Ctg & ofLoll 715t Al M aspirin 81—100mg oD 28

2 O|Li bare metal stent (BMS) E= 12742 O|L drug eluting

@ o
gob

a. ot




A& AMESHOF &

b. o2 =& 2 HYMS A= Al © LMW or UF STt
AZEO{0F &

c. TAVRE d=30ty EHO0| LUELE, Al 2 = warfarin =

dabigatran 302&Qt ALESHH 0] SQH2 Al&0] X|AHE
d. TAVR/PCI ti5h= 2tXte] 42, aspirinOll F7I510 Al X
clopidogreal 300mg or 600mg loading0| HZE

ol
-

BN Surgery
i M tissue valve (MA HZE : )
Device
O 7IEH (MM HZ - )

A SHLE

Heart teamOil 2ol CHeXtS| oEH7F HHASTASZ XIS
JEIYO| HTFY Mt +5S MHSIAG R0 ME BEsME &
£ oFefole A2 XA 29 0]90] Ot A= ZtFof

= Jlgs "Wog o XS oFst & 39, sd@E 2dteh
PSPy e]

o my
lo &l
P

ey gY71E
Site of access complication for TAVR will be classified as:
® Femoral access site
e Axillary access site
® Subclavian access site
® Transaortic access site
Site of access complication for Surgery will be classified as:
e Sternotomy
* Minimally invasive/Port Access
Access Types of access injury for TAVR:
siterelated .
L ® Nerve Injury
complicatio « Seroma
n . )
e Infection (Access Site)
e Lymphocoele/Lymphatic injury
Types of access injury for Surgery:
® Nerve Injury
e Infection (Access Site)
* Wound dehiscence/non-union
e Effusion
e Lymphocoele/Lymphatic injury
An abrupt loss of kidney function, resulting in the retention
of urea and other nitrogenous waste products
The increase in creatinine meeting at least Stage 1 must
occur within 48 hours. Staging will be based on the worst
stage that occurs within 7 days of the index procedure.
Stage 1
Acute ® Increase in serum creatinine to 150-199% (1.5-1.99 x
kidney increase
injury compared with baseline) OR increase of >0.3 mg/dL (>26.4

mmol/L) OR
e Urine output 0.5 ml/kg per hour for »6 but {12 hours

Stage 2

® Increase in serum creatinine to 200-299% (2.0-2.99 x
increase

compared with baseline) OR

_‘IO_

stent (DES) A& Y= Xtz AlE 0|H0| clopidogrel/prasugrelg
t
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e Urine output (0.5 ml/kg per hour for »12 but <24 hours
Stage 3
® Increase in serum creatinine to >300% ()3 X increase
compared
with baseline) OR serum
creatinine of >4.0 mg/dL (=354 mmol/L) with an acute
increase of
at least 0.5 mg/dL (44 mmol/L) OR
e Urine output (0.3 ml/kg per hour for 224 hours OR
® Anuria for 212 hours
Patients receiving renal replacement therapy (dialysis,
hemodialysis, peritoneal dialysis, hemofiltration, transplant) are
considered to meet Stage 3 criteria irrespective of other
criteria
Disruption or tear of the valve annulus extending to the aorta
Annular S .
dissection caused bY mgchamcal injury from over sizing a balloon or the
valve device itself.
Aortic Aortic dissection is a separation of an intimal layer of wall
dissection that may or may not require intervention.
Aortic stenosis is classified as “severe” when the following
are
Aortic present:
stenosis, Jet velocity » 4.0 m/s
native Mean gradient > 40mmHg
Valve area ( 1.0 cm2
Valve area index ( 0.6cm2/m2
Any reported Arrhythmia: an irregular heart rate or abnormal
rhythm  resulting in  symptoms or requiring medical
intervention.
This includes (but is not limited to) sinus bradycardia,
premature atrial contractions, atrial tachycardia,
supraventricular tachycardia, atrial fibrillationt, atrial fluttert,
AV nodal reentrant tachycardia, junctional rhythm, premature
ventricular  contractions, ventricular fibrillation,  ventricular
tachycardia, and torsade de pointes.
Conduction system defect: an impairment of the electrical
pathways and specialized muscular fibers that conduct
Arrhythmia impulses through the heart. This includes (but is not Iimited
/ to) 1st degree AV block, 2nd degree AV block (Mobitz |,
Conduction Mobitz I_I), 3rd de_gree (completg) AV block, incompl_ete RBBB,
System RBBB, |ntraventr|lcular cgnductlon delay, LBBBBj Incom.plete
Injury LBBB, I_eft gnterlor fascicular block, left posterior fascicular
block, bifascicular block, and
trifascicular block.
Interventions that may be required include (but are not
limited to) permanent pacemaker, temporary pacemaker, CID,
electrical cardioversion, electrical cautery/ablation, medical
cardioversion, and new mediation (oral anticoagulation, rhythm
or rate controlling therapy).
T New-onset atrial fibrillation (or flutter)* is diagnosed as
any arrhythmia within hospitalization that has the ECG
characteristics of atrial fibrillation (or flutter) and lasts
sufficiently long to be recorded on a 12-lead ECG, or at
least 30 seconds on a rhythm strip
aB::izpld Coqgenital malformation resu!ting in 2 functioning leaflets as
valve defined by Sievers and Schmidtke

_‘I‘I_
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Bioprosthet
ic

valve
dysfunctio
m

Bioprosthetic valve dysfunction includes all failure modes,
including  structural (ex. leaflet tears, leaflet mobility
restriction,

etc.) or non-structural (ex. paravalvular leak or endocarditis)
or hemodynamic (aortic regurgitation or aortic stenosis) or a
combination of these dysfunctions. Patients with BVD may be
asymptomatic or symptomatic requiring medical therapy (ex.
addition of anticoagulation), hospitalization, or  require
intervention and/or valve explant.

Bleeding

Bleeding is defined as overt and actionable. Overt bleeding is
defined as any clinically obvious source of bleeding or
bleeding source identified after appropriate investigation and
diagnostic testing, including procedural blood loss. Actionable
bleeding is more bleeding than expected for the clinical
circumstance and needing increased level of care, such as
increased observation, hospitalization, medical/surgical
intervention or transfusion of

whole blood or PRBCs etc.

Procedural bleeding has to be clinically obvious and actionable
bleeding from vascular system either at, or remote from, the
access/surgical site occurring during Index procedure or soon
after Index and related to Index procedure.

e TAVR procedural bleeding: The Site thresholds for reporting
non-transfusion, non—-Hgb based procedural bleeding for TAVR
is 100 ml total EBL (Estimated Blood Loss) from access site
e Surgery procedural bleeding: It is difficult to differentiate
intra—procedural blood loss from immediate post-procedure
blood loss. Therefore, the Site threshold for reporting
nontransfusion, non- Hgb based surgical bleeding is
considered to be ) 600 mL bloody chest tube output (as
captured on Intake and Output Chart, I/0) within 24 hours of
leaving the OR/cath lab and should have a correlative drop in
Hgb and/or transfusion of RBCs

BARC Bleeding Criteria

Type 1: bleeding that is not actionable and does not cause
the patient to seek unscheduled performance of studies,
hospitalization, or treatment by a healthcare professional; may
include episodes leading to self-discontinuation of medical
therapy by the patient without consulting a healthcare
professional

BARC1 is non-actionable overt bleeding. It would be the
criteria for all procedural bleeds that do not meet Type 2 or
above as this requires only overt bleed to occur. Post
procedural bleeds can fall into BARC1 like untreated minor
nasal bleed or minor bruises in a patient on Coumadin that
resolve with self-reduction of Coumadin dose without
seeking medical advice

Type 2: any overt, actionable sign of hemorrhage (e.g., more
bleeding than would be expected for a clinical circumstance,
including bleeding found by imaging alone) that does not fit
the criteria for type 3, 4, or 5 but does meet at least one of
the following criteria:

® Requiring nonsurgical, medical intervention by a healthcare
professional OR

e | eading to hospitalization or increased level of care OR
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® Prompting evaluation

Type 3:

Type 3a

e Overt bleeding plus hemoglobin drop of 3 to { 5 g/dL*
(provided hemoglobin drop is related to bleed)

e Any transfusion with overt bleeding

Type 3b

e Overt bleeding plus hemoglobin drop > 5 g/dL* (provided
hemoglobin drop is related to bleed)

® Cardiac tamponade

® Bleeding requiring surgical intervention for control (excluding
dental/nasal/skin/hemorrhoid)

® Bleeding requiring intravenous vasoactive agents

Type 3b

e QOvert bleeding plus hemoglobin drop > 5 g/dL* (provided
hemoglobin drop is related to bleed)

e Cardiac tamponade

® Bleeding requiring surgical intervention for control (excluding
dental/nasal/skin/hemorrhoid)

® Bleeding requiring intravenous vasoactive agents

Type 3c

e |ntracranial hemorrhage (does not include microbleeds or
hemorrhagic transformation, does include intraspinal)

e Subcategories confirmed by autopsy or imaging or lumbar
puncture

e |ntraocular bleed compromising vision

Type 4: Overt bleeding that occurs at any time during or
after the index procedure hospitalization and fulfills one of
the following criteria:

® Perioperative intracranial bleeding within 48 h

e Reoperation after closure of sternotomy for the purpose of
controlling bleeding AND Hgb drop ) 3 g/dL

e Transfusion of = 5 U whole blood or packed red blood
cells within a 48-h period

e Chest tube output = 2L within a 24-h period AND Hgb
drop » 3g/dL

Type 5: Fatal bleeding

Type ba

Probable fatal bleeding: no autopsy or imaging confirmation
but

clinically suspicious

Type bb
Definite fatal bleeding; overt bleeding or autopsy or imaging
confirmation

* Given one unit of packed RBC typically will raise blood
hemoglobin concentration by 1 g/dL, an estimated decrease
in hemoglobin will be calculated.

** Qvert: actionable sign of hemorrhage (e.g., more bleeding
than would be expected for a clinical circumstance, including
bleeding found by imaging alone). Should be observable and
visible, not hidden or occult, and overt bleeding should be in
proportion to the blood loss and should not include minor
bruising, microscopic hematuria.

Severity:
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Life—threatening or disabling bleeding
e Fatal bleeding OR
® Bleeding in a critical organ, such as intracranial, intraspinal,
intraocular, or pericardial necessitating pericardiocentesis, or
intramuscular with compartment syndrome) OR
® Bleeding causing hypovolemic shock or severe hypotension
requiring vasopressors or surgery OR
e Overt source of bleeding with drop in hemoglobin >5 g/dL
or whole blood or packed red blood cells transfusion = 4
units
Major bleeding:
e QOvert bleeding either associated with a drop in the
hemoglobin level of at least 3.0 g/dL or requiring transfusion
of two or three units of whole blood/RBC, or causing
hospitalization or permanent injury, or requiring surgery AND
e Does not meet criteria of life—threatening or disabling
bleeding
Minor bleeding:
* Any bleeding worthy of clinical mention (e.g. access site
hematoma) that does not qualify as life-threatening, disabling,
or major.
Cerebrovascular disease includes all disorders in which an
area of the brain is temporarily or permanently affected by
ischemia or bleeding and one or more of the cerebral blood
vessels are involved in the pathological process
It includes:
e Stroke
Cerebro ° TIA
vascular * Noninvasive or invasive arterial imaging test demonstrating
disease Y=50% stenosis of any of the major extracranial or intracranial
vessels to the brain
® Previous cervical or cerebral artery revascularization surgery
or percutaneous intervention
This does not include chronic (nonvascular) neurological
diseases or other acute neurological insults such as metabolic
and anoxic ischemic encephalopathy
Diagnosis requires physician documentation or report of any
of the
following:
® Unusual dyspnea on light exertion
® Recurrent dyspnea occurring in the supine position
Congestive | ® Fluid retention; or the description of rales, jugular venous
Heart distension
Failure ® Pulmonary edema on physical exam, or pulmonary edema
(CHF) on chest x-ray presumed to be cardiac dysfunction
A low ejection fraction alone, without clinical evidence of
heart failure does not qualify as heart failure.
An elevated BNP without other supporting documentation
should not be reported as CHF
Conversion
to Any conversion to open sternotomy during the TAVR
open procedure secondary to any procedure-related complications
surgery
Coronary Angiographic or echocardiographic evidence of a new, partial
obstruction | or complete, obstruction of a coronary ostium, either by the
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valve prosthesis itself, the native leaflets, calcifications, or
dissection, occurring during or after the TAVR or Surgery
procedure.

Device

For the determination of device relationship, the study device
consists of:

® The Edwards SAPIEN 3 valve

e The Edwards Valve Delivery System

® The Edwards Expandable Sheath

e Any surgical valve implanted during index procedure

Device

(Valve)

migration

After initial correct positioning, the valve prosthesis moves
upward

or downward by 5 mm, within the aortic annulus from its
initial

position, with or without consequences.

Device
(Valve)
embolizatio
n

The valve prosthesis moves during or after deployment such
that it
loses contact with the aortic annulus.

Device
(Valve)

fracture

The separation of any portion of the frame into two or more
parts;

as may be determined by radiography, computed tomography,
magnetic resonance imaging or by direct examination.

Device
(Valve)
thrombosis

Any thrombus attached to or near an implanted valve that
occludes part of the blood flow path, interferes with valve
function, or is sufficiently large to warrant treatment. Note
that

valve—associated thrombus identified at autopsy in a patient
whose

cause of death was not valve-related should not be reported
as

valve thrombosis.

Ectopic
valve
deploymen
t

Permanent deployment of the valve prosthesis in a location
other
than the aortic root.

Endocarditi
s

Any one of the following affecting study valve:

e Fulfillment of the Duke endocarditis criteria

e Evidence of abscess, paravalvular leak, pus, or vegetation
confirmed as secondary to infection by histological or
bacteriological studies during a re—operation

e Findings of abscess, pus, or vegetation involving a repaired
or replaced valve during an autopsy

Frailty

Slowness, weakness, exhaustion, wasting and malnutrition,
poor

endurance and inactivity, loss of independence

Criteria:

* 5 meter walking time

® Grip strength

e BMI ¢ 20 kg/m2 and/or weight loss 5 kg/yr

e Serum albumin ¢ 3.5 g/dL

e Cognitive impairment or dementia

Hemolysis

Evidence of RBC destruction best explained by hemolysis
(LDH

Y350 u/L and decreased haptoglobin based on site lab
normals)

and no other explanation for the findings. Microscopic
evidence

may be considered supportive.

Hospitalizat
ion

Any admission to the hospital for either a diagnostic or
therapeutic
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purpose (e.g. diuretics, inotropes, chronotropes, oral or
intravenous
therapy) following discharge from the index hospitalization.

It includes either:

e Admission to an inpatient unit (treated by a physician in a
hospital for at least a 24 hour period) OR

e Visit to an Emergency Room/Observation unit greater than
24

hours

Valve-related rehospitalization:

Repeat hospitalization for symptoms of prosthetic valve
related

decompensation due to an acute, subacute, or late valve
prosthesis

dysfunction such as valve thrombosis, endocarditis, prosthesis
degeneration, patient prosthesis mismatch, delayed coronary
obstruction, coronary embolization, aortic valve-related heart
failure*, or bleeding complications related to  oral
anticoagulation

or antiplatelet therapy for valve-related thromboembolic event
prevention.

Procedure-related rehospitalization:

(repeat) Include complications related to the index valve procedure
such as
bleeding and vascular complications, stroke/TIA, arrhythmias,
and
AKI. This does not include complications indirectly related to
the
procedure or related to the hospitalization such as UTI,
dehydration, other hospital acquired infections, etc. Onset of
the
complication is generally within 30 days of the procedure.
Heart failure related hospitalization:

Defined as hospitalization with  clinical symptoms and
objective

signs of heart failure including pulmonary edema,
hypoperfusion or

documented volume overload AND necessitating a medical
intervention i.e. administration of IV diuresis or inotropic
therapy,

performance of aortic valvuloplasty, institution of mechanical
support  (IABP or ventilation for pulmonary edema) or
hemodialysis

for volume overload. Administration of IV therapies in clinic
without admission will not qualify as hospitalization events.

:\I/perten& Systolic pressure ) 140 or a diastolic pressure ) 90 mmHg

rl;lypotensm Systolic pressure { 90 or a diastolic pressure { 60 mmHg
The beginning of the Index Hospitalization is defined as the

Index day

hospitalizati | the patient is admitted for valve implant procedure and

on continues
until the patient is discharged from the hospital.

Lung

disease, FEV1 { 50% predicted or currently on home oxygen

severe

Liver

disease, MELD Score > 10 or Child-Pugh Class B or C

chronic
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A commonly used scale for measuring the degree of
disability or dependence in the daily activities of people who
have suffered a stroke, as follows:
0 No symptoms at all
1 No significant disability despite symptoms; able to carry
out all usual

duties and activities
2 Slight disability; unable to carry out all previous activities,

Modified but able to
Rankin look after own affairs without assistance
Scale 3 Moderate disability; requiring some help, but able to walk
(mRS) without
assistance
4 Moderately severe disability; unable to walk without
assistance and unable
to attend to own bodily needs without assistance
5 Severe disability; bedridden, incontinent and requiring
constant nursing
care and attention
6 Dead
Cardiovascular mortality
Any of the following criteria:
e Death due to proximate cardiac cause (e.g. myocardial
infarction, cardiac tamponade, worsening heart failure)
® Death caused by non-coronary vascular conditions such as
neurological events, pulmonary embolism, ruptured aortic
aneurysm, dissecting aneurysm, or other vascular disease
® All procedure-related deaths, including those related to a
complication of the procedure or treatment for a complication
of the procedure
e All  device-related deaths including structural or
Mortality, nonstructural valve dysfunction or other valve-related adverse
all cause events
e Sudden death
® unwitnessed death
® Death of unknown cause
Non-cardiovascular mortality
Any death which is due primarily to an identifiable
noncardiovascular
cause or etiology. Specific diagnoses may include respiratory
failure, pneumonia, trauma, suicide, or any other
non-cardiovascular defined causes (e.g., liver disease,
malignancies etc.) not included in the previous categories.
An acute ischemic event that is associated with documented
and clinically significant myocardial necrosis M| can be either
peri-procedural (<72h after the valve implant procedure) or
spontaneous ()72 after the valve implant procedure) or a
prior Ml (before study initiation).
Peri-procedural Ml is defined as:
e New ischemic symptoms (e.g., chest pain or shortness of
Myocardial | breath), or new ischemic signs (e.g., ventricular arrhythmias,
infarction new or worsening heart failure, new ST-segment changes,

hemodynamic instability, new pathological Q waves in at least
two contiguous leads, imaging evidence of new loss of

viable myocardium or new wall motion abnormality) AND

e Elevated cardiac biomarkers (preferable CK-MB) within 72 h
after the valve implant procedure, consisting of at least one
sample post-procedure with a peak value exceeding 15x
upper reference limit (troponin) or 5x for CK-MB.* If cardiac
biomarkers are increased at baseline ()99th percentile), a
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further increase of at least 50% post—-procedure is required
AND the peak value must exceed the previously stated limit.

Spontaneous MI is defined as any one of the following
criteria:

e Detection of rise and/or fall of cardiac biomarkers
(preferably troponin) with at least one value above the 99"
percentile  URL, together with evidence of myocardial
ischemia with at least one of the following:

® Symptoms of ischemia

e ECG changes indicative of new ischemia [new ST-T
changes or new left bundle branch block (LBBB)]

® New pathological Q waves in at least two contiguous leads
® Imaging evidence of new loss of viable myocardium or new
wall motion abnormality

® Sudden, unexpected cardiac death, involving cardiac arrest,
often with symptoms suggestive of myocardial ischemia, and
accompanied by presumably new ST elevation, or new LBBB,
and/or evidence of fresh thrombus by coronary angiography
and/or at autopsy, but death occurring before blood samples
could be obtained, or at a time before the appearance of
cardiac biomarkers in the blood.

® Pathological findings of an acute myocardial infarction.

Prior Ml is defined as the presence of any of the following:
e Pathological Q waves with or without symptoms in the
absence of non-ischemic causes

® Imaging evidence of a region of loss of viable myocardium
that

is thinned and/or fails to contact, in the absence of a
nonischemic

cause

® Pathological findings of a prior MI.

National
Institutes
of

Health
Stroke
Scale
(NIHSS)

The NIHSS can help physicians determine the severity of a
stroke,
predict clinical outcomes and can help guide management.

New York
Heart
Association
Classificati
on

(NYHA)

Class I: Patients with cardiac disease but without resulting
limitations of physical activity.

Class Il Patients with cardiac disease resulting in slight
limitation of physical activity. Patients are comfortable at rest.
Ordinary physical activity results in fatigue, palpitation,
dyspnea, or anginal pain.

Class Ill: Patients with cardiac disease resulting in marked
limitation of physical activity. They are comfortable at rest.
Less than ordinary physical activity causes fatigue, palpitation,
dyspnea, or anginal pain.

Class IV: Patients with cardiac disease resulting in inability to
carry on any physical activity without discomfort. Symptoms
of cardiac insufficiency or of the anginal syndrome may be
present even at rest. If any physical activity is undertaken,
discomfort is increased.

Peripheral
vascular
disease
(PVD)

Includes peripheral arterial disease of upper and lower
extremity, renal, mesenteric, and abdominal aortic systems,
as follows:

e Claudication, either with exertion or at rest

® Amputation for arterial vascular insufficiency
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e Vascular reconstruction, bypass surgery, or percutaneous
intervention to the extremities (excluding dialysis fistulas and
vein stripping)
® Documented abdominal aortic aneurysm with or without
repair
e Positive noninvasive test (e.g., ankle brachial index =¢0.9,
ultrasound, magnetic resonance or computed tomography
imaging of ) 50% diameter stenosis in any peripheral artery,
i.e., renal, subclavian, femoral, iliac) or
angiographic imaging
Peripheral arterial disease excludes disease in the carotid,
cerebrovascular arteries or thoracic aorta.

PVD does not include DVT.

Porcelain

aorta Heavy circumferential calcification or severe atheromatous

or severely . . ;
plagues of the entire ascending aorta extending to the arch

atheroscler ) oY .

otic such that aortic cross—clamping is not feasible.

aorta

Insignificant Moderate | Severe
Indexed
. effective >0.85 c | 0.85-0.65 <0.65

Prosthesis orifice area a m2/m2 cm2 /m2 | cm2 /m2

tient

patien Ier}feecxt‘f\i > 0 .7 0]070-055 | <055

mismatch o cm2/m2 cm2/m?2 cm2/m2

orifice area b
a Use in setting of BMI ,30 kg/m2
b Use in setting of BMI > 30 kg/m2
. Significant
Possible
Normal Mild) (Moderate/Se
. Vv.er e)
Stenosis .
Stenosis
Quantitative Parameters (flow-dependent) b
I(Dne]j; velocity <3 m/s 3-4 m/s >4m/s
Mean gradient <20 20-40
(mmHg) mmHg mmHg >40 mmHg
Increase in
mean <10 10-19
gradient during | mmHg mmHg 220 mmHg
follow-up

Prosthetic Quantitative parameters (flow-independent)

aortic Doppler velocity | g 35 035-025 | <0.25

valve index ¢

st_en0_5|s Effective orifice 511 cm?2 >1.1-0.8 <08 cm2

criteria a area d cm?2

Decrease in

effectlve.orlflce < 03 cm?2 0.3-0.59 >0.6 cm2
area during cm?2

follow-up

a In conditions of normal or near normal stroke volume (50—
70mL).
b These parameters are more affected by flow, including
concomitant aortic

regurgitation.
¢ For LVOT )2.5 cm, significant stenosis criteria is €0.20.
d Use in setting of BSA >1.6 cm2 (note: dependent on the
size of the

valve and the size of the native annulus).
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None/ Mild Mo|
Trace sev|
Qualitative Parameters
Extensive/wide jet
origin— Color Absent Absent Pre
Doppler
Multiple jets Possible Possible Oft
Jet path visible
along the stent- | Absent Absent Oft
Color Doppler
Proximal flow
convergence Absent Absent Pos
visible— Color
Doppler
Semi-quantitative Parameters
Jet width at its
origin (% LVOT Narrow Intermediate Lar
diameter) — Color | (<5%) (5-29%)
Doppler
Prosthetic Vena contracta
aortic width — Color < 2mm 2-3.9 mm > 4
valve Doppler
stenosis Circumferential
criteria extent of
prosthetic
valveparavalvular <5% 1-19% >2(
regurgitation (%)
Color Doppler
Jet deceleration Slow
rate (PHT, ms) - | (>500 ﬂ‘;;” (>500 \éasr)
CW Doppler ms)
DIaStO|IC‘ﬂOW Absent
reversal in the .
. or brief . Pro
descending Intermediate
early hol
aorta—PW . .
diastolic
Doppler
Quantitative parameters
Regurgitant
- >
volume (mL/beat) <15 mb 15-29 mL 23(
Regurgitant o 59 o N
fraction (%) <15% 15-29 % >3(
EROA (cm2) < 5 mm2 5-9 mm2 > 1]
Any operation that repairs, alters, or replaces a previously
operated valve and refers to events occurring for any reason
Re after the index procedure. These interventions include:
interventio | ® Balloon aortic valvuloplasty
n ® Surgical aortic valve replacement
® Valve in valve
® Percutaneous paravalvular leak closure
Sternal . . . .
wound Opening of sternal with negative cultures and no signs of
dehiscence infection requiring a procedure or operation for treatment
Placement of study device and/or additional procedures
Valve occurring in the cath lab and/or operating room which are
imolant completed prior to subject transfer to a post—procedure
prc?cedure recovery unit (e.g. Recovery Room, ICU/CCU, etc.)

The valve implant procedure will be considered to have
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started
when:
e The first interventional access related puncture (venous or
arterial) is

established for TAVR.
e The first skin incision is performed for Surgery.

Performance of TEE does not by itself constitute start of
procedure

Valve thrombosis is any thrombus not caused by infection

Valve attached to or near an operated valve that occludes part of
thrombosis | the blood flow path, interferes with valve function, or is
sufficiently large to warrant treatment.
Stroke Diagnostic Criteria
® Acute episode of a focal or global neurological deficit with
at least one of the following:
® change in level of consciousness
® hemiplegia
® hemiparesis
® numbness or sensory loss affecting one side of the body
e dysphasia or aphasia
® hemianopia
® amaurosis fugax
e or other neurological signs or symptoms consistent with
stroke
e Duration of a focal or global neurological deficit > 24 h;
OR ( 24 h,
if available neuroimaging documents a new hemorrhage
or infarct; OR
the neurological deficit results in death
®* No other readily identifiable nonstroke cause for the
clinical
presentation (e.g., brain tumor, trauma, infection,
Stroke hypoglycemia,
/[transient peripheral lesion, pharmacological influences) to be
ischemic determined by or
attack in conjunction with designated neurologist*
(TIA) e Confirmation of the diagnosis by at least one of the

following#:

1. Neurology or neurosurgical specialist

2. Non-neurologist physician (if neurologist is not available)
3. Neuroimaging procedure (MR or CT scan)

4. Clinical presentation alone

Stroke severityt:

e Non-disabling: mRS score of { 2 at 90 days (or the last
available clinical visit with evaluable data) or one that does
not result in an increase of at least one mRS category from
prestroke baseline

e Disabling: a mRS score of 2 or more at 90 days (or the
last available clinical visit with evaluable data) and an
increase of at least one mRS category from an individual's
pre—stroke baseline

Stroke types:

e Hemorrhagic: an acute episode of focal or global cerebral
or spinal  dysfunction caused by intraparenchymal,
intraventricular, or subarachnoid hemorrhage.
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® |schemic: an acute symptomatic episode of focal cerebral,
spinal, or retinal dysfunction caused by an infarction of the
central nervous system tissue

® Undetermined: stroke with insufficient information to allow
categorization as ischemic or hemorrhagic.

Transient Ischemic Attack (TIA)
Acute episode of a focal or global neurological deficit fulfilling
the following criteria:

1. Resulting in at least one of the following
_Change in level of consciousness
_Hemiplegia
_Hemiparesis
_Numbness

9. _Sensory loss affecting one side of the body
10. _Dysphasia or aphasia

11. _Hemianopia

12. _Amaurosis fugax

13. _Other neurological signs or symptoms consistent with
stroke

©o~No o

2. Duration of deficit could be one of the following:
14. _A focal or global neurological deficit { 24 hours
15. _Any available neuroimaging does not demonstrate a
new hemorrhage
or infarct

3. No other readily identifiable non-stroke cause for the
clinical presentation (e.g. brain tumor, trauma, infection,
hypoglycemia, peripheral lesion, pharmacological influences) to
be determined by or in conjunction with designated
neurologist.*

Dysfunction or deterioration resulting from changes intrinsic
to the valve, such as wear, fracture, calcification, leaflet tear,
leaflet retraction and stenosis as determined by reoperation,
autopsy or clinical investigation.

SVD excludes failures due to external causes to the valve
such as endocarditis, valve thrombosis, and trauma.

Structural
valve Must fulfill both criteria:
deterioratio | ® Structural and hemodynamic valve deterioration (moderate
n or severe
(SVD) prosthetic valve stenosis, AND/ OR moderate or severe
transprosthetic
valve regurgitation) AND
® Requiring repeat procedure such as:

o Surgical aortic valve replacement (Surgery)

o Transcatheter aortic valve replacement (Valve-in-Valve)

o Balloon aortic valvuloplasty (BAV)

o Percutaneous paravalvular leak closure / plug
STS .AdUIt The Society of Thoracic Surgeons’ risk models predict the
Cardiac . ; . . )
Surgery risk of operative mqrtallty and morbidity afte_r adult ca_rdlac
Risk surgery on the basis of patient demographic and clinical
Calculator variables.
6-minute A performance-based measure of functional exercise
Walk capacity. The test measures the distance an individual is able
Test to walk over a total of six minutes on a hard, flat surface.
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An additional valve prosthesis is implanted within a previously

$HV in-TH implanted prosthesis because of suboptimal device position
and/or function, during or after the valve implant procedure
Transient
ischemic See “Stroke / Transient Ischemic Attack (TIA)”
attack
(TIA)
Major vascular complications:
® Any aortic dissection, aortic rupture, annulus rupture, left
ventricle
perforation, or new apical aneurysm/pseudoaneurysm OR
e Access site or access-related vascular injury (dissection,
stenosis,
perforation, rupture, arterio—venous fistula, pseudoaneurysm,
hematoma,
irreversible nerve injury, compartment syndrome,
percutaneous closure
device failure) leading to death, life-threatening or major
bleeding, visceral
ischemia or neurological impairment OR
e Distal embolization (non-cerebral) from a vascular source
requiring surgery
or resulting in amputation or irreversible endorgan damage
OR
e The use of unplanned endovascular or surgical intervention
associated
with death, major bleeding, visceral ischemia or neurological
impairment
OR
* Any new ipsilateral lower extremity ischemia documented
Vascular by patient
access symptoms, physical exam, and/or decreased or absent
site and blood flow on

accessrelat
ed
complicatio
ns

lower extremity angiogram OR
e Surgery for access site-related nerve injury OR
® Permanent access site—related injury
e Percutaneous closure device failure* resulting in death,
BARC Type 3 or 4

bleeding, visceral ischemia or irreversible neurologic
impairment

Minor vascular complications:
e Access site or access-related vascular injury (dissection,
stenosis,

perforation, rupture, arterio-venous fistula,
pseudoaneurysms, hematomas,

percutaneous closure device failure) not leading to death,
life-threatening

or major bleeding*, visceral ischemia or neurological
impairment OR
e Distal embolization treated with embolectomy and/or
thrombectomy and

not resulting in amputation or irreversible end-organ
damage OR
® Any unplanned endovascular stenting or unplanned surgical
intervention

not meeting the criteria for a major vascular complication
OR
® Vascular repair or the need for vascular repair (via surgery,
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ultrasound-guided compression, transcatheter embolization,
or stent-graft)
® Percutaneous closure device failure not leading to death,
BARC Type 3 or

4, visceral ischemia or irreversible neurologic impairment

*Percutaneous closure device failure
Failure of a closure device to achieve hemostasis at the
arteriotomy site leading to alternative treatment (other than

manual compression or adjunctive endovascular ballooning)
*Refers to VARC bleeding definitions

2t
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ZATIHA x4 qd
daas (HE) A N [event| % | N [event| % | value |((HR) 95% Cl |S/\;
Ereath stroke, Mack | 30% [496| 21 |42 454 | 42 |93 0.45 |0.27, 0.76
rehospitalization 2019)| 111 |a96| 42 |85]| 454 | 68 |15.1|0.001 |0.54 [0.37, 0.79
ol
Death from any| Mack 30 [496| 2 |04|454 | 5 |11 0.37 |0.07, 1.88
cause @914 Tags| 5 [1.0] 458 | 11 |25 0.41(0.14, 1.17
Mook | 30% [496| 2 |0.4{454 | 4 | 0.9 0.46 |0.08, 2.49
Cardiac death (28109)
19 [496| 4 |08|454 | 9 |20 0.40 |0.12, 1.30
ol
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deat @9 14 Tags| 1 |o02]4sa| 2 |05 0.44 [0.04, 4.88
Mook | 302 [496| 3 |0.6{ 454 | 11 | 2.4 | 002 |0.250.07, 0.88
Any stroke (281(:9)
19 (496 6 |1.2|454 | 14 | 3.1 0.38 |0.15, 1.00
Mack | 302 [496] 0 | O 454 | 2 |04 0.00 NA
Disabling stroke (251(:9)
19 [496| 1 |02|454 | 4 |09 0.22 |0.03, 2.00
Ql
Non-disabling | Mack 30 (496 3 06454 | 9 |20 0.30 |0.08, 1.12
stroke @19 4t (406 5 [10] 454 | 10 |22 0.45 [0.15, 1.32
Mack | 302 496 0 | 0454 | 3 |07 0.00 NA
TIA (2019)
19 [496| 5 |1.0[454 | 5 |11 0.89 |0.26, 3.06
Mack 1302 [496] 5 [1.0]454 | 15 |33 0.01 [0.30]0.11, 0.83
Death or stroke | 2019) [ 14 [a096] o | 1.8 454 | 22 | 4.9 0.36 |0.17, 0.79
Death or Mack | 302 [496] 2 [o04|454| 6 |13 0.30 |0.06, 1.51
disabling stroke | (2019)| 14 [496] 5 |[1.0] 454 | 13 | 2.9 0.34 [0.12, 0.97
Rehospitalizatio Mack 302 | 496 17 3.4 | 454 29 6.5 0.5310.29, 0.97
nt (2019)| 14 [496| 36 [7.3] 454 | 49 [11.0 0.65 |0.42, 1.00
Major vascular | Mack | 302 [496] 11 [2.2]454 [ 7 [15 1.44 10.56, 3.73
complications | (2019)| 1 [496]| 14 [28]| 464 | 7 |15 1.83 0.74, 4.55
Life-threatening Mack 30 [496| 18 |3.6] 454 | 111 |245 0.12 10.07, 0.21
ac
disabling, or (2019)| 14 |496| 38 |7.7| 454 | 117 |25.9 0.2510.17, 0.37
major bleeding
b@fe;tl_hreating/ Mack |.302 [496] 6 [1.2]454 | 54 [11.9 0.09 [0.04, 0.22
bleeding (2019)| 1w |496| 14 |28 454 | 58 [128 0.20 |0.11, 0.36
Mvocardial Mack | 302 [496] 5 [10[454 | 6 |13 0.76 |0.23, 2.50
infarction (2019)| 11 (496 6 [1.2] 454 | 10 |22 0.54 [0.20, 1.49
i/mrtf kidney Mack | 302 [496| 2 |0.4|454| 8 |18 NA NA
stage Il or Il 1019 4 05 o [ Na| asa | Na | A NA NA
Acute kidney Mack 9.95
injury ac _ -9.96,
stage | or Il |(2019)| 30 [496| 7 | 1.4] 454 | 39 |86 72| Tam
or lll
Requiremnet for Mack 30 | 496 1 0.2 | 454 3 0.7 0.30 {0.03, 2.93
renal
replacement * | 0191 114 |40 1 [02|4sa| 3 |07 0.30 |0.03, 2.93
30Y |496| 32 |65 454 | 18 | 4.0 1.66 [0.93, 2.96
new permanent VEAS%
pacemaker @O 14 Tage| 36 |7.3] 454 | 24 | 54 1.39 0.83, 2.33
new permanent
i ook 30 [496| 32 [6.6| 454 | 18 | 4.1 1.65 [0.92, 2.95
baseline (2079)
pacemaker 19 |496| 36 |7.5|454 | 24 |55 1.380.82, 2.32
excluded)
Vack | 302 |496| 106 [22.0| 454 | 35 | 8.0 3.17 |2.13, 4.72
19 [496| 114 |23.7| 454 | 35 | 8.0 3.43 |2.32, 5.08
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1XXt TAVR SAVR P RR
Z{qIHA x|
dnis (k) A N [event| % N [event| % | value |((HR) 95% CI |SINS
New onset Voo 13028 [417] 21 [5.0] 369 | 145 [39.5[¢0.001[0.10 [0.06, 0.16
?ig;ﬁ}aﬁo,, (2019)| 1 |496| 29 |7.0| 454 | 150 |40.9 0.13 0.09, 0.20
Coronary 302 (496 1 |02|454| 3 |07 0.30 0.03, 2.93
obstruction gﬂack
requiring. | @O | 4y 406 1 [02|4sa| 3 |07 0.30 |0.03, 2.93
Aortic Valve | Mack | 302 [496] 0 [0 [454 [ 0 [ 0 NA NA
Re-intervention | (2019)| 1 [496| 3 [06]454 | 2 |05 1.33 [0.22, 7.95
N Mack | 302 (496 0 | 0 | 454 | 1 |02 000| NA
Endocarditis | 2019)[ 713 [a96] 1 |02 454 | 2 | 05 0.44 |0.04, 4.89
Asymptomatic Mack 30% | 496 1 0.2 | 454 0 0 NA NA
Valve 1oy | s 052,
thrombosis (2019)| 1 |496| 5 |1.0|4B4| 1 |02 447 | 3394
Discharged 1o | \jack | 309 495 | 475 |96.0) 453 | 331 | 731 220 184
sel-cares § | 201973 [255| NA | NA| 454 | NA | NA NA NA
NYHA Class | Mack | 30% [493| 97 [197] 433 | 144 |333 -13.6| 1923
"/ ¢ @09 14 [ug0| 85 [17.7] 407 | 68 |167 1.0 _2'388'
She minute 309 (496 | 1] 2| NA| 454 | 1122 | NA 33.7 [19.9, 47.4
d;;tance%m) (%%) _15l4 _15 1 15.2
change trom B B — - L,
change 18 1496| 2 50| NA | 454 |,/ 2gs| NA 14| /22
KCCO-0S 309 [496 | \E2| N | 454 |, 33| NA 16.114.2, 180
score change | Mack —— -
from baseli%e (2019) 19.4 17.4
19 (496 | 0g7| NA| 454 | [ J 50| NA 18| 02 34
Death, #(%250
score O )
or decrease Mack _ -31.4,-22.
B e | (20T0)| 30 [492| 19 |3.9| 435 | 133 [30.6((0.001 |-26.7| "
ir:c K>C1%Q score
of 210 points
f:;:ﬁﬁ% Viack |399v5[496 | 10 | 2.0| 454 | 121 | 267 -24.6| 289
T : =
transfusion (= | 20190 Thospil 495 | 10 | 2.0 asa | 126 |27 257 390
Patients 3days|496| 4 |0.8| 454 | 33 |73 -6.5 [-9.0, -4.0
requiring Mack -
transfusion (2| (2019)| hospl\ 496 4 | 0.8| 454 | 33 |73 -6.5 |-9.0, -4.0
unit) ta
Transfusion 1| Wack iday; 10| 3 |30.0] 121 | 32 |26.4
unit (2019)1"O%P1 10 | 3 |30.0| 126 | 37 |29.4
Transfusion 2| Wack iday; 10| 3 |30.0] 121 | 41 |33.9
units (2019)1"O%P1 10 | 3 |30.0| 126 | 41 |32.5
Transfusion 3 Mack 3da\/§ 10 0 0 | 121 15 1124
units @019)[hospil 40 | 0 | 0 | 126 | 15 |11.9
Transfusion 24 | Mack Shda\/g 10 4 140.0] 121 33 1273
units (2019)|"OSP!) 10 | 4 |40.0| 126 | 33 |26.2

Except where otherwise specified, data are kaplan-Meier estimates % (number of
patients with event) of Mean + SE

t valve-related or procedure-related, and including heart failure
# AKI is derived from lab values and need for renal replacement therapy is
site-reported. All other
clinical outcomes are CEC-adjudicated
TSﬁ Summary statistics are no./total observations, treatment effect [95%CI] is
difference of proportions
(TAVR-Surgery) in normal af)proximation
Note: 95% confidence intervals presented in this report have not been adjusted
for multiplicity.
Therefore, inferences drawn from these intervals may not be reproducible.
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(2) Subgroup Analyses — concomitant procedures

1 XX} TAVR SAVR P | RR
A o
EJ-I‘n_-r (ﬁE) Aln N ‘event‘ % N ‘event‘ % value (HR) 95% C| S/NS
TAVR with no PCl vs. Surgery with no CABG
Death from 0.26,0.
aty couss, ok 302 | 464| 19| 4.1 396| 35 89 0.4 92
stroke, or
rehospitalizati | “019 | 413 | 457 | a9 84 334| 61] 15 05 0350
on
. Mack | 302 | 464 2| 04 396| 4| 1.0 0.4] 008233
ase
a 2019) | 13 | 457| 5| 1.1 334| 10| 2.6 0.4] 014122
Strok Mack | 302 | 464| 3| 04 396| 9| 2.3 0.2{ 0.081.04
roke
2019) | 1= | 457| 6| 13 333] 12| 3.1 0.4] 016,1.11
Fehostlnat Mack | 30% | 464| 15| 3.2 396| 25| 6.4 0.5| 027,096
el Ization
P 2019) | 13 | 457| 33| 7.2 334| 48| 11. 0.6( 03309
TAVR with PCI vs. Surgery with CABG
Death from 302 | 32| 2|63 58| 7|12 0.5] 0.11.249
a;\ykcause, Mack
stroke, or
rehospitalizati (2019) 1= | 32 3| 9.4 58 71 12. 0.7] 0202.98
on
. Mack | 30% | 32| of of 58| 1| 17 0.0{ NA
ase
a @019 | 13 | 32| of of s8| 1| 1.7 00{ NA
Mack 1302 | 32| of of 58| 2| 34 00{ NA
Stroke
2019 | 1= | 32| of of s8] 2| 34 00{ NA
Fehosoint Mack | 302 ] 32| 2| 63 58| 4] 69 0.9] 0.17.5.10
e Ization
P 2019 | 1 | 32| 3| 94 s8] 4| 69 1.3{ 031621
In patients with no concomitant procedures
Death from 30 | 457 | 19| 4.2 334| 30| 9.0 0.4} 0260381
a;\ykcause, Mack
stroke, or
rehospitalizati | 2019 | 13 | 457| 39| 8§ 334| 51| 154 0.5] 035081
on
. Mack | 302 | 457 2| 04 334 3| 09 0.4{ 008291
ase
a 2019) | 1 | 457| 5| 1.1 334| 8| 24 0.4y 015137
Strok Mack | 302 | 457 3| 0.7 334| 7| 21 0.3] 008120
roke
2019 | 1 | 457| 6| 1.3 334| 9| 2.7 0.4{ 017,134
Fehoslnat Mack | 30% | 457| 15] 3.3 334| 22| 6.7 0.4{ 026095
el Ization
P 2019) | 13 | 457| 33| 7.3 334| 38| 11. 0.6] 033097
2) eay wa
BET
1% TAR SAVR #aiR P RR
A AR
R g | B o e | R [FPC|S
N | Men | SO | N | Mean | D |Mod Si
length of
index Mack
Hespibaton | (2019 % | 30 s | 70 01 | -40 | -40, 30
(days)
G-minute valk W | 4.8 | 320 W | 74
tost Mack
[E]
e | D19 | 18| | 22 %0 | 171
KCCO overall | Mack | 0% | 490 | 378 49 | 128
summary score | (2019) | 114 479 | 397 40 | 387
Six-minute walk 19
st 0 | | 172 48 | s | <82 627 | &
j Mack 47,
distance(m)
| a9 9
nge 14 | 4 | 154 |53 | 44 | 151 [585 | -1,
baseline 12,

_27_




EET
o TAR SAVR #eiR P RR
ZAIHHA I
4 (®) A o | | (R PP
N | Mean | O | N | Men | D |M6e] S
008 sore | || X% | 6 | 185 088 | 4 | 25 165 |6 1%
chenge fom | ) 0]
baseline | a5 | o4 fog7 | 4 | 174 029 |14,
Echocardiographic Reslts
Sysole bood | [ beseine | 46 [ 1366 [ 187 | 468 [ 134 | 160
pressure, (éozo) 30U | 4% | 1385 | 186 | 453 | 1330 | 202 00008
mmHg 14 | 4% | 1400 | 188 | 453 | 1396 | 193 07700
Diastolic blood Pibarot baseline | 4% | 738 | 100 | 453 | 737 98
pressure, 000) 302 4% | 723 | 100 | 453 | 730 | 107 0.3916
mmHg 19| 4% | 742 | 105 | 48 | 759 | 95 00076
Peak aortic Pibarot baseline | 4% | 447 | 053 | 453 | 444 | 052
velocity, (20328) Y | 4% | 241 | 039 | 458 | 225 | 043 01639
m/s 18 | 4% | 246 | 046 | 48 | 226 | 046 0004
. 4 beselie | 4% | 809 | 197 | 483 | 799 | 189
Pea':ngm':d'e”t' z%gg Y | 4% | 28 | 80 | 43 | 210 | 80 0422
9 19| 4% | 250 | 101 | 43 | 213 | 88 00827
e ot | gt |25 | 496 | 404 | 27 | 468 | g3 | g
*"mi‘f]': vent, éoazr& U | 4% | 128 | 43 | 48 | 12 | 43 04958
9 19 | 4% | 137 | 56 | 48 | 116 | 50 01208
. n 47
baseline | 473 (100%) 428 (©0.5%
Mean gradient | Pibarot ol 3 17
e | 0 LTI 43 | 00812
2% 2
E]
W | 3 | oo 00208
rric e | oot | 58 | 46 | 077 | 036 | 488 | 077 | 0%
ar: ":mz"e éozrg) U | 4% | 174 | 0% | 43 | 179 | 041 09567
’ 19| 4% | 172 | 037 | 48 | 176 | 0L 01204
ideved ot | | elne | %6 | 038 | 008 | 463 | 038 | 08
valve aree, (20328) 0L | 4% | 087 | 018 | 43 | 089 | 01 09449
o/t 13 | 4% | 085 | 018 | 43 | 087 | 021 0143
Dopplr velosity | Plarot baseline | 49 | 019 | 005 | 453 | 020 | 0.04
P de":“'y éo%)) DY | 4% | 041 | 007 | 43 | 0% | 008 00032
19 | 4% | 040 | 007 | 43 | 04 | 08 {00001
Energy loss Pibarot baseline | 495 | 042 | 010 | 453 | 042 | 0.09
index, oy | 28| @6 |10 |06t | s | 117 | 08 03550
o/t 19| 4% | 109 | 030 | 48 | 115 | 043 01189
Valvulo-arterial Pt baseline | 495 47 10 | 453 48 1.0
impecres, | o | %09 | 4% | 37 | 08 | 48 | 30 | 09 00005
mmHg/mL/iF 19 | 4% | 37 | 08 | 48 | 39 | 09 00001
beselne | 4% | NA | NA | 483 | NA | NA
Moderate | _ . 4 0
remaher i zge;r(c;)t Y| | g | 08| | | O 01281
regurgitation " 3 2
M| | | 06| 1| oe |08 Y0.99%9
4 19 "
baseline | 483 39 445 25
(39%) (2.5%
>
‘Mﬁe | s wu | | 4 los s | |02 03793
qngiaion | 22 s 089 | 020 | '
5 2
[E]
W0 | e | 1| | g | 08 04658
] beseline | 4% | 49 | 052 | 43 | 49 | 051
L\Qi::it:'fs"q‘;"° z%azrg NY | 4% | 49 | 050 | 43 | 48 | 051 {00001
' 14 | 4% | 49 | 0% | 43 | 48 | 051 (0.0001
N beseline | 4% | 30 | 062 | 48 | 30 | 063
L\éi:r:detf;:“ E’;%azr(‘;)‘ 0Y | 4% | 30 | 059 | 43 | 30 | 059 02011
' 19 | 4% | 29 | 0% | 43 | 29 | 0% 09827
_ _ beselie | 495 | 1046 | 257 | 483 | 1016 | 254
L ’“f;m,'“de’“ Z%"gg 0Y | 4% | W0 | B7 | 488 | w1 | 59 00684
1|4 | 919 | 26| 43 | %0 | 20 05610
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EET]

o TAR SAR HefE | p AR
T A
| ey | M o e | R | PO
N Mean | SD N Mean | SD |Mbei SI
baseline | 475 (4}97%/) 434 (3138%/)
170 .070)
Plarct | o, 18 %
Whypertrophy | oy | 02| 4B | 519 O a3 00064
o &0
13
| | 2 P 0082
. | taselie | 4% | 046 | 009 | 43 | 045 | 0®8
Rf::‘c';fe:" E’;%a?r(‘;)‘ 0Y | 4% | 0% | 008 | 43 | 0% | 009 01407
19| 4% | 043 | 008 | 453 | 044 | 009 0.0005
W docion | oot | 22580 | 46 | 657 | 00 | 8 | 662 | 86
a cﬁ’m " (2028) WY | 4% | 657 | 82 | 453 | 655 | 89 02657
’ 19 | 4% | 664 | 79 | 43 | 665 | 78 02067
baseline | 462 (4251/) 422 (52010”
. . /0, U0,
L\](r:ﬁg:lm Phaot |0 | gy | 19 0% | 061%5
|| @0 (8% :
R (2193;/) 4 (3142% 083%
J10 .5 70,
| taselie | 49 | 817 | 153 | 43 | 809 | 155
W s"mk;L"d”me' 2%‘;3 NY | 4% | &2 | 154 | 43 | 766 | 162 {00001
19| 4% | 870 | 165 | 43 | 806 | 163 {0,001
LV sk votamo | g | 5 | 4B | 407 | 765 | 468 | 401 | 768
indox, mm | (0020) |08 | 46 | 419 | 7% | 48 | %0 | 797 {00001
19| 4% | 432 | 814 | 48 | 401 | 809 {0.0001
. 106 110
baseline | 449 B6% an 2565%
LV stroke volume | Pibarot - 9 142
index (Bt | 020 | 2 | Y Jm 0| g 0000
7 106
15
G R PR B | o (00001
. 174 15
baseline | 476 (3%.6% 436 (3%
> Mid mital | Ploarot | 128 0
regurgitation | (2020) 2| 0 (26.1%) o (33.5%) 00164
1 1
15
|| g B | 00672
baseline | 476 ( 20/) 436 (31;;/>
W70 .L 10
2 Moderate | Pibarot - 3 15
mital requiion| (020) | 0= | “0 | o) 2 35w 00075
RN (og%) 6 (22%) 00587
o | e | 46 | 21 |04 |8 | 21 | 0a
RV TAPSE, cn éoazr& Y | 4% | 21 | 04 | &3 | 14 | 04 00001
19 | 4% | 21 | 05 | 43 | 16 | 04 {0.0001
. 15 10
baseline | 472 2.2% 430 (326%
2 Mild tricuspid | Pibarot - 135 179
egugtaion | 200 | P2 | B | ogom T .o 0000
I 178
15
|| B | oy (00001
. 8 10
baseline | 472 430
17% k]
2 Moderate Pibarot (40) (2232@
: H (o]
towgd | oot XY | 8| o i e (00001
regurgltauon 8 2
|| B | 5 00038
170 .J 70,
Tiospid | o, [ baselre | 65 | 274 | 100 | 48 | %6 | 07
roqugtaon peck| 0 [ 308 | 4 | 764 | 1% | 468 | %9 | 7] 08528
gradient, mmHg 19| 4% | 56 | 77 | 43 | %5 | 76 05467
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3) Paired Difference (*paired differences reflect changes with baseline)

c oy
@R e [ | Py P e [P e | e | P
difference Value difference Value value
@0 | gy |72 | 0] 185 | 169 |0 | 4] 25 | oses | oe | 160 | wans | omi
Smly o | B8 | 8] %2 | 185210 [ooor [ | 4 | 165193 | 0ot [ 26 | 1043 | oo
i | 9| 194 | 77211 [0oor | 40| 174 | 154193 [ 0001 | 18 | 0135 | 00
. i | 49| 184 | 118151 [0 | 48] 06 | 2715 | 0% | 140 | 120159 | omn
o | ong | an0] 10 | 123158 | oot | 28| 106 | 87126 |00t | 29 | 1148 | oo
wie | 46| 127 | 10945 | 000 | 36| 11 | 92131 |1 | 12 | 0731 | 0216
00 |y i | 40| 14 | 17152 |00 | 48| 44 | 2365 | oot | 99 | 81118 | o0t
Tod || O [ 4] 184 | 11752 | 0001 | 41| 121 | 101340 | 0001 | 19 | 0136 | 00
Symptoms i | 4| 126 | 108144 |©oor| 20| 123 | 10243 | 000 | 08 | <1127 | 044
00 |y i | 9| 28 | 22720 [0t | 47| 117 | onas [ oo | 177 | 154200 | oom
Qualty of one | 4| 27 | 31530 | 000 | 40| 23 | 28319 |01 | 30 | 1860 | o0
e | % wie | 47| B2 | 0934 [ 000 | 28| 207 | 7123 |01 | 28 | 0849 | 00w
0 |y i | w6| 179 | 154204 [0 | 30| 65 | 0832 | @oon | 239 | 211286 | 0om
Sod o O | )| 198 | 172223 | QU1 | %2 | 178 | 1624 | QW1 | 19 | 0562 | 01
Limaion 1K | 44| 194 | 168220 | 0001 | 38| 168 | 140196 | OO0 | 25 | 0148 | 0088
- vig | 40| 50 | 4357 [ | 46| 27 | B6-19 | @01 | 77 | 6886 | oom
ryscd | | ¥ | 4| 59 | 6267 | (0001 | 36| 51 | 4359 | (001 | 06 | 0316 | 0787
Summary 82| 49| 52 | 4460 | Q01| 389| 50 | 4259 |©001| 00 | -1010 | 0958
5 |y vie | 43| 34 | 2642 |@oon| 47| 01 | o1t |omr | 41 | 3151 | o0
Moo | ot | | a5 | 2843 |00t [ 3| 45 | 3554 |00t | 00 | 0909 [ 026
Summay WHE | 43| 35 | 2743 | Q01| 01| 40 | 3149 [©00 | 03 | 0512 | 045
i | s4] 006 | 005007 | 001 | 419 001 | -008000 | 0082 | 007 | 006000 | (0001
sz zg’;” on2 | 77| 006 | 004006 | 000t | 20| 005 | 0os0o7 | 0001 | 000 | -0oo00r | 07
iz | 45| 004 | 003005 | 0001 | 31| 0o | 008006 | (0001 | 000 | -002001 | 0766
4) 7|} - HFEY x|y § Z[CHSH B2 BA|, d2f= 7K)
amer | OB e R pulh o
Acute Kidney Injury
ﬁ‘:j’ﬁ: :t'g;‘:‘s’ (gﬂg%) 30%| Stage | |496| 5 |1.0|454 |31 |68| |-58 __2'.";%
ﬁ‘:j’ﬁ: :t'g;‘:‘s’ (gﬂgfg) 30%| Stage I |496| 0 |0.0|454| 5 |1.1] [-1.1] NA
ﬁ‘:j’ﬁ: :t'g;‘:‘s’ (';"gfg) 30%| Stage Il |496| 2 |0.4|454| 3 |07| |-0.3 _(1),};3
Vascular Injury
V?:;‘:\'{"" (ack |302|  Major | 496 | 1020|454 6 [1.3] |1.53 35252
V?:jﬁ‘r‘:/a' (';"gfg) 30|  Minor | 496| 21| 42454 | 4 |09| |492 Jf;
Access—Site Complications
Cicnfzﬁz;:::s ack |302|  Major | 496 | 1 |02]454 1 [02] 092 ?fgé
Cé)?:\:?)ﬁts:;tsl:)t:s ('gﬂgfg) 302|  Minor | 496 | 2 |04 |454| 11 [24] o016 %’%
Bleeding Complications
(i’,',iﬁfif% (678 |30 lg%r;%:{?j;gl 496 | 18 36| 454 | 111|245 |012| PO
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1X X} TAVR SAVR RR| 95%
ZppE A A= X p
BIER | o) M) R N Jeert] % | N [evert] % r“l(HR) cl
. life—threateni
bleeding Mack 0.04,
(VARC-2) | (2019) .mg. 496 | 6 | 1.2|454 | 54 (11.9 0.09 0.22
/disabling
bleeding Mack . 0.10,
(VARC-2) | (2019) Major 496 | 13 | 2.6 |454 | 61 |13.5 0.18 0.33
bleeding Mack ) 0.37,
(VARC-2) | (2019) Minor 496 | 24 | 4.8 |454 34|75 0.63 107
bleeding Mack life—threateni
(VARC-2) | (2019) ng/d|sal:_>\|ng 496 | 38 | 7.7 | 454 | 117(25.9 0.250.17,0.37
or major
bleeding Mack life—threateni
(VARC=2) | (2019) | 11 g 496 | 14 | 2.8| 454 | 58 [12.8 0.20{/0.11,0.36
/disabling
bleeding Mack )
(VARC-2) | (2019) Major 496 | 26 | 5.3 | 454 | 64 [14.2 0.34]0.22,0.54
bleeding Mack )
(VARC-2) | (2019) Minor 496 | 38 | 7.7 | 454 | 43 | 9.6 0.79]0.51,1.22
bleeding Mack
(BARC) (2019) Type 1 496 | 4 108|454 12|26 0.30{0.10,0.93
bleeding Mack
(BARC) (2019) Type 2 496 | 20 | 4.0|454 | 13 |2.9 1.42|0.71,2.86
bleeding Mack
(BARC) (2019) Type 3A 496 | 10 [ 2.0 | 454 | 45 | 9.9 0.19]0.10,0.38
bleeding Mack ol
(BARC) (2019) 30 Type 3B 496 | 7 | 1.4|454 | 63 |13.9 0.09]0.04,0.20
bleeding Mack
(BARC) (2019) Type 3C 496 | 0 0 |454| 1 |02 NA NA
bleeding Mack
(BARC) (2019) Type 4 496 | 2 |04 |454 |19 |4.2 0.09]0.02,0.40
bleeding Mack
(BARC) (2019) Type b 496 | 2 [ 04454 | 0 0 NA NA
bleeding Mack
(BARC) (2019) Type 1 496 | 8 |1.6|454| 12|26 0.60|0.24,1.46
bleeding Mack
(BARC) (2019) Type 2 496 | 32 | 6.5|454 | 23 | 5.2 1.2710.74,2.17
bleeding Mack
(BARC) (2019) Type 3A | 496 | 20 | 4.0 | 454 | 49 |10.9 0.35]0.21,0.59
bleeding Mack A
(BARC) (2019) 14| Type 3B | 496 | 13 | 2.6 | 454 | 66 |14.6 0.16(0.09,0.30
bleeding Mack
(BARC) (2019) Type 3C | 496 | 4 [ 08454 | 2 |05 1.77/0.32,9.67
bleeding Mack
(BARC) (2019) Type 4 496 | 3 |0.6|454| 19 |4.2 0.14]0.04,0.48
bleeding Mack 0.28,25.9
(BARC) (2019) Type 5 496 | 3 [06(454| 1 |02 2.70 4
Echocardiography Results
Patient Mack
-Prosthesis (251‘39) Moderate | NA | NA | NA | NA | NA | NA
mismatch base
Patient line
~Prosthesis | (5Cry) Severe | NA [ NA|[NA| NA | NA|NA
mismatch
Patient
~Prosthesis | (5Cry) Moderate | 470 | 140(29.8| 395 | 92 [23.3| | 6.5 | 0.6,12.4
mismatch 302
Patient =
~Prosthesis | (5Cry) Severe | 470 |20 |4.3|395|25 63| |[-2.1] -5.1,09
mismatch
Patient
~Prosthesis | (5Crs) Moderate | NA | NA | NA | NA | NA | NA
mismatch
- 14
Patient
~Prosthesis | (5Cry) Severe | NA | NA | NA| NA | NA | NA
mismatch
Atrial Mack | & | new onset
fibrillation | (2019) | 2ig4 AF 417 |1 17 | 4.1 369 |131(35.5
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1 XX TAVR SAVR ‘J RR| 95%
Z47 EA A|A EHX P
BIAF | o) VB BF N lever] % | N Jovert] % | "I(HR) CI
. present on
ﬁb':fl'a":i'on (ack 30 17| 1 |59)131] 3 |23
Day ECG
. Not present
Atrial Mack
forilation | GOTS) on 30 Day | 17 | 16 |94.1| 131 [ 120|91.6
ECG
Atrial Mack 30 Day ECG
fibrillation | (2019) missing 1700101131 8 |61
Atrial Mack new onset
foiiagion | OGS) e 417 | 21 | 5.0 | 369 | 145|39.3
. present on
 Atrial Mack 30 NA | NA | NA| NA | NA | NA
fibrillation | (2019)
s00 |_Day ECG
Atrial Not present
At Mack on 30 Day | NA | NA| NA| NA | NA | NA
fibrillation | (2019)
ECG
Atrial Mack 30 Day ECG
fibrillation | (2019) missing NA | NA T NA | NA T NA | NA
Atrial Mack new onset
forilagion | OGTS) e 417 | 29 | 7.0 | 369 | 150 |40.7
. present on
 Atrial Mack 30 NA | NA | NA| NA | NA | NA
fibrillation | (2019)
14 Day ECG
. ~ | Not present
 Atrial Mack on 30 Day | NA | NA | NA | NA | NA | NA
fibrillation | (2019)
ECG
Atrial Mack 30 Day ECG
fibrillation | (2019) missing NA | NA T NA | NA T NA | INA
AF duration é"gfgk) < 24nrs | 17 | 11 [64.7) 131 | 41 (31.3
. Mack | &
AF duration | 75079) | ooy ) 24hrs 17 | 5 |29.4] 131 | 51 |38.9
[= i)
AF duration é"gfgk) Unknown | 17 | 1 | 5.9 131 39 [20.8
AF duration (g"gfg) < 24nrs | 21 | 11 [52.4| 145 | 46 |31.7
AF duration (%’fg) 302| 24hrs | 21 | 6 |28.6| 145 | 54 |37.2
AF duration (gﬂgfg) Unknown | 21 | 4 |19.0/ 145 | 45 [31.0
AF duration &”51‘35) < 24hrs | 29 | 12 |41.4| 150 | 46 |30.7
AF duration &”51‘35) 1| yoanrs | 29 | 8 |27.6) 150 | 56 |37.3
AF duration ggfg) Unknown | 29 | 9 [31.0] 150 | 48 |32.0
Mack Electrical
AF treatment (2019) cardioversion 17 7 141.21 131 1] 11|84
Electrical
AF treatment (g/l(?%() cautery/ablat| 17 | 1 [59|131| 0 | O
ion
Mack P Medical
AF treatment (2019) ol cardioversion 17 11591131 8 |6.1
Mack New
AF treatment (2019) medication 17 4 123.5( 131 |100(76.3
AF treatment (gﬂgfg) Other | 17 | 1 |59]131]| 0| 0
AF treatment &”5%) No action | 17 | 3 |17.6/ 131 | 12 | 9.2
Mack Electrical
AF treatment (2019) cardioversion 21 7 133.3] 145 | 13 | 9.0
Electrical
AF treatment é/l&cg) cautery/ablat| 21 1148|145 0 | 0.0
30| __ion
AF treatment | Mack Medical | 511 4 148|145 8 |55
(2019) cardioversion : :
Mack New
AF treatment| (377 gt | 21| 7 [333] 145110759
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1 XX TAVR SAVR ‘J RR| 95%
Z47 EA A|A EHX P
Al | g [ME] B8R N lever] % | N Jovert] % | "I(HR) CI
AF treatment é"&cg) Other | 21| 1 |48]145| 1 |07
AF treatment (g/l(z)a%) No action 21 4 119.01 1451 13 | 9.0
Mack Electrical
AF treatment| bTS) corgoce 129 | 7 |241[ 150 | 13 | 87
Electrical
AF treatment (E/IS%() cautery/ablat| 29 | 1 |3.4[150| 0 | O
ion
Mack Medical
AF treatment 2019) | 19 | cardioversion 29 11341650 9 |6.0
Mack New
AF treatment| (Y076 ot | 29 |12 |41.4] 150 | 113|753
AF treatment éﬂgfg) Other | 29 | 1 |34|150| 1 |07
AF treatment éﬂ&cg) No action 29 | 7 (2411150 14 | 9.3
Echo Paravalvular Regurgitation
Paravalvular
aortic (%’%) None/Trace | 487 | 343|70.4| 421 | 409 97.1
regurgitation
Paravalvular
aortic (gﬂgfgk) 30|  Mid | 487|140(28.7| 421 | 12 | 2.9
regurgitation
Paravalvular
aor.tic. (g/l(?%() =moderate | 487 | 4 [ 08]421| O 0
regurgitation
Paravalvular
aortic (g"gfgk) None/Trace | 466 | 326 |70.0| 381 |371|97.4
regurgitation
Paravalvular
aortic. é"gfg) iIE] Mid | 466 |137(29.4| 381 | 8 |2.1
regurgitation
Paravalvular
aortic éﬂgfg) Zmoderate | 466 | 3 | 0.6|381| 2 |05
regurgitation
Echo Total Aortic Regurgitation
Total AR (%’fg) None/Trace | 490 | 345|70.4| 428 | 409 |95.6
Total AR (g/'gfg) 30|  Mild | 490 | 141|28.8| 428 | 18 | 4.2
Total AR (gﬂgfgk) =moderate | 490 | 4 | 08428 | 1 |02
Total AR (%a%) None/Trace | 470 | 322 |68.5| 389 | 365 |93.8
Total AR &/'51‘35) e Mild 470 |143(30.4/ 389 | 22 | 5.7
Total AR (%j%) >=moderate | 470 | 5 | 1.1]389| 2 |05
NYHA Class (Mack 2019, Figure S7)
Mack
NYHA || bEck 1 496 0.4 | 454 15
Mack
NYHA 11| B0 | ase 2 496 68.3| 454 747
NYHA I éﬂgfg) line 3 496 30.6| 454 22.7
NYHA IV é"&cg) 4 496 06 | 454 1.1
Mack
NYHA || BEC 1 493 80.3| 433 66.7
NYHA 11| Meck 2 493 18.5| 433 28.9
2019) | , 0,
=
NYHA Il (gﬂgfg) 3 493 12433 4.4
NYHA (%’%) 4 493 0 | 433 0
Mack
NYHA || HECK 1 480 82.3| 407 833
14
NYHA 1| (g"gfg) 2 480 16.7| 407 15.2
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NYHA Il | ek 3 480 1.0 | 407 15

NYHA v &Agfg) 4 480 0 | 407 0
KCCQ-0S (Baron 2019, supplementary table 5) OR

KCCQ-0S (%%r%‘) |mprL<?vrgSnem 494 43.7| 449 19.1 |
KCCQ-0S (%%r%‘) |mhgssgfnt2m 494 18.3| 449 14.3 |
KCCQ-08 | Fa0) o Imprsorcsr‘LM 494 11.6| 449 10.3 |
KCCQ-0S 8%%“) = | No Change | 494 19.3| 449 22.8

KCCQ-0s | 32t Worse | 494 6.7 | 449 32.2 N
KCCQ-0s | 32t Dead | 494 0.4 | 449 14 N
KCCQ-0S (%%r%‘) lmprLjvrgfnem 494 44.2| 449 37.1 |
KCCQ-0s | 23 lm“gfjgf;gm 494 20.6| 449 216 L
KCCQ-0S | 2a0) o Imprsorcsr‘LM 494 14.8| 449 16.7 ]
KCCQ-0S 8%%‘) = | No Change | 494 15.8| 449 15.8

KCCQ-0S g%r{’g) Worse | 494 4.1 | 449 6.3 N
KCCQ-0s | 2t Dead | 494 0.4 | 449 2.4 N
KCCQ-0S (%%r%‘) lmprLjvrgfnem 494 44.2| 449 38.4 |
KCCQ-0s | 22 lm“gfjgf;gm 494 18.6| 449 20.4 L
kccQ-0s | B3R 123 Imprsorc(jr‘lwem 494 14.9 449 12.2 L
KCCQ-0S 8%%‘) = | No Change | 494 16.5| 449 19.0

KCCQ-0S g%r{’g) Worse | 494 4.8 | 449 7.3 N
KCCQ-0s | 33t Dead | 494 1.0 | 449 2.7 N
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1.3. Evolute 91 XI2FS

Trial Evolute
1XXHHE) | Popma (2019)
712 | NCT no. | NCT02701283
mu | AFOXRI | RCT
AR | chFIHEF, o Zata) g, ERtE, RAEWE 0[F)
DEIIZ | 8674 ME
A= Nl doll A TAVR vs. SAVRL| Zatgtol
DXt 2016.03-2018.11.
gt Severe AS (M with symptom, M without symptom)
O Intermediate risk group
risk M Low risk group (7|Z&: 30¥ GIE AULE 3% O]
O 7I&f ( )
+ 30Y OlE S=ALURAE 3% 0|2HZ MO|EQ| MEEOA Ht
* Severe aortic stenosis
SH0| A= A2 FAYEH HZ30HY HSHHHM <1.0 cm2, or
mean gradient 240 mmHg, or maximal aortic valve velocity
>4.0 m/sec
SH0| gl= 4%
- SAMEY MESOMY sUIHAE <1.0 cm2, and mean
gradient 240 mmHg, or maximal aortic valve velocity =24.0
MEH7|Z= m/sec
- SAMEY MES0H tHEHIHEY <1.0 cm2, AND a mean
gradient 240 mmHg or maximal aortic valve velocity >24.0
m/sec AND an exercise tolerance test that demonstrates a
limited exercise capacity, abnormal blood pressure response,
or arrhythmia
- FAME dz30Y HSHHHM <1.0 cm2, AND mean
gradient 240 mmHg, or maximal aortic valve velocity >4.0
by LA m/sec, AND a left ventricular ejection fraction (50%
ey | - C1SE SHfRtE siTiElY QAAlE &of ol
1. AREHE F7] AE
2. OfAmE, ST, bivalirudin, ticlopidine, clopidogrel, Nitinol,
ZAH & AN Foforg F7|SAL
3. Ui LAZT, dAM AT, SN S LUTOH SR}
4. #3d dUEs Zalet lES
5. PEQUHHE 30 O|LY bare metal stentZ E7{Lt 180 O|Lf
drug eluting stent A|&S E2 &At
6. CHda&ak Synergy between Percutaneous Coronary
Intervention with Taxus and Cardiac Surgery (SYNTAX) score
WHPIE | Uae woy 105 o dse Asa Ha Ee K20l o
2tX}
8. &2l A3 St
9. 2 WYY HES F= TIA
10. AHUEL
1. =E8AHE 2X}
12. ZSX|04
13. 7|CH=2H 24742 0|2k 2kX}
14, Z2EZ ZFp7F OS2 OIS, AER|, 2| dH
156, T2 ALAR™ X
16. EX 30 0|1 54 HZEM
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17. 38 +&0| 23 &t
18. Y E= RS A}
19, DIgEA E= HH2Z FR Y

LS HH7|E
20. OfF QIZAINMS} AlSS wre 3K}

=

21. +% EE 420 LR 53 22X AR
22. 4% EE 420 WRH 53 H4HW AR
23. 4% EE Y20 WRS S5E-55 30N HY

24. Y HZH|IUS

25. O|H

26. z{eld M3lst

27. self expanding bioprosthesis HiX|5H7|0f 2&Y5t Valsalva %4

28. Aortic annulus diameter (18mm £ >30mm

29. E|St = MESH H2O0| 02 s SHHS

30. Access vessel mean diameter (5.0 mm: Evolut 23R, 26R, or
29R
access vessel mean diameter (6.5 mm: Evolut 34R mm or
Evolut PRO
left internal mammary artery graft access vessel mean
diameter ¢6.5 mm: Evolut 23R, 26R, 29R
left internal mammary artery graft access vessel mean
diameter {6mm: CoreValve 31 mm, Evolut R 34R or Evolut
PRO

XIS =0 SOz OgEse M) OF O 7JIE
MY 7Y | Z AOIEQS| CStA| AAE 0|2t AT HI|E

sto g | 302 OIF +EAUHE 3% DO S A/ (e IS 4
2l 71 AO|EQ] MAE0| HoretCtndt 7|, o7|E Qg
S TAVR
Corevale (MMl HME : CoreValve, Evolut R, Evolut PRO )
. O Sapien (&AMl ®Z : )
Device " o
A7 =7 O lotus (&M HZ : )
1 7|Et (MM JHE - )
Mo+& 0 SAPIEN XT, CoreValve® M SAPIEN 3, Corevalve Evolut R
M2 4= TF TA O 7|EK ) O NR
AN SAHAH * random F& & YUY 2 valveAlo|= Z2H
MY surgery
Devi tissue valve (MA| XI& : bioprosthetic heart valve)
evice
H| S XY O 7IEL (MM HE - )
NTES S
O BT sgo w33 @ Aoz gRo BEopt 7Y
(=]
XY Aol 7=
. proximate cardiac cause, non—coronary vascular conditions,
82?[?“&“'“ All procedure-related deaths, All valve-related deaths,
Sudden or unwitnessed death, Death of unknown cause
N Non-cardiova | primary cause of death is clearly related to another
ZapHs scular death condition (eg, trauma, cancer, suicide)
Ho| STROKE Serial neurological examinations using the modified Rankin
AND Scale (MRS) were performed by certified observers before
TRANSIENT and after the procedure
ISCHEMIC .
ATTACK (TIA) | Stroke:

duration of a focal or global neurological deficit 224 h; OR
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Kidney Injury)

(1.5-1.99 x increase compared with baseline) or increase

ey e 71E
(24 h if available neuroimaging documents a new
hemorrhage or infarct; OR the neurological deficit results in
death
Disabling stroke: an mRS score of > 2 at 90 days and an
increase in at least 1 mRS category from an
individual's pre-stroke baseline
Non-disabling stroke: an mRS score of {2 at 90 days or
one that does not result in an increase in at
least 1 mRS category from an individual’s pre-stroke
baseline
TIA:
Duration of a focal or global neurological deficit {24 h, any
variable neuroimaging does not demonstrate a new
hemorrhage or infarct
HEY, 2, MY S Z2 HHES AI0| gl= 4%
A@nt MZo0) gk T, Hoo|x| EH
1. 722t O|LHo|l L@= OF2it 22 B4 :Peri-Procedural Ml
- New ischemic symptoms (e.g. chest pain or shortness of
breath), OR
- New ischemic signs (e.g. ventricular arrhythmias, new or
worsening heart failure, new ST-segment deviations -
either elevation »1 mm or depression »1 mm in two or
more contiguous leads, hemodynamic instability, or imaging
evidence of new loss of viable myocardium or new wall
motion abnormality), AND
Confirmatory biomarker evidence, consisting of two or
more samples for CK-MB that are 6-8 hours apart with a
20% increase in the second sample and a peak value
exceeding 10x the 99" percentile upper reference limit
(URL), or a peak value exceeding 5x the 99" percentile
URL and with new pathological Q waves in at least 2
contiguous leads.
2.72AI2t O|F0f L&E Ozt #2 B4 © Spontaneous MI
MYOCARDIA ‘Detection of rise and/or fall of cardiacbiomarkers VAR
L (preferably troponin) with at least one value above the C
INFARCTION | 99th percentile URL, together with evidence of myocardial
ischemia with at least one of the following:
: ECG changes indicative of new ischemia (new ST-T
changes or new left bundle branch block [LBBB]):
: development of pathological Q waves in at least 2
contiguous leads;
imaging evidence of new loss of viable myocardium or
new regional wall motion abnormality
: Sudden, unexpected cardiac death, involving
cardiac arrest, often with symptoms suggestive of
myocardial ischemia, and accompanied by presumably new
ST elevation, or new LBBB, and/or evidence of fresh
thrombus by coronary angiography and/or at autopsy, but
death occurring before blood samples could be obtained, or
at a time before the appearance of cardiac biomarkers in
the blood.
. Pathological findings of an acute myocardial
infarction.
IfthepatienthasahistoryofMl,indicate “Yes” ontheBaselineCRF.
Lifethreateni Elfgﬁf}:eaét%?lnq or Disabling Bleeding
ng or. - 20 @V|(=, AL, Mz S)o| 5 YAR
Disabling | _ Risiaf/xaig/Kig(vasopressors)/+SS 0|ots 58 ¢
pleeding - hemoglobin of >5 g/dl &4 £= RBC &3 >4 units
Overt bleeding either associated with a drop in the
hemoglobin level of at least 3.0 g/dL or requiring
Maior transfusion of 2-3 units of whole blood/RBC .
Bl ) di AND Does not meet criteria of life-threatening or disabling
eeding bleeding B
- hemoglobin of >3 g/dl Z4 L= RBCs 8 2-3 units
- Life-threatening or Disabling Bleeding &&0]| 04
Any bleeding worthy of clinical mention (e.g. access site
Minor hematoma) that does not qualify as life-threatening,
Bleeding disabling or major o
- life—threatening, disabling or major?} Ofd &%
Renal Failure | - Al&Fot HlW6ty] ™ FOtE|H Hgt 2 AHZF 30| VAR
(Acute Stage 1: Increase in serum creatinine to 150-199% C
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ey e 7|1E
of > 0.3 mg/dl (226.4 umol/L)
Urine output 0.5 mL/kg/h for )6 but <12 h
Stage Increase in serum creatinine to 200% to 299%
2.0 to 2.99 X increase compared with baseline)
Urine output <0.5 mL/kg/h for )12 but <24 h
Stage 3: Increase in serum creatinine t0>300% ( 3 x
increase compared with baseline) or serum creatinine of>
4.0 mg/d (2354 umol/L) with an acute increase of at
least 0.5 mg/dl (44 umol/L)
Urine output 0.3 ml/kg/h for 224 h
Anuria for 212 h
- CisEte|, Chs OFY left ventricle perforation, or new
apical aneurysm/ pseudoaneurysm
- Access site or access-related vascular injury leading to
death, life-threatening or major bleeding, visceral
Maior ischemia, or neurological impairment
Vasjcular ~ Distal embolization (noncerebral) from a vascular source VAR
Complications requiring surgery or resulting in amputation or irreversible C
p end-organ damage OR
- The use of unplanned endovascular or surgical intervention
- Any new ipsilateral lower extremity ischemia
- Surgery for access site-related nerve injury
- Permanent access site-related nerve injury
- Access site or access-related vascular injury not leading
to death, life—threatening or major bleeding, visceral
ischemia, or neurological impairment OR
Minor - Distal embolization treated with embolectomy and/or
Vascular thrombectomy and not resulting in amputation or
Complications irreversible end-organ damage OR
p - Any unplanned endovascular stenting or unplanned surgical
intervention not meeting the criteria for a major vascular
complication OR
- Vascular repair or the need for vascular repair
Elc?)rscuurteaneous Failure of a closure device to achieve hemostasis at the
device failure arteriotomy site leading to alternative treatment
VALVE
RYSFUNCTlO Any valve dysfunction that requires repeat procedure (eg,
REQUIRING balloon valvuloplasty, TAVR, snare repositioning, placement
REPEAT of vascular plug paravalvular leak, or surgical AVR)
PROCEDURE
Of2 AFRE QI5H XIS
syncope, dizziness, shortness of breath, orthopnea,
HEART hepatomegaly, pulmonary rales, hypotensuon elevated BNP,
FAILURE jugular vein distension, low serum sodium concentration,
HOSPITALIZA | €xercise intolerance, chest
TION pain, renal or hepatic dysfunction, peripheral edema,
paroxysmal nocturnal dyspnea, abdominaljugular reflex,
narrow pulse pressure, radiographic evidence of pulmonary
edema
£ 4 TAVR SVAR
A3F2|54(enroll) 2,032
randomised 2,032 1011 1021
CHAIR}: -
S&/NE 8K} 1,938 994 944
S A AR} 1,910 974 936
ga2tg (24) 1,505(21.2%) 789 (19%) 716 (23.5%)
nRCfY 54
g+t
247 I N B o=
2} s HX  BE  HZ NYHA
= =7 b Pace
=8 3 N B@W o) o5 s 34  CABG POl ko VR
CHR} Popma TAVR 725 741 64 10 NR 251 25 142 32 0
=
£4 2020) "savR 678 736 662 19 NR 284 21 128 38 0
ngg&? TAVR 734 740 638 1.9 NR 246 : 25 139 34 0
7T SAVR 734 738 664 19 NR 279 23 127 38 0

_38_



et siop MR
me AP ML gmd ager T
2=

Ao
ro

34 cap P

E’;g%? TAVR: 10.2 75 10.2 154 6.6 314 848 04 NR 150
-AT SAVRi{ 11.8 83 118 145 49 305 826 0.1 NR 180

Popma  TAVR: 10.1 7.6 10.1 155 67 31.1 849 04 NR 151
(2020)

-ITT SAVRi{ 114 85 114 149 53 305 829 01 NR 172

STS, Society of Thoracic Surgeons score; LES, Logistic EuroScore I; NYHA, New York
Heart; CABG, coronary-artery bypass grafting: PCl, percutaneous coronary intervention;
AVR, aortic-valve; CAD, coronary artery disease; PVD, peripheral vascular disease; AF,
atrial fibrillation; MI, myocardial infarction; COPD, chronic obstructive pulmonary disease.
Theurological event, *AFS} atrial flutterS $FEI CHAIK

**OIM HEmA a5 Bk= M7 IEY

ey

il _ -
o HHEMIE It A
|2t
1) 0|2y #4
As Treated
TAVR SAVR
1R .
ZATHA x
Zopas @x) |ME y levele |y evelo difference, 95% Cl
nt* nt* |
Death from any cause or Popma —18(-32t0 —05)
disabling stroke (2019) 117256 08 167818 |2.6
Death from any cause E’fg%ﬁ 1 |725|4 |05 (678|9 [13| —08 (19102
Death from cardiovascular Popma . _
v 2010y |1 |725|4 |05 (678 |9 |13 08 (-191002)
All stroke ?;O{g';’ 1 |725|25 |3.4|678|23 (3.4 00 (191019
Disabling E’fo{g? 1 |725|4 |05 (67812 [1.7 | —12 (2410 —02)
Nondisabling ff |1 [725]22 |30 |678 |12 [17 | 12 (-03029
. . . Popma 4 —
= Transient ischemic attack 2019) 11725 |4 0.6 |678 |5 0.8 02 (-1.2107)

30-Day composite safety Popma _ . _
end pointt (2019) 1 725|138 |53 |678|73 [10.7 54 (—83to —26)

Life-threatening or Popma i _ _
disabling bleeding 2019) |1 |725]17 |24 |678|51 |75 51 (75t —29

Major vascular complication ?;O{g';’ 1 |725|28 [3.8 [678|22 |3.2 06 (141025

Acute kidney injury stage 2| Popma _ _
or 3 2019) 117257 0.9 {67819 |2.8 18 (3410 —0H)

Atrial fibrillation fg {g"; 1 |725|56 |7.7 | 678|240 |35.4) —27.7 (-3181t0 —236)
Permanent pacemaker Popma

mplantation (2019) 1 725|126 17.4/678 |41 [6.1 113 (8010 147)

Myocardial ~ infarction fgg{g’;’ 1 1725|7 |09 |678|9 (13| —04 (-15107

Coronary-artery obstruction ffg%? 1 1725|7 0.9 |678 |3 0.4 05 (0310 14)

Endocarditis E’gg{g? 17251 |01 (678 |1 [02| —01 (07103
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TAVR SAVR
1K} .
ZapH A (¢E) AL N levelo [N [evelo difference, 95% CI
nt* nt* |
Valve thrombosis E’gg{g? 117251 |01 (678 |1 |01 00 (04 to 04)
Aortic  reintervention ?é) %s)a 11725|3 0.4 |678 13 0.4 00 (0810 0.7)
Hospitalization for heart Popma —13 (2810 0.1)
o @019 |1 |726]9 |12 |678(17 |25
Death from any cause or Popma _1a(_
disabling stroks @019 |12|725|21 |2.9 |678(31 |46 1.8 (—40 10 0.4)
Death from any cause E’g {g? 12|725 |17 |2.4 |678 |20 [3.0| —06 (26113
Death from cardiovascular Popma . .
e 2070y |12|725|12 |17 678 |18 |26 09 (271007
All stroke E’gg{gﬁ 12|725|30 |4.1 |678|29 (43| —02 (24119
Disabling E’g {g? 12|725|6 |0.8 |678 |16 [2.4 | —16 (31t —03
Nondisabling fgg{g? 12|725|25 |34 |678[15 |22 | 11 (-06129
Transient ischemic attack E’gg{gﬁ 1272512 [1.7 |678 |12 [1.8| —02 (16113
Life-threatening or Popma _ _ _
disabling bleeding 2019 |12|725|23 |3.2 |678{60 |8.9 57 (8410 —3.1)
Major vascular complication ffg{g? 12172528 [3.8 |678(24 |35 03 (-1.710 293
Acute kidney injury stage 2| Popma _ _
o @b19 |12|726|7 |09 |678(19 |28 18 (-34 10 —05)
Atrial fibrillation E’g {g? 12]725|71 |9.8 | 678|260 [38.3] 285 (-3281t0 —24.1)
Permanent pacemaker Popma
irmplantation (2019 |12|725(141]19.4/678 |45 |6.7 126 (9210162
Myocardial  infarction E’gg{gﬁ 1272512 [1.7 |678 |11 [1.6 01 (131015
Coronary-artery obstruction ?é) %s)a 121725 |7 0.9 |678 |3 0.4 05 (0310 14)
Endocarditis fgg{gﬁ 1217251 |02 |678 |3 |04 | -02 (-09105
Valve thrombosis E’gg{gﬁ 1217251 |02 |678|2 |03 | —01 (091t 05
Aortic reintervention ?é) %s)a 1217255 0.7 |678 |4 0.6 00 (-1.0t0 09
Hospitalization for heart Popma . N _
o 2019 |12|725|23 |3.2 |678|44 |65 34 (-59to —1.0)

* event %OIA FEE

* Values represent the estimated incidence (median of the posterior probability
distribution as calculated by Bayesian analysis). Caution should be exercised
regarding drawing inferences about absolute treatment effects with the 95%
Bayesian credible interval (BCl), owing to multiple secondary end-point

comparisons

tThe 30-day composite safety end point was a composite of death, disabling
stroke, life—threatening bleeding, major vascular complication, or stage 2 or 3

acute kidney injury.

_40_




(2) ITT TRk Xt

TAVR SAVR
Zapus 8 | Tove] | | ove] o | Gferone 9%
nt*| nt¥ | 7

Death from any cause - % P&%%@ 1 |734]4 |05 |734|6 (0.8 [-0.3 (-1.2, 0.6)
Cardiovascular - % P(%%qg)’ 1 |734]4 |05 |734[4 |06 |-01 (-1.0,07)
All stroke - % P&%Tga 1 734015 |21 (73414 [1.9 |02 (-1.2, 1.7)
Disabling stroke - % P&%%@ 1 |734(3 |04 |734|7 ]09 [-05 (-1.5, 0.3)
Non-disabling stroke - % P(%gqg)’ 1 |734(14 [1.9 |734|8 [1.1 0.8 (-0.4, 2.1)
Jjansientischemic attack - P&g;“ga 1 |734|4 |05 |734[1 |02 |03 (-0.4, 1.0)
Myocardial infarction — % P&%%@ 1 |734]7 (09 |734|4 (06 |03 (-0.7, 1.2)
Endocarditis = % P(%%qg)’ 1 |734(1 |01 |734|1 |02 [-0.1 (-0.7, 0.3)
Valve thrombosis — % P&g;“ga 1 |73a]1 |01 [734[1 |01 |00 (-0.4, 0.4)
Aortic reintervention - % P&%Tg"i 1 |734(1 |02 |734|3 |04 [-0.1 (-0.8, 0.5)
Heart failure rehospitalization | Popma 1 734 |7 09 |734 |8 11 1-02 (1.2, 0.9
- % (2019) : : : e Y
Death from any cause - % P@g;“ga 12 | 734 |18 |2.4 |734 |21 |2.9 |-0.5 (-2.4, 1.3)
Cardiovascular - % P&%%@ 12 1734112 (1.7 |734(19 [2.6 |-0.9 (-2.6, 0.7)
All stroke - % P(%gqg)’ 12 1734129 |4 |734(31 |42 [-0.2 (-2.4, 2.0)
Disabling stroke - % P&g;“ga 12 |734 6 [0.8 |734(15 |2.1 [-1.3 (-2.7, -0.0)
Non-disabling stroke - % P&%%@ 12 | 73424 [3.3 |734(18 [2.4 0.9 (-1.0, 2.7)
Transient  ischemic attack —|Popma 12 1734112 |16 |734 |14 1.9 |-0.3 (-1.8. 1.2)
% (2019) : : : 1
Myocardial infarction — % P&%Tga 12 |734 (12 1.7 |734 |12 [1.6 |0.1 (-1.4, 1.5)
Endocarditis = % P(%Tg"i 12 17341 |02 |734|3 |0.4 [-0.1 (-0.8, 0.5)
Valve thrombosis - % P(%gqg)’ 12 |734 12 103 |734|2 |03 [-0.0 (-0.8, 0.7)
Aortic reintervention - % P&%Tga 12 | 734 |5 0.7 |734 |4 0.6 [0.1 (0.9, 1.0)
Heart failure  rehospitalization | Popma _ _ _
it b6} | 12 | 734 |26 |36 |734|49 |6.7 |-3.1 (-5, -0.6)

* event %OIA F=EE

* Values represent the estimated incidence (median of the posterior probability
distribution as calculated by Bayesian analysis). Caution should be exercised
regarding drawing inferences about absolute treatment effects with the 95%
Bayesian credible interval (BCl), owing to multiple secondary end-point

comparisons

tThe 30-day composite safety end point was a composite of death, disabling
stroke, life—threatening bleeding, major vascular complication, or stage 2 or 3 acute

kidney injury.




?) A5Y wis
= 27t
TAVR SAVR Tee %
o | B A SI2EXI0| | P-value ggl" SéN
- N [Mean| SD | N [Mean| SD| Mean [ SD
Popma _
Keeo 12 | 428| 22.2| 20.3| 347] 20.9(21.0 1.3 [
9% 1(2019) :
Popma
Keea 1 | 713| 202| 21.1| 636 9.1|22.3 109 Ly
% 1(2019) :
Qieral_|Popma 1 | 714 88.7| 14.2| 637| 78.6/18.9 8.6,
Summary (2019) : : : : 13.2
Score
KCCQ
Overall |POPMal | a3l g0a| 13.4| 47| 902|138 -1.0
Summary (2019) : : : : 3.8
Score
KCCQ
Overall |POP™ ) ool 03] 12.7] 340| 908|124 1.6,
Summary (2019) : : : : 4.3
Score
3) 7IEt - HEFY HUXE S
1K} = TAVR SAVR o RR [95%
AN A x4 H
EJ-I‘n_'r (ﬁE) A||:| oT N levent % N levent % rvalue(HR) Cl S/NS
. Popma
Total aortic Moderate
regurgitation (2019) 1 0lAF 709 25| 3.5| 626 3 0.5
Popma
Paravalvular Moderate
leak 1 S 703 24 | 3.4| 608 2 0.4
(2019)
Popma
Transvalvular Moderate
regurgitation 2019) 1 04} 695 0 | 0 | 609 1 0.2
Patient-prost | Popma
hesis 1| blogerate | gog 67 | 11.4 541 108 19.
mismatch (2019) <
. Popma
Total aortic Moderate
regurgitation 2019) 12 0l 415 18 | 4.3| 340 5 1.5
Popma
Paravalvular Moderate
leak 12 OJAf 407 15| 3.6| 326/ 2 | 0.6
(2019)
Popma
Transvalvular Moderate
requrgitation 2019) 12 04} 405 0 |0 | 3270 |O
Patient-prost | Popma
hesis 12| plogerate | 341| 23| 6.8| 203 70 | 23.
mismatch (2019) <
. Popma
Total aortic Moderate
regurgitation (2019) 24 [O1FS; 69 | 4 58/ 63| 0 0
Popma
Paravalvular Moderate
leak 24 S 70| 4 571 610 0
(2019)
Popma
Transvalvular Moderate
regurgitation (2019) 24 ol 6910 |0 6110 10
Patient-prost | Popma
hesis 24 | Moderate | 59| 3 | 51|53 8 |15
mismatch (2019) <
NYHA Class | Popma Moderate
i or IV 2019) 1 04} 706 12| 1.7| 325 30 | 4.8
NYHA Class | Popma Moderate
I or IV (2019) 12 0[At 428 8 1.8| 342 4 1.2

Xxtel 2=

2 XMYE AS SXI0|M self expanding TAVRE 2470 Z3HX|H(composite
end point of death or disabling stroke at 24 months)0lAl SAVRO| H|3H

ESOoHA| S

7|EHfunding &)

Supported by Medtronic
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1.4. STACCATO A1 XI=F:&

Trial STACCATO
1XXHSE) | Nielsen (2012)
NCT00986193 (x&8d= ¢z ols
NCT no. https://clinicaltrials.gov/ct2/show/NCT00986193?cond=Aortic+Stenosis&cntry
I|= =DK&rank=3
= | GCXR RCT
c e T ETTE!
Departments of Cardiothoracic Surgery and Cardiology, Aarhus University
i o
o Hospital (59%H)
Departments of Thoracic Surgery and Cardiology, Odense University
Hospital (11%H)
1= 20| 78t 08 XA 9l transapical-TAVI2} SAVR H|uw
BE7IZ 2008.11-2011.05
Hgt W Severe AS (O with symptom, [0 without symptom)
O Intermediate risk group
risk M Low risk group (7I&: STS score 4% Olst )
O 7IEt ( )
1. Z7|0l= 70M| O|4S WYAIZ SIACLE 76A 0l42=2 ¥Y
* R7] MY YA 2 F 3TO0IM BSOS O|&HS UMste A7
HESIAN, 0|F 75M 0|42 HZ5I 2EE
MET|E 2. S HA (o
3. a-TAVI, SAVR 7ts5t AH|
4. HBHQ X & 7|tf $Ho| 1d =it
5. o7 E0o| &QIst At
1. PCl 2 CABG g2 s EEHcoronary artery disease)
2. O™e MM
a7 3. 12742 O|Uf PCI Al3
W | AT 4.0 M
5. & 1I9&Z(high surgical risk)
6. O 9 MY 29 HoMO|FH, 4T Il ~5)
— 7. 2222407 Ol &9 B85
| 8 Eorst MIME(GEA 4F BENA} LRSI, inotropes EE
IV nitrates Q== AEH)
9. A X=7t B X&E&Ql 4
10. ot OlLie HEF
11. FAHEMO| RSt MEH
12. acetylsalicylic acid, clopidogrel, prasugrel L= x-ray ZGK 22
X
MME =9 | WM RS YRS M EE) 0RO 7B ()
AHEE A4 | VUL TR, AEAY MEQ, IIFESeY ME2
S0 715 Weekly Heart Team valve meeting O Z4I5H0] 1tA HE, MHZA, F
= SR HEXSO, ANSUERFES Y HU|is ZA ZUE V|BeE HIHE
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=1 a-TAVI

(1 Corevale (&M HZ :
W Sapien (MM HE

O lotus (MM HZ :
O 7IE (MM HIE -

)

Edwards SAPIEN™ Transcatheter Heart

Device Valve prosthesis, Edwards Lifesciences)

B SAPIEN

Moi#&2 [0 SAPIEN XT, CoreValve®
[ SAPIEN 3, Corevalve Evolut R

H2 3= O TF B TA O 7ZIEK ) O NR
o =xy A% 7HEH s=&4(cardiac catheterization laboratory)0lAl 252
HYIERL) M2t 1H S| =2t7|Hat ME7H Mg 23
T 26 mn Edwards SAPIEN™ QIZmats %ol x4t Jigs U
HERRYE Soff He= HYUE
HM SHAEY | 1. e HYERE MRS SHCE SQISHHA I HI| AFE
ZACAHZRZN 3 FLFAGHCE FES YRIE QIS &, i3y T
gt I M 7HHEE S50 HE 2880 QlgHAs Mg
3. HA 222 YAl A2 HEE S 2YEHEY 160-200)
4. 22 T 24 USH 7HHEE 82 W HXoHH, Jiges S=ot/| A
O S HjasS Mgt
Sy Surgery
W tissue valve (MM HMZ : PERIMOUNT™ aortic heart valve,
Device Edwards Lifesciences)
O 7|E} (&M HIE )
HH23|=(cardio pulmonary bypass) &2 82&/M& Salf AME
Hl S XH
1. S moks HAStD Yeist MAyeISHat 37|18 &0I5H7| o ths
AM ESXHEY W Mat=(aortic annulus)g 58&
2. ST o2 TAUE ofo| £ ZHUS FOM DHAZ
L BAE HRBIE S a2 TT AJTYS| V|5 HOIE Fed AF
2E x2S siHO=Z SOISHHM T2 HIN Al
% I2EZZ 2K 2
XEY 1 Ho|E | 7IEt
UR ZA H
composite of 30-day
all-cause mortality, 302 ESH™A| 2= QIO Qlot AIUE, F=Q HESF,
major stroke, and renal | £A0] Q5 MEXMS SFECE HI}
failure requiring dialysis
ZTIHA
i OIRF ZTf 4
32 all-cause death

BE #I02 olst Ay

cardiac death
Y Hoe=E Qlst At

stroke
HEE

myocardial infarction
AITIZ4AH
O O 1

- A4 -




X2

=

7|8t

New York Heart
Association
(NYHA) function test

NYHA 7ISEE E+

SF-36 composite
physical and mental
functional scores
SF-36 =& AlA 2 FAl
‘ls E=

aortic valve area
e

peak aortic valve

gradient
ChSofm X merext

aortic valve leakage
Chsum 5

left ventricular ejection
fraction
HAMTEe

duration of hospital stay
b}

operation for bleeding

£2= % =

permanent pacemaker
tratment
SN ASHHES|

mw re

B4

AR}

ohe
1

TAVR

SVAR

AF2H4(enroll)

525

NR

NR

randomised

72

36

36

TE/AE U

70

34

36

EER

70

34

36

o
g2eg

NR

NR

NR

CH&xF

E
£y

= 70y 54

Uz |82

STS|
) \isp,

S| N

A
1

ol

LES
(SD;

NYHA seru

i
Er
s

(%)

DM

%) Cr

)2
(%)

=l v
(%)

Lv
EF
(SD)

Uz
COPD| &2
(%) | 2

Arotic
valve
area
(SD)

peal

Aortic
valve

k

"
radaient

(SD)

SF36

S
Tisue

(SD)

T n=27
S n=32

SF
=
T

(SD)
T n=27
S n=32

34 31

9.4 1 1 1
(26.5)((1.5)(3.9

NR

2929

56.5
9.7)

0.66 . 81
0.17)

(26

)

35
(10)

47
(10

Nielsen
2012 12 |34

(4.4)(33.3)|(1.2

10.3 3.0 1
(5.8

NR|

0.0:28

56.3

(8.3 (10)

0.71
0.17)

66
(23

)

37
(12)

46
(17)

ny
B

18X}
(ex)

a-TAVI
AE

SAVR

N ‘event‘ %

N ‘event‘ %

value

RR
(HR

95%

Cl [S/NS

Primary composite outco

mes

Primary
composite
outcomes

Nielsen
(2012)

302 34 5

0.07

NS
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1R a-TAVI SAVR p |rr
ZTpH A Al 95% CI |S/NS
=TT (&%) N levent % N |event| % value |(HR 0
30-day :
ali-cause ool | 2| 34| 2 | 0
mortality
major stroke 'El‘z%?%‘ Y| 34| 2 % 1
renal failure :
. Nielsen
requiring 30 34 1 36 0
dialysis @012 =
Secondary outcomes
all-cause Nielsen o
death 2012) I 34 4 36 NR  NR| NR
cardiac death | Sr 21 nm | NRONR | NR | NRONRLNR
Nielsen o
stroke ©012) IKd | NR NR NR NR NR  NR| NR
myccad infarcion ’?‘zeo'f%” o | 33| o 36| 0 NR
pamenert premdler | Nielsen -
treatment (2012) S| 34 2 36 ! NR
device success, Nielsen o 0.00
VARC1 7= 2012) % =] 34 79 36 36| 10¢ 4
2) ALY
. 5 o2t st
aape | O oy | AV SAVR arjol  |PValU logy 1| SN
= N [Mean] SD | N |Mean| SD| Mean | SD |°
duratlo_n Nielsen o
of hospital ©012) % =| 34 | 88|67 | 36 | 76 |24
stay
arotic )
valve | NS e | 9 | 939|028 36 |1.29|0.27
(2012)
area, o
peak
aortic .
valve | NS guer | 98 | 20 | 6 | 36 | 24 | 11
" (2012
gradient,
mnHg
SF-36
composite | .
physical '?"2%'153; K | 27 | 42 | 14 | 32 | 43 | 15 0.91 NS
functional
scores, %
SF-36
composite | .
mental '?"2%'15%‘ MY | 27 | 53 | 14 | 32 | 50 | 17 0.44 NS
functional
scores, %
3) 7IEt - HFY FAXE S
1M Xt TAVR SAVR RR | 95%
AL A= IES P N
2o (AE) 2| ax N leventf % | N |event| % r\El‘e(HR) Cl S/NS

paravalvular | Nielsen
leakage (2012)

paravalvular ’E“Q%?%” 48 | minimum | 30 | 13 | 43 [ 35| 0 | O

none 30 | 13143 |35 |33 | 9%

leakage
paravalvular | Nielsen moderate
leakage (2012) /severe 80| 4113352 )6
4RO £7| Z=E 19| HIHES Forsi0], B Aol a-TAVIE NYIHZ0AY
Xxe 22 gEE YR oY d3EL #HE + 20, Uiz IO ¥ASS /K
DN EAS= AW H|ZoHL ESets 2Y

7|E(funding )

Aarhus University Hospital, Odense University Hospital, Danish Heart
Association(study grant) 22E XS

7|Et EuAt
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2. HEE Gt

2.1. NOTION ¢+ HIEE =G}

TrialH 1XXI, EHAE It "o
Thyregod, 2015
- Sondergaard, 2016 2020.08.19.
Ol & ! '
NOTION (M &) Thyregod, 2019 2020.08.20
Sondergaard, 2019

Domain

Risk of bias

Description

239 A 44

0=

nx

MPatients were randomized in a 1:1 ratio to
treatment with TAVR or SAVR. Randomization
was performed at the Copenhagen Trial Unit
and was stratified accoriding to trail site,

=M 2

"The allocation sequence was arranged in
permuted blocks, and block size was

OoOomRjOoOmROOR OON

Al unknown to the investigators.
HAAFHOXE, ALK CHSt =/HE0| SMZAno| S¢S OIX[X| &S
=71 Al Aoz HEEHE
=
, = ytalg| ZnbE olste O ofo
Hapmlol o =7k Sago, gyl S9s ninxl w8
AN— - L0

Jtojo ojo | Jiot mjo ojo [ ket oo ojo| et mjo ojo

101 1 1) e O = 1
nz

- intention-to-treat (ITT) 7|2 ZItE X|A|
- As-treatment ZItE A A A|

~ =2 MThe analysis for the primary outcome was
=S¢t Zaxiz 0=g performed in the intention-to-treat
E3Al population with logistic regression...;
"The primary outcome was also analyzed in
the as-treated population.
e Z2EZ0l THYoL STdlN AT Bold
CX-} 0 =X AQ=o| Aol 4l EMO
A{EHXA o ST 2 S =24== o= x ™=
HER 2 DES, AbEof MR WHE CREoiMee By
==td + 98

1 2| H|E&E(other bias)
Izt HtH] EX

B0
T HIT S
JetOjo oo

>

g 2 solgR| g2

MThis work was supported by the Danish
Heart Foundation

* Siemieuniuk (2016) SRO||A{= Free from
industry funding0j| HIE& Q&0 =222
PR

Disclosures

Dr Ihlemann has received speaker fees from
Medtronic. Dr Kjeldsen is a proctor for
Edwards Lifesciences. Y. Chang is an
employee and shareholder of Medtronic.
Dr Franzen has received research contracts
from Abbott Vascular and St.

Jude Medical, and consulting fees from
Edwards Lifesciences.

_47_



2.2. PARTNER 3 ¢ H|ZE 1Y}
TrialH 15X}, STAT ™I xt moK
Mack, 2019
PARTNER3 (HI&2) Pibarot, 2020 2020.08.20,
2020.08.20
Baron, 2019
Domain Risk of bias Description
MPatients were randomized 1:1 to undergo
either transfemoral TAVR using the SAPIEN 3
[ = balloon-expandable valve (Edwards
DX HYESA MM O == LifeSciences, Irvine, California) or SAVR|
O 2=kl "Randomization was conducted with the use
of an electronic system, with block sizes of
four, and was stratified accoriding to site.
O Rs A | HrEof Cfs 7=
= s+°_|5|x| e
m =gy - i
- st [ = o
APFOIX}, AKX CHst 0 =2 =70l SXZAo S OIXX| Y=
=12y == o |
m=s Jblo| ZTrEIto| FHe DjxIX o
- _E_ = I o1 2=2 6‘2
Zatmoto| e =7t O &8 Moo meE o oo ==
HED SAH WS A85t0] AZK|E OhA|
ot Aoz et
"The primary analysis was performed in the
as-treated population, which included
mue patie;ts WT]O yndderwent rjndomization and
2208 ANxlE 0=o in w o(;n the index procedure was
O =atal initiated
=== FSensitivity analyses of the primary end point
were performed in the intention-to-treat
population, as well as with the use of
multiple imputation to account for missing
data
m s AROIA AFHO| HoloiE UK Of%f
My 53 0 &8 STZIEC Fo| U 20| AFHO| HefT
O 23y d¥cz CR0HES oY + 28
[ we
1 9| H|EE(other bias) - o MThe trial was sponsered by Edwards
07+ H3H| &1 - %g.“e' Lifesciences..
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2.3. Evolute ¢ H|EE

SRR

Trial® 1K, STAE BIx} Wt
2020.08.21.,
Evolute Popma, 2019 2020.08.20
Domain Risk of bias Description
“Randomization was performed in a
m e 1:1 ratio, with variable block sizes,
Dxe| HiEIAA A 0o with an electronic ran\—domization
- errl oo E;M system. Randomization was stratified
U === by site and  the need for
coronary—artery revascu\—larization
0O X5 AN O HbEH F KR TS
Hi™E=A 2k Chs
WEAN 2 0 =2 e e o R TR 7S
. EQ!'AE' = = (ko=
i . | Bxe . ~ o o
AT, ARl s | D TT =7tgo] S0l YBS OIXK %S
=1 - %ij*a' Ao HCtE
Rl olelo] ATIEII0) QRS D|XK %S
= o-— Al = =
ZTmItol thet =7k 0 &8 oo mos o= ==
Mot A LS Ar85t0l A5XE
Cixet HAe2 FHEhE
"The primary analysis cohort was the
as-treated population, which comprised
patients who were randomly assigned to
[ = a group and who underwent an
2825t AoXI=2 =1 attempted procedure. |
O 2= FSecondary analyses of the primary end
point were also performed in the
intention-to-treat population, the
“implanted” population (patients in
whom an aortic valve was implanted),
and the per-protocol population.
m Lo AN ALTEO| Feldis2 YAt Ot
J—— 028 STnS0l Hol 9 2Hol Aol
O 224l ’SzHK._' YHUZ LHRORZS 20 =
A=
LSO r . .
3 9| HI=(other bias) ] =S Medtronic funded the t.rlal and '
Bi7k o471H| =3 0 =2 dgveloped the protocol in collaboration
s = = O 234 with the executive committee.
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2.4, STACCATO 9+ H|

=2l oWy}

=Oo Tleo
Trialy 1Xxt, SHAT Y&t oy
_ . 2020.08.20.
I o 3.]; 1
STACCATO (MeI&d) Nielsen, 2012 020,08 20
Domain Risk of bias Description
mue MThe 1:1 randomisation between a-TAVI
Sxte| HiMAA A4A 0 _;:__é and SAVR wa's'imple.mented using the
T = . web-based clinical trials support system,
O == .
- "TrialPartner”.
m e e o
HiEAN S 0 =2 lTrlglPaernir permltj, w!tht.a personal
0 Zsi4l og-in, 24-hour randomisation.
=7HH0l 2o FeS DIXX S
- = | = Hoz mcigl
ALK}, A0l CHt = A& WHE
_lf_j;ao:l L AT o O =2 Although there was lack of blinding in the
=oe O =4 studies, this did not affect mortality as an
outcome between the two groups.
m e okelo] ZIEIIY] EE OXK Y2
Zapmotol i3t 7k 0 &8 Jpoz merg o
0 %8
EESES Zoxiz m=s MThe RCT was prematurely terminated.
0 234
O w2
MEH™ H1 H =3 The RCT was prematurely terminated.
0O ==
MThe study was an academic study,
designed and carried out by the involved
cardiac surgeons, cardiologists and
Lo . . L
3 9| HI=(other bias) u =5 anae;the5|olog|sts at Aarhus inver5|t¥
nIZh 97| &5 O == Hospital, and Odense University Hospital,
== = O =24 and primarily funded by the participating

hospitals. Further, there was a study grant
from the Danish Heart Association. There
was no industry involvement.
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