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lortpLlko loTtopLko

* Avoépo 78 eTwv
* 2N
* MpocBLo STEMI 1989

* NSTEMI 2006 Kkai 2014
* PCI RCA: 2006 / 2014 (véo BAGBN)

* TomoBOetnon ICD 2013
e AvafaBuion oe CRT-D 2015 => non-responder

* TIA 2014
* Evbaptnpektoun 6e€lac kapwtidoag 2014



lotpko lotopiko

* Echo 2015
e KE =30% pe dlataon Aplotepnic koiag (TAA 71xW)
e OuAn kopudnckatl avevpuopa (xwpicOpoupo)
e Akwvnola ko AEmtuvon otol UTTOAOLTOL TOLY W LLOTAL TOU TtPOCOIioU TOLYWHLATOC
e AKLVNOLOL OTO KATWTEPO TOLYWHA
* AlATNPNHUEVN CUCTIOLOTIKOTNTOL OTO KOTWTEPOTIAAYLO TOLX WU
e AuénuEvec TLECELC TARPWONG
* Mkpn mtpog petpla MR

e SPECT Buwoipotntac 2015
e Aldtoon aploTEPC KOWLOG
* BlwOLLO HOVO TUA A KATWTEPOTIAAYLOU KOl BACIKO KATWTEPO



lortpLlko loTtopLko

* XNA
* eGFR=34.4ml/min
e Xpovia ooPpuo-LoxLaAyio Kol YEVIKA TIEPLOPLOKOC OTNV KLVNTIKOTNTO

* AAAepyia o Angoron o evooPpAEBLa xoprynon

* Qappakevtikn aywyn (Ewc 2016) — npodpavwc oAtyocupuntwpoatikoc NYHA I
* Clopidogrel 75mg

Ranitidine 150mg 1x2

Bisoprolol 5mg 1x1

TTS 10mg 1x1
Simvastatin 40mg 1x1



lortplko lotopiko: 2016 pEXPL onpepa

* 2016 Katwtepo STEMI
e Ertttuyncg BpopPoAuon
° ZCD




lortplko lotoptko: 2016 pEXPL onpepa

ZTpaTnyLKn avitpetwniong tng ZN tov acbevoug: Zuvinpntiki

e Juvinpntkn avtipetwriion BAaBng RCA (culprit lesion)
e Mn onUOWVTLKA OTEVWON

e JuVINPENTKA avilpuetwriion BAaBng LCX
e AlLATWON ULKPNG TTEPLOXNGC HUOKapOiou
* AyyelomAaotikn uPnAov KivdUVoU o€ OXEON LLE TO AVAULEVOUEVO ODEAOC



lortpiko lotopiko: 2016 pEXPL CNMEPA

* Echo 2016
* Emibeivwon cuotoAknc AsttovpyiocAK (KE=15%)
e Embeivwon katwtepou Toywpatoc (ovAn)
* Kopudn aplotepnc koliag pe aveupuopatikn dataon xwpic Opoupo (otabepo evpnua)
e Aldtaon NG aplotePnc Kothtag (TAA 72X\) HE aUENUEVEC TILECELSC TTANPWONC
o ApdkoAmikn ditataon (LA 60ml/m?)
* TouAdayLotov HETPLA LOXOLLULKAG atttoAoyiac MR
‘Hriia AR
Méetpla TR (kat kaAwdio CRTD) pe PASP = 65mmHg

Ae€La kKolAlo pe puoLoAoyikn) cuoTtoAkn Asttoupyla ko Stapetpo TV daktuAiou

* Epyaotnplakoc EAeyxoc 2016
* GFR 35ml/min pe dpuotoAoyikoUc NAEKTPOAUTEC
* Hb, Hct, nrtatikn BloAoyia : edo



lortplko lotopiko: 2016 HEXPL CNMEPDL
e Avtipetwrniion acBevouc 2016: Zuvinpntiki

* QapUAKEVUTIKN aywyn
* Furosemide 40mg
* Spironolactone 50mg
* Ramipril 2.5mg
* Metoprolol 100mg 7% x3
* |lvabradine 5mg 1x2
* Atorvastatin 40mg
* TTS5mg
* Clopidogrel 75mg
* PPI



lortpko lotopiko: 2016 pEXPL oAMEPQL

* EneLo0610 nopououkng KOATILKAG poppapuyng 01/2017
* MpooBnkn amtéaunavng 2.5mg 1x2
e Alakormn aoTmipivng
* [IpocOnKN oo Tou otopatoc aptwdapovne (aAAepyla otnv iv xoprnynon)

Epndavion nruwv otndayxikwv evoxAnpatwv 03/2017
* Evapén pavoAadlivng 375mg 1x2
* AVTLOPPUOULKEC EMLTTAEOV LOLOTNTEC

e Emdeivwon cupntwpatwy kapdlaknc avendapketac NYHA Il
* Ataletmouoa yopnynon Aefootpevdavng (pnviaia)

‘Evapén mapakoAoUOnon¢ oto latpeio Kapdlaknc AVENAPKELAC



lortpko lotopiko: 2016 pEXPL oAMEPQL

2017
* NYHA Il
* Xwpic otnBayyka evoxAnuoto HeTa TtV Evapén pavolalivng

e JUXVA EMELCOOLA KOATILKAC pLappopuyne => HAEKTPLIKEC avaTAEELg
(abuvapia AnPnc iv aptwdoapovng)

» >Tt00epn vedplki Aettoupyia Kat UTTOAOLTTOC £/
* >TaOepn pnviaia voonAeia yia xopnynon Aefootpevdavng

* Echo ywplc aAAayec: mAgov peTpLla-coBapn Loyatukny MR



lortpiko lotopiko: 2016 pEXPL CNMEPA

2018

* 02/2018 kata tn dtapkelo voonAeiac Tou yla yopnynon AeBootpuevdavng
* Enelocodlo aotabouc otnBayxng
° Zq)




lortplko lotopiko: 2016 pEXPL onpepa

Me Baon ta cupntwpata Kot ta eupnpata the 2M: PCl og LCX




latpko lotopiko: 2016 HEXPL OQMEPQ

2018

e JUVEXLON Hnviaiwv voonAslwy ya xopnynon AeBootpevdavng
* NYHA III

 BNP =557pg/ml

6/2018

e Aev avexetal mAEov tn AeBoaotpevdavn - mtwon All

* NYHA IV

* MpooBnkn dyoéivne (w¢ tvotpormn aywyn)

* Evapén StaAeinovoag xopnynong doBoutapivng (kabe eBdopada)



lotpko lotopiko: 2016 pEXPL oNMEPQ
6/ 2018

e Atakorn ramipril Aoyw moAU xapunAwv Al (oupmtwpotikwv-oduvauia
opBootatnonc)

* Awakormn ivabradine kat metoprolol otic voonAeiec yia dobutamine

* Furosemide 40mg x3 (iv katd TI¢ voonAeiec)

* Spironolactone 25mg

* Digoxin % kaBg 2" nuEpa

* Amiodarone 200mg

* Apixaban 2.5mg x2

* Clopidogrel 75mg

* PPI

e Xprion oéuyovou oTo OTIiTL

* BNP 690pg/ml kot NT-pro BNP 3,658pg/ml



louvioc 2018

TTE

* YoBapn ocuotoAikn SuoAettoupyiat AP kotAiag (KE = 15%) pe diataon (TAA
71mm, LVEDV 141ml/m?)

o ApdikoArikn duataon (LA 75mi/m?)
e YoPapn oxopkn MR
* PISA ERO 20mm?
* PISARV 38ml
e MLKTOC LNXOWVLIOLOC OVETTOPKELOLG
e Aldtaon pLtpoetdikou daktuAiov (41.5mm)

e QuolaoTtika akivntn omioBla yAwyiva pe tethering kupiwc mpocOLog
yAwxlvoc mpog tnv onicOLla

* Quaololoylkn ouotoAkn Asttoupyia-olaotaoelc AE kotAiag pe PASP 70mmHg
* Hriio AR



louvioc 2018

HR: 70|
ADULT LL TIS0.4 MI13 ADULT LL
S4-2
M3 48Hz

TIS0.5 MI1.3 TIS0.4 MI1.3

M3

']

::LAA2Cs
Atrial Length 7.06 cm
Atrial Area 373 cm?
Atrial Volume 167 ml
LA ESV Index (A2C) 84.8 ml/m*
LAESV (BP) 145 ml

+ Dist 4.15cm LA ESVIndex (BP) 73.6 ml/m*
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lobviog 2018
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louvioc 2018

Mowa eivarl N KATaAANAOTEPN OVTLUETWTILON TOV acBevouc?

* Ertpovn otn OA « Tr AapBAveL Adn

* LVAD * € QUTAV TNV NALKio ??7?

 MitraClip * Me Baon tic katevBuvtnplec odnyiec ESC ko
ACC/AHA, n xprion mitraclip og aoBeveic pe
Aettoupyikn MR €xeL evdeien lib (LOE C)

* >TtNV EAAQSO OUCLOOTIKA aTtalyopeVETAL N XPNON
mitraclip o€ aocBeveic pe Aettovpylkn MR

e sumelpia ano tn RESHAPE



MitraClip ?
Ta EpwTAMNATO TOU MPETEL va amavtndouv yia va cvotaBei MitraClip

» ExeL o aoBevnc Ta YO paKTNPLOTLKA TWV aoOEVWYV TNC
COAPT ?

» Eilval teyvika duvatn n tonobetnon MitraClip?



Xapaktnplotika acOsvwv COAPT (vs MITRA-FR)
MITRA-FR: n=300, better ??

COAPT n=600

Related to heart failure
Cause of cardiomyopathy — na. (%)
Isehermic
Monischemic
NYHA class — no, ftotal no. (%)
|
I
I

184 (60.9)
118 (39.1)

1/302 (0.3)
129302 (42.7)
154,302 (51.0)

189 (60.6)
123 (39.4)

0/311 {0)
110/311 (35.4)
168/311 (54.0)

Wa, ambulatory 18302 (6.0) 13/311 (10.6)
Heos pitalization for heart failure within previous 1 yr — no, (%) 176 (58.3) 175 (56.1)
Previous cardiac resynchronization therapy — no, (%) 115 (38.1) 109 (34,9
Previous implantation of defibrillator — no, (96) 91 (30.1) 101 (32.4)
B-type natriuretic peptide level — pg/ml 3I658 1014 8+ 1086.0 1017 .1+1212.8
M-terminal pro-B-type natrivretic peptide level p&,n'ml 5174, 3+6566.6 5943 98437 .6

NYHA elass — na, (35)

Assessed at the echocardiographic core laboratory
Severity of mitral regurgitation — no. ftotal no. (36)
Moderate-to-severe, grade 3+

Severe, grade 44

143,302 (49.0)
154/302 (51.0)

172311 (55.3)
119/311 (44.7)

[ 56 (36.8) 44 (28.9)
i 82 (53.9) 96 (63.2)
(i 14 (9.2) 12 (7.9)
Systelic bleod pressure — mm Hg 109+16 108+18
Heart rate — beats/min 73£13 72+13
Median EureSCORE Il (IQR) T 6.6 (3.5-11.9) 5.9 (3.4-10.4)
Left ventricular ejection fraction — %% 33.326.5 32.9+6.7
Left vertricular end-diastelic volume — ml/m* 136.2+37.4 134.5+33.1
Effective regurgitant orifice area — mm? 31+10 3111
Regurgitant velume — m 45+13 45+14

Median NT-proBNP (IOR] — ngJliter]

31407 (1943-6790)

3292 (1937-6343)

Right ventricular systelic pressure — mm Hg

440413 .4 (253)

Effective regurgitant orifice area — cm? 0.41+0.15 0.40+0.15
Left ventricular end-systolic dimension — cm 5.3:0.9 5.3+09
Left ventricular end-diastelic dimension — em 6.210.7 6.2+0.8
Left ventricular end-systelic volume — ml 141m I/mz 135.5+56.1 134.3+60.3
Left ventricular end-diastolic velume — ml 194 4:69.2 191.0+72.9
Left ventricular gjection fraction

Mean — %o 31391 31.3:9.6

=40% — no.total ne. (38) 231/281 (82.2) 241294 (32.0)

44.6+14.0 (275)

Median brain natriuretic peptide {(IQR) — ng /litery

Glemerular filtration rate — mlfmin

765 (417-1281)
48.8:19.7

835 (496-1258)
50.2420.1



Everest criteria

A Functional MR B Degenerative MR/Flail

Coaptation
Depth <11 mm

Figure 4. Anatomic Eligibility Criteria for MitraClip (EVEREST Trial)

(A) In functional MR, the primary mechanisms are mitral annular dilation
and leaflet restriction secondary to LV remodeling. The posterior mitral leaf-
let is more commonly involved from scarring of the inferior wall and pos-
teromedial papillary muscle. These processes lead to apical tethering with
malcoaptation of the MV leaflets as shown. The coaptation length must be
at least 2 mm, and coaptation depth must be <11 mm so that there is
some tissue the clip can grasp. (B) In degenerative MR with MV prolapse
and/or flail, measurements such as flail depth <11 mm and a flail width on
short axis <15 mm are important anatomic features associated with
increased MitraClip procedural success. EVEREST = Endovascular Valve
Edge-to-Edge Repair Study; other abbreviations as in Figures 1 and 3.

MitraClip anatomical
patient selection considerations

Recommended criteria’

* Moderate to severe MR
(Grade 3 or more out of 4 grades)

Coaptation
depth
<11mm

* Pathology in A2-P2 area

» Coaptation length > 2 mm
(depending on leaflet mobility)

. Coagtation degth <11 mm
* Flailgap<10 mm
* Flail width <15 mm el g P/

« Mitral valve orifice area > 4cm? b
(depending on leaflet mobility) =

* Mobile leaflet |ength >1cm 1. The current patient considerations are based on
EVEREST Il and commercial European experience to
date. The MitraClip Patient Selection Coniderations
document has been endorsed by Expert Opinion
(Crossroads institute).

AoBevn ¢ katdAAnAoc yia tortoBetnon MitraClip av kol o pnXovIopOg TG AVETIAPKELAC ELVOL ULKTOC

* Coaptation length 3mm

 Coaptation depth 8 — 11mm (avaAoya pe tn AnYgn)



2 clips
Xwpig EMUTAOKEG
Y€ LOLWTIKO KEvTpo: 08/2018 IXETLKA ToXEla avavnn

TotoB<tnon MitraClip

MITRA-FR

» 14.6% peri-procedural
complications

» 4% device implantation
failure

COAPT

> 3.4% complications
reported at 12 months

» 2% device implantation
failurein those
attempted




EEEALEN aloOevoUC peTA TNV avTLHETWLION ME mitraclip

e KAwikn €€€A€n * DopUAKEUTIKH aywyn

e givaLtAcov NHYA II-1II .

KAMIA ntepoutepw voonAeia

dev xpeLtaletal TAEOV 0ELUYOVO
ol Al avéBnkav — ZAM >100-110mmHg

exeLaAateL n Lwn n dkn Tou Kat OANG
TNC OLKOYEVELAC TOU

* Epyaotnplakog EAEYXOC .
o Xwpic petaBoléc - eGFR 34ml/min .
* NT-proBNP peww0nke ota 2,512 amno
3,658pg/ml

Furosemide 40mg % x2
Spironolactone 25mg
Ramipril 2.5mg

Digoxin % kaBe 2n nuépa
Apixaban 2.5mg x2
Clopidogrel 75mg

PPI

Atorvastatin 40mg
Allopurinol 150mg



E€EALEN aloOevoUC peTd TNV avTIHETWITLION KE mitraclip

TTE

BeAtiwon
* HLOOTACEWV APLOTEPNC KOLALOG
(TAA 68X\
* PASP45mmHg
* OYKOU aplotepol KOATou (57
ml/m?)
e Spaotikn eAattwon tng MR




Eixe o ag0evnc tnv €€€Aen twv acOevwv tnc COAPT ?

Table S11. Mitral regurgitation severity at baseline and follow-up in the intention-to-treat
population

Echocardiographic core

laboratory assessment Device group Control group P value
Baseline N=302 N=311

-3+ 148 (49.0%) 172 (55.3%) 042
. 154 1 ) = Mitral Insufficiency Grade in MITRACLIP patients
30 days N=273 N=257
-0 2(0.7%) 2(0.8%)
-1+ 197 (72.2%) 19 (7.4%) 100%
MITRA FR
-3+ 16 (5.9%) 96 (37.4%)
-4+ 4(15%) 73 (28.4%)
-2+ 253 (92.7%) 88 (34.2%) <0.001
- Eligible, not assessed? n=14 n=40
6 months N=240 N=218
-0 1(0.4%) 1(0.5%) 5%
-1+ 159 (66.3%) 19 (8.7%)
-2+ 85 (27.1%) 63(289%) [ <0.001* M R I I I / IV
-3+ 11 (4.6%) 92 (422%)
-4+ 4(1.7%) 43(197%) 0 i
-2+ 225 (93 8%) 83 (38.1%) <0.001 ~ 1 3 A) §
- Eligible, not assessed’ n=24 n=41 n 50%
12 months N=210 N=175 E 5
MR 1I/IV 5 e 2o otougl2 =
-1+ 144 (68 6%) 18 (10.3%) ’ o
-2+ 54 (25.7%) 62(354%) - <0.001*
~5-6% -3+ 9 (4.3%) 60 (34.3%) l’lnveq
’ -4+ 2 (1.0%) 33 (18.9%)
-2 199 (94 8%) 82 (46.9%) <0.001
otou q 6 - Eligible, not assessed* n=24 n=40 25%
18 months N=141 N=114
Kal. GTO U c -0 1(0.7%) 1(0.9%) |
-1+ 105 (74 5%) 13 (11.4%)
’ -2+ 28 (19.9%) 32(281%) F <0.001*
12 unveq -3+ 6 (4.3%) 47 (412%)
-4+ 1(0.7%) 21(184%)
-2+ 134 (95.0%) 46 (40.4%) <0.001 0%
- Eligible, not assessed’ n=41 n=38
24 months N=114 N=76 Baseline 12 months
-0 1(09%) 226%) MITRACLIP - Paired data (N=97)
-1+ 87 (76.3%) 10 (13.2%)
-2+ 25 (21.9%) 21(276%) <0.001*
-3+ 0(0.0%) 31 (40.8%)
-4+ 1(0.9%) 12 (15.8%)
-2 113 (99.1%) 33 (43.4%) <0.001
- Eligible, not assessed’ n=38 n=35

*Proportional odds model for ordinal endpoints. "Patients ining in the study in whom mitral regurgitation was not assessed.




2TOUC 3 IIPWTOUC MAVEC EXEL EVTUTWOLOKA KAWVIKA BeATiwon
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Table S10. Primary and hierarchical secondary outcomes after multiple imputation to account for missing data KA lv l K n E g EAlg n twv

Primary endpoints Device group Control group HR [95% CI] Lower 95% CL P value*

. . _— [ 4
First heart failure hospitalizations through - PTRT i 0 14
24 months (effectiveness)’** 354% (3.1%) 55.7% (3.5%) O 81 D . oo ac Ev wv t n q

Freedom from device-related complications
at 12 months (safety)*

96.6% (1.1%)" : - 94.8% <0.001¢

HR [95% CI]' or

Secondary endpoints (hierarchical order) Device group Control group Lower 95% CL P value* ’ !
* J voonAewwv KA (kata
Mitral ra}gfurgitation grade <2+ at 12 87.0% (2.2%)* 30.7% (3.3%)* . . <0.001

% 2 €
All-cause mortality through 12 months 47 O OTa E-Er]
(non-inferiority)’*

- o)

Composite of death or first heart failure 44.8% (3.0%)" 66.1% (3.1%)" 0.58 [0.46, 0.73]" ) <0.001 o ¢ evntotntaq ( 2 1 A) GTO 1

spitalization th h 24 months'?

’ . [ 4
R PR S T PR 122 (19)° 36 (1.8)° 15.8[10.8, 20.9J : <0.001" ETO C KO 4 1 % oTAa 2 Etn )

18.8% (2.3%)* 23.2% (2.5%)" 0.79 [0.56, 1.13]! : <0.001?

Change in six-minute walk distance from

A T 30 (8.6)" 482 (8.0)"° 45.3(23.1, 67.5p : <0.001" ) ¢ 6va TWV VOG“AE ld)v KA
Z:S;Zm?fe hospitalization through B8.6% (3.0%)" 79.9% (3.0%)" 0.81[0.66, 0.98]" 5 0.03 ' 0 ;

I NYHA functional class | or Il at 12 months'’ 71.4% (2.9%)* 51.7% (3.3%)* - - <0.001 I ( Kata 1 9 /0 ota 2 Etn )
fﬁﬁeéﬁf’li:fﬁf??"ﬂ;ﬁfﬁ -5.4 (4.3)" 17.5 (4.5)" 230343 -11.7p - oot ° BEAt i.(!.) o n Tl'.O lét ntaq zw ﬁ q

All-cause mortality through 24 months'* 29.3% (2.8%)° 47.4% (3.3%)" 0.59 (0.45, 0.79]" . <0.001

* un embeivwon Badiong






At 24 months

Death from any cause
occurred in 29.1% of the
patientsin the device group
vs 46.1% in the control
group (HR 0.62; 95% Cl, 0.46-
0.82; P<0.001).

The annualized rate of all HF
hospitalizationswas 35.8%
per patient-yearin the
device group vs 67.9% per
patient-year in the control
group (HR, 0.53; 95% ClI,
0.40-0.70; P<0.001).

COAPT

ICD 30 - 32%
CRT 38 -35%

A Hospitalization for Heart Failure

Total No. of Hospitalizations
for Heart Failure

Nao. at Risk

Control group 312

Device group

300+ Control group

Hazard ratio, 0.53 {95% Cl, 0.40-0.70)
P=0.001

T T T T T T 1
0 3 B 9 12 15 13 Fil 24

Months since Randomization

254 271 245
302 286 265 253

215 176 145 121 a8
236 191 178 3 124

B Freedom from Device-Related Complications

ated

Patients Free from Device-Rel
Complications (3¢)

No. at Risk
Device group

g

=
=

100 96 6
=
______________________ {lower 35% canfidence limit) 34 8
a0 {perfar goal) 280
| P 0,001
20
[} s e e e co sy —T
0 1 34 7 B 9% 10 11 12

Months since Randomization

293 283 282 277 272 269 261 258 251 245 M1 236 221

€ Death from Any Cause

(%)

Patients Who Died from
Any Cause

MNao. at Risk

Control group 312 234 71 245

Device group

1004

20+

Hazard ratio, 062 (95% Cl,046-082)
P=0001

Manths since Randomization

219 176 145 121 28

302 286 263 253 236 131 178 16l 124

At 12 months

» The rate of death from any cause was
24.3% (37/152 patients) in the intervention
and 22.4% (34/152) in the control group
(HR, 1.11; 95% CI, 0.69-1.77).

« The rate of unplanned hospitalization for
heart failure was 48.7% (74/152 patients) in
the intervention and 47.4% (72/152) in the
control group (HR, 1.13; 95% CI, 0.81-

1.56).

L0+
0.94
0.8+
0.7+
MITRA-FR

- 0.54
0.4
0.3+
0.2+
0.1+

Probability of Freedom from an Event

0.0+ . - . - -
0 s 4 B 8 10

Manths
Mo, at Risk

Control group 152 123 109 54 26 20
Intervention group 151 114 95 51 g1 73

* ICD32-38%
* CRT31-23%




Medical treatment at baseline

COAPT

Medications at baseline N=302

)
Beta-blocker 88A) 91.1% (275/302)
ACE|, ARB or ARNI 83% 715% (216/302)

- ACEI 45.7% (138/302)

- ARB 21.9% (66/302)

- ARNI 4.3% (13/302)
Mineralocorticoid receptor antagonist 57% 50.7% (153/302)
Nitrate 6.3% (19/302)
Hydralazine 16.6% (50/302)

Nitrate plus hydralazine 5.0% (15/302)

Diuretic 99% 89.4% (270302)
46.4% (140/302)
31.1% (94/302)
15.2% (46/302)
Aspirin 57.6% (174/302)

25.2% (76/302)

Chronic oral anticoagulant, any
- Warfarin

- Direct acting oral anticoagulant

P2Y12 receptor inhibitor, any

- Clopidogrel 21.5% (65/302)

- Prasugrel 2.6% (8/302)

- Ticagrelor 1.0% (3/302)

- Prasugrel or ticagrelor 3.6% (11/302)
Statin 62.6% (189/302)

N=312
89.7% (280/312)
62.8% (196/312)
36.9% (115/312)
23.1% (72/312)
2.9% (9/312)
49.7% (155/312)
8.0% (25/312)
17.6% (55/312)
5.8% (18/312)
88.8% (277/312)
40.1% (125/312)
28.2% (88/312)
12.2% (38/312)
64.7% (202/312)
22.8% (71/312)
20.5% (64/312)
0.6% (2/312)
1.9% (6/312)
2.6% (8/312)
60.6% (189/312)

0.58
0.02
0.03
0.72
0.34
0.81
0.41
0.72
0.66
0.80
0.12
0.43
0.27
0.07
0.48
0.76
0.06
0.51
0.44
0.61

MITRA-FR

ACEVARE

Angiotensin receptor and neprilysin inhibitors
Beta-blockers

Mineralocorticoid receptor antagonists

Loop Diuretics

Oral anticoagulants

Baseline medical tx looks similar (or

111/152 (73.0)
14/140 (10.0)
134/152 (88.2)
86/152 (56.6)
151/152 (99.3)

83/152 (61.2)

even better in Mitra-FR) but

e no dataon the doses

 MITRA-FR gives us no data on

medication changes at follow-up

113/152 (74.3)
17/140 (12.1)
138/152 (90.8)
80/151 (53.0)
149/152 (98.0)

83/152 (61.2)

(which however should not be great)



Medical tx should have been maximal from baseline
COAPT MITRA-FR

Table S7. Major changes in heart failure medications during the first 12 months of follow-

up
L Devicegroup | Control group
Medication (n=302) | (n=31z) | Pvale
ACEI, ARB or ARNI
- Decrease dose by >50% or discontinue 6.6% (20/302) 4.8% (15/312) 0.33
- Increase dose by >100% or new drug 7.6% (23/302) 7.4% (23/312) 091 N O I AVA I LA B L E
class started
Beta-blocker
- Decrease dose by >50% or discontinue 5.3% (16/302) 5.1% (16/312) 0.92

- Increase dose by >100% or new drug

class started
Mineralocorticoid receptor antagonist
- Decrease dose by >50% or discontinue

- Increase dose by >100% or new drug

class started

8.6% (26/302)

0.7% (2/302)

5.3% (16/302)

3.8% (12/312)

0.6% (2/312)

2.6% (8/312)

1.00

Nitrates
- Decrease dose by >50% or discontinue

- Increase dose by >100% or new drug
class started

0.0% (0/302)

1.0% (3/302)

0.0% (0/312)

1.9% (6/312)

1.00

0.51

Hydralazine

- Decrease dose by >50% or discontinue

- Increase dose by >100% or new drug
class started

1.0% (3/302)

4.3% (13/302)

0.0% (0/312)

3.8% (12/312)

012

0.77




COAPT:

improvement in NYHA |-l

with MC >OMT

(43-72% > 35-50%)

NYHA class Device group Control group P value
Baseline N=302 N=311
-1 1(0.3%) 0(0.0%)
-1l 129 (42 7%) 110 (35.4%) 0.02*
-1 154 (51.0%) 168 (54.0%) ’
-V 18 (6.0%) 33(10.6%)
30 days N=283 N=281
-1 15.5% (44/283) 5.0% (14/281)
-1l G0.8% (172/283) 42 7% (120/281)
-1 19.4% (55/283) 41.6% (117/7281) =0.001*
-V 3.5% (10/283) 9.6% (27/281)
- Heart failure death 0.7% {2/283) 1.1% (3281)
-lorll T6.3% (216/283) 47 7% (134/281) ={0.001
- Eligible, not assessed™ n=56 n=1%
6 months N=263 N=261
-1 19.4% (51/263) 5.4% (14/261)
-1l 52 8% (139/263) 44 8% (117/261)
-1 21.3% (56/263) 38.3% (100/261) =0.001*
-V 2.7% (7/263) 2.7% (7/261)
- Heart failure death 3.8% (10/263) 8.8% (23/261)
-lorll T2 2% (190/263) 50.2% (131/261) =0.001
- Eligible, not assessed® n=11 n=21
12 months N=237 N=232
-1 16.9% (40/237) 7.8% (18/232)
-1l 55.3% (131/237) 41.8% (97/232)
-1 7. 7% (42/237) 28.0% (65/232) =0.001*
-V 2.5% (6/237) 4.7% (11/232)
- Heart failure death T 6% (18/237) 17 7% (41/232)
-lorll T22% (171/237) 49 6% (115/232) =0.001
- Eligible, not assessedt n=15 n=24

Patients (%)

MITRA-FR:

improvement in NYHA I-lI
with MC similar or < OMT
(40-70% =< 32-68%)

Worst Case Scenario

1] M

75% 9% o

I 70% 1] 68%
50%

43/)/ |

40%
25%

Il

0% -

PR Group PR Group MT Group MT Group
Baseline 12 Months Baseline 12 Months
N=114 N=114 N=112 n=112



6 MWT distance; can it get better in this
kind of patients?

COAPT MITRA-FR:
improvement in both arms

Table S15. Change in six-minute walk test distance from baseline to 12 months in the
intention-to-treat population

6MWD, meters Device group Control group P value | 6-minute  walk  test
120 3014126 103 3194127
distance- m
Baseline, mean + SD (n) 261.3 + 125.3 (230) 246.4 + 127.1(237) -
82 3394151 77 3631157
12 months, mean + SD (n) 256.7 + 157.7 (230) 188.8 + 166.7 (237) - Sinste wolk safaton
between baseline and 12- 73 25[-40; 71] 57 19[-27 : 75]
Change from baseline to 12 ’
g -46 + 134.8 (230) -57.6 + 152.5 (237) - RSKERI SRS R i
months, mean + SD (n)

Least square mean change
from baseline to 12 months -2.2[9.1] (230) -60.0 [9.0] (237) <0.001*
[standard error] (n)

*Analysis of covariance (ANCOVA) model with baseline score and treatment effect as covariates. 6MWD denotes six-
minute walk distance.



Subgroup analysis
COAPT: in all MITRA-FR: in none

Percut repar Medical treatment
Subgroup Device group Control Group HR [95% CI] HR [95% CI] Pint] Subgroup Eventw/N (%) EventwN (%) OR (95% C1) P Value*
All patients 45.7% (129) 67.9% (181) ——q 0.57 (0.45, 0.71] c‘":‘lllsﬂl 07 e % W@ 090090, 1.70 o0
= 15 Randomized patients | |
Age (median) w.n-uwm 077 B4 9 478 ®s1) 1.50 (0,80, 2.90) —— o
274 years (n=317) 52.1% (78) 70.2% (100) i 0.65 [0.48, 0.88]
1 « ———y
<74 years (n=297) 37.8% (51) 65.3% (91) [ — 047 [0.33, 0.66] i - rsnv:' ?l‘"s": g g’, ;g :;; ;: ") : :g 2 ;" ;g" | I
Sex GENDER 05
Female (n=221) 43.2% (39) 59.4% (66) — 0.60 [0.40, 0.89] 078 Mae 67120 (358 S¥108  (S0.0) 1.30 (0.70, 2.10) |
Male (n=393) 47.1% (90) 73.0% (125) e 0.54 [0.41, 0.71] Fomale 1630 (53 245 (556) 0.90 (0.40. 2 30) b { a5
Etiology of cardiomyopathy NYHA
- L ) —
Ischemic (n=373) 48.1% (84) 70.0% (116) e 057 [0.43, 0.76] 0.79 c..c.. ::uv 37: ::: x:«; 23 8 : ; :g g ; g —t—
Non-ischemic (n=241) 41.1% (45) 65.2% (75) 0.54 [0.37, 0.78] ISCHEMIC CARDIOMYOPATHY o8
Prior CRT Yes e w1 Q8 00 1.10 (0.60, 2 00) s
Yes (n=224) 50.2% (55) 68.4% (69) —_— 0.62 [0.44, 0.89] 0.54 No - Jse %0.7) 506 S0 1.40 (0,70, 2 80) —t -
No (n=380) 42.9% (74) 67.4% (122) ey 053 [0.40, 0.71] "‘fz“""‘" PRESSURE e © e @ 1.10 .90, 250 | I o
Heart failure hospitalization within the prior year 2 50 mmg w7 ®7 1) 5188 *8.0) 1.50 (0.80. 2 80) —————
Yes (n=407) 44.7% (86) 67.9% (126) b 0.56 [0.42, 0.73] oTe ATRIAL FIBRILLATION 0w
No (n=207) 47.6% (43) 67.8% (65) A 0.59 [0.40, 0.86] Yeu W O 2w [LIR)) 1.50 (0.70, 3.40) —_—
Bassiing NYMA class o sEas we  ®05 5190 515 100 (0.0, 1.70) I —| =
Lor Il (n=240) 41.1% (50) 66.9% (65) —— 0.56 [0.39. 0.81) ""'z“'w " 5395 (358 wer  @n 1.60 (0.90, 2.90) [ —
il (n=322) 46.6% (67) 65.3% (99) e | 0.61 [0.44, 0.83] 0.92 22 2095 (549 “©0 84.9) 0.70 (0.0, 1.40) b ———
W (n=51) 68.3% (12) 84.4% (26) ; J 0.56 [0.28, 1.12] CREATININE oo
STS replacement score <1Smga nms 3y 4385 (50 6) 0.70 (0.40, 1.30) [ e |
. ey
28% (n=262) 54.1% (65) 71.4% (88) ————y 0.64 [0.46, 0.88) kit .‘.‘Ja&“ sn M8 s =3 220(1.10.450) 050
<8% (n=352) 39.2% (64) 65.0% (103) — 0.51 [0.37, 0.70] : < Median oS o7y 3ves =08 1.40 (0.70, 2.60) [ S— N —
Surgical risk status* z Moan wn 2. @« o295 0.90 (0.50, 1.80) —t—|
High (n=423) 49.7% (95) 71.5% (140) p— 0.58 [0.45, 0.75] 068 LVEF X : 09
Not high (n=188) 35.8% (32) 58.7% (51) —_— 0.51 [0.33,0.80] S e e B i gg by :g o 2 k i
Baseline mitral regurgitation grade TRICUSPIO REGURGITATION r 0
3+ (n=320) 37.5% (51) 65.3% (100) | 0.48 [0.34, 0.67] 029 () 601110 (3495 0118 (508 1.20 (0.70, 2.00) —t——
4+ (n=293) 53.4% (78) 71.4% (91) P 0.62 [0.45, 0.83] ’ Moderate Severe 1920 (959 1423 (09 1.20 (0.40, 3.80) + {
it fraction - . " 3 " 2148 n 0 (0.50, 2.50) s
: n= ; . Y . ; « 65 mm 143 s W (45 1 ——e—
230% {md.banln_!lﬂ‘l] 44.1% (62) 61.2% (85) — 0.60 [0.43, 0.84] _— o~ o Q2107 679 E105 539 120070, 2 10,
<30% (median; n=274) 46.4% (56) 77.8% (99) | a— 0.46 [0.33, 0.64] MITRAL REGURGITANT ORIFICE 088
- ————
>40% (1=103) 49.7% (22) 56.2% (27) O 067 [0.38, 1.17] - ;o’gow ;zz ::; ;: ;::"’ :: f: ; : (‘g ;’ : g - g
<40% (n=472) 44.2% (96) 71.9% (157) | ey 0.50 [0.39, 0.65) < >4 m: 820 @21 1520 (150 0.50 (0.20. 1.90) b L h ’
Baseline left ventricular end-diastolic volume (median)
2181 mL (n=288) 48.9% (64) 68.0% (92) e 0.58 [0.42. 0.80] 042 OVERALL 8y150 53 TN S5 (0] 1.20(0.70, 1.80) g 08y
<181 mL (n=287) 41.5% (54) 69.5% (92) P 0.48[0.34, 0.67] ' T T T e ; T
025 05 1 15 2 3
T T T T T
0.2 05 1 15 25 <--Percut. repair better— --MT better-->

Favors Device group Favors Control group



