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DWTOPYLKOL OTOYOL oTNV Beparmeia
NC xpOvVLOC OTEPAVLOLAC VOOOU

BeAtiwon ermBiwong

BeAtiwon mowotntog {wng

| ueAETN Ischemia &€taoe tnv apxkn emepBatiki(enavatpdtwon pe PCl i CABG ) vs
vvtnpENTKA (bopuaKkeUTIKA Bepareia) oTpATNYIKA OVTIMETWTITLONG TNC XPOVLOLC
tedaviaioc vooou os aoBeveic pe HETpLA ) ooBoapn oyatuia o€ stress testing



Tuyatorotnpevn ,mapdAAnAouv oxedlaopoU KALWVLKN HEAETN
26 louAilov 2012-31 lavouapiov 2018, 320 kevtpa o€ 37 XWPEC
5.179 aoBeveic

Invasive therapy(n=2.588, 96% otedav. 79% emavatpu.>79%PCl-
26%CABG)

Medical therapy (n=2.591, 26% oted. 21% emavatip.))

Kprtnpla evtaénc: aoBeveic>20 xp.Ue HETPLA N coPapn LoYaLuio o€ pun
enepBatikn dokipaoio komwoew¢(SPECT>10% ischemia, echo:>3
segments of ischemia, CMR:>12% ischemia and/or >3 segments with
ischemia, exercise treadmill test>1.5 mm ST depression in >2 leads or
>2mm ST depression single lead at < 7 METs with angina)



PLTNPLO ATTOKAELOMOU: oTeEVWON oteAExouc >50%, KE<35%, 022 touc
eAevTalouc 2 uNvec, otnBayyxn LN AVTATTOKPLVOUEVN OTN PAPAKEUTIKN

Vwyn Lovo

IPQTONENH KATAAHKTIKA 2HMEIA

CV death, M, resuscitated cardiac arrest, Hospitalization for unstable angina or herat
failure at 3.2 years (invasive vs medical therapy > 13.3% vs 15.5%)

EYTEPOTENH KATAAHKTIKA ZHMEIA
Cardiovascular death or Ml (invasive vs medical therapy > 11.7% vs 13.9%)

Angina related quality of life



YMITEPA2MA

MetaU Twv aoBevwv pe otabepr otedaviaio vOoo Kol HETPLO ] oofapn LoxoLuia o
stress testing, n emepupartikni Beparmneio EMAVALUATWONC ATIETUXE VA LELWOEL TOV KivOuvo
TWV Mellovwv KapOLayYELLKWY CUUBAUATWY CUYKPLTIKA UE TN ouvtnpnTki( BEATLOTN

bapuUaKEVUTIKA Bepareia).



ISCHEMIA extended

KOMO2

he overarching objective of long term follow-up is to assess whether there are between -
roup differences and increase precision around the treatment effect estimates for:

All cause mortality
Cardiovascular mortality

Non-cardiovascular mortality



Viakpoxpovia ropakolouBnon

Median follow-up 5.7 yrs

2012 First Randomization Interim Results 2026

Initial phase of

Transition

ISCHEMIA/ISCHEMIA-CKD* to
EXTEND
follow-up
Median follow-up Median projected
3.2 yr ISCHEMIA follow-up for survivors
2.2 yr ISCHEMIA-CKD* ~10 yr ISCHEMIA

~Q vr ISCHFMIA-CKD*



VIEOQOAOI

vuneplAndpOnoav aobeveic pe:

N€tpla -coBapn Loxatuia, KE>35%, anmouaoia npoodatouv 02X, coPfapric otnBayxng Ko
TEVWONCG oteAExoucg >50%

LAAoyn 6edopEvwy Ewc Tov AsképPplo tou 2021
.875 aoBeveic



) O ZY I\/I I\/I ETO XO N TQ N 557 Bavatol cuvoAlka, (289 1n ¢aon-268 enpocbetol)

Randomized to INV {(n=2588)

ISCHEMIA Randomized Participants
(nh=5179)

¥

Randomizatio nj

Randomized Trial

Cregth (n=145)

Randomized to CON {n=2551)

Phase

hdrew and ne database search allowed (n=15)
tCensored theraafter)

participant declined extended fallow—up in=18)
[Cepsorad thereafter)

[SC CWIA-CKTCND INY cohort”
Eligible* for extended follow-up (n=2407]

Data rollected during extended follaw-up (2267
Deaths during extended follow-up [129) Deaths during axte

Death {n=144)

Extended Follow-Up
Phase

Median Follow-up 5.7 years

L J

Withdrew and no database search allowead [
[Consorcd thercafter)

h 4

Site/participant declined extended follow—up {n
iCensored thereafter)

ISCHEMIA-EXTEND CON cohort!
Eligible* for extended follow-up{n=2418}
Data collected during extended follow-up (2273]

=nged fallow-up [139)

Total Deaths (274}

Total deaths §



S EA O I\/I E N A Méeon nAtkia 65 xp, 23% yuvaikec,16% lomavol, 4% povpn uin, 42% Stafntikol kal peco

E 0.60
Surviving, not - : :
Original ISCHEMIA | withdrawn (eligible); in thg':}‘;f;‘;::;‘:ﬂ::i ,
Trial Cohort Extended Follow-Up Follow-U
Cohort* P
(N=5179) (N=4825) __(N=65) |
Treatment
INV 50% 50% 55%
CON 50% 50% 45%
Age, years Median (Q1, Q3) 64 (58, 70) 64 (57, 70) 67 (61, 72)
Race .
White 66% 66% 54% -
Asian 29% 29% 43%
Other or multiple race groups 1% 1% 2%
Ethnicity (Hispanic or Latino) 16% 16% 5%
miTis[IAN=0 'l s W A4 Y
Diabetes 42% 41% 43%
dle Wil 4 U o L s
EF Median 01, Q: 60 5 60 (56, 65 62 (58, 65

History of angina 90% 90% 88%



3\l_l OT E/\ EZ M ATA 557 Bavatol ouvoAlka,343 kapd,192 un kapd,22 atatvopntol

After 3.2 years median follow-up 289

Additional deaths during extended follow-up at 5.7

years median 2

Total deaths at 5.7 years median follow-up 8h7
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\OpOLOTLKN EMUTTWON -KAPOLAYYELAKOU
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3\V Ol)\U O r] U T[O O U.(XS (L)V eV UTIAPYOUV ONUAVTIKEC SLadOPEC METOEL TWV VO

TPATNYLKWY QVTLLETWTILONG

Subgroup No. Adj. HR Interaction
Participants (%) (95% CI) P=-value
Met ischemia eligibility criteria. according to core laboratory 0.071
Mo TO7 (14) 0.68 (0.43, 1.08) =
Yes 4398 (86) 1.08 (0,90, 1.29) =
Degree of baseline ischemia 0.616
Mone ar mild 606 (12) 0.81 {0.50, 1.30) -
Maderate 1702 (33 1.06 (0,80, 1.40) =
Severe 2797 (55) 1.03 (0.82, 1.30) -
Diabetes 0.563
M 3015 (58) 0.95 (0.74, 1.21) -
fes 2164 (42) 1.04 (0.83, 1.31) =
Mew or more frequent angina within the past 3 months 0.797
M 3812 (74) 1.01 (0.83, 1.22) =
Yes 1355 (26) Q.96 (0.69, 1.33) -
Guideline—directed medical therapy at baseline 0.314
Mo 3944 (80) 1.05 (0.B7, 1.27) =
Yes 268 (20) 0.83 (0.55, 1.28) -
CAD zeverity bazed on 50% stenosis 0.825
One vassel GAT (23) 0.87 (0.49, 1.54) ]
Twio vessel 938 (31) Q.78 (0.48, 1.25) ]
Threa ar more vassals 1347 (45) 0.93 (0.68, 1.28) L] i
Stenosis of the proximal LAD coronary artery (50%) 0408 |
Mo 19490 (53) 1,02 (0,75, 1.38) (]
Yes 1749 (47) 0.85 (0.63, 1.14) -
Multiveszel diseasa (S0%4) 0.784
M 711 {21) 0.88 (0,49, 1.58) =
Yes 2679 (79) 0.96 (0.75, 1.22) -
Multivessel diseasea (70%%) 0.747
Mo 1518 (50) 0.87 (0.65, 1.42) -
Yes 1529 (50) 0.89 (0.67, 1.19) ]
r T T 1
0.50 071 1.0 1.41
gE———  ———=

INY Better Con Better



-xtended follow up-5.7 years median-
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ENIKA-TTEPIOPI2MOI

H Ischemia Extended oxedldotnke wc pLa TpayUaTIKA LOKpOTtPOBeoUnN HEAETN
napokoAolOnonc tng BvnoluodtTnToc, UE TLEPLOPLOUEVN cUAAOYN SedoUEVWY

Aev cuykevipwOnkav dedopeva twv pn Bavatndopwv yeyovotwy, n xpnon ¢opuakwy,
ol LEBodoL emavalpatwong, N olotnta {wnNg LETA TNV apxLKn HEoN TtapakoAolOnaon
Twv 3.2 XpOvwv

H attio Bavatou(kapdiay.vs pn-kapdlay) kabopiotnke otn paon tTnS apxLlknS LEAETNC
Kol OXL otn daon extended

Aev PEAETABNKE N EKAEKTIKA EMAVOLUATWON OE AUTOUC UE oTtedavIoypadLKA EvprpaTa
KATAAANAOUC Lo ETTOVALUATWON

MeAetnONKe 0 KAPSLOKOC KABETNPLAOUOC KOL N ETIOVALUATWON POUTIVOC CUYKPLTLKA UE

TNV ETUAEKTLKA XPrion Tou KaBeTnpLaopoU Kol TN EMAVALUATWONG Baclopevol oTLg
KAWVLKEC evdeilelc iy 022



YMMNEPA2MATA

EnepBatikn Beparmeia
ETIOVOLULATWONC+DAPUAKEUTIKNA Bepareia
OUYKPLTLKA LE GOPUOKEVTLKN Bepareia povo
obnyet os:

e kapia dStadopa otouc Bavatoucg amo kabe
altia

e XaunAotepo kivbuvo yla kapdlayyeLlako
Bavarto

* YPnAotepo kivouvo yLa pn KapdLoyyeLaKO
Bavarto
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