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Background Coronary artery disease (CAD) frequently coexists with severe ortic valve stenosis (AS) in patients
planned for transcatheter aortic valve implantation (TAVI). How to manage CAD in this patient population is still an unresolved
question. In particular, it is still not known whether fractional flow reserve [FFR) guided revascularization with percutaneous
coronary intervention (PCl) is superior to medical treatment for CAD in terms of clinical outcomes.

Study design The third Nordic Aortic Valve Intervention (NOTION-3) Trial is an opendabel investigator-initiated,
multicenter multinational trial planned to randomize 452 patients with severe AS and significant CAD to either FFR-guided
PCl or medical treatment, in addition to TAVI. Patients are eligible for the study in the presence of at least 1 significant
PCleligible coronary stenosis. A significant stenosis is defined as either FFR <0.80 and/or diameter stenosis =90%. The
primary end point is a composite of first occurring all-cause mortality, myocardial infarction, or urgent revascularization (PCI

or coronary arfery bypass graft performed during unplanned hospital admission) until the last included patient have been
followed for 1 year after the TAVI.

Summary NOTION-3 is o[muhicenier, multinational randomized ’rriu|]c:iming at comparing FFR-guided revasculariza-
tion vs medical treatment of CAD in patients with severe AS planned for TAVI. (Am Heart ] 2023;255:39-51.)
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Kombinace nemoci koronarnich tepen a tézké aortalni stenozy

* Nejasny prinos perkutanni koronarni intervence (PCI) u pacientu se stabilni
koronarni nemoci a tezkou aortalni stendzou, kteri podstupuji TAVI.

« Hypotéza, Zze PCI stendzy koronarnich tepen s frakéni prutokovou rezervou (FFR)
<0,80 nebo s angiografickym nalezem = 90 % stendzy koronarni tepny spolu s TAVI
u pacientu se stabilni koronarni nemoci a tézkou aortalni stenozou zlepsi klinické
vysledky ve srovnani s TAVI bez PCI.

« Randomizace - bud PCI nebo konzervativni IéCba, priCemz vSichni pacienti
podstoupili TAVI.



Tézka aortalni stendza + alespon jedna 290% stendza koronarni tepny dle angiograf. hodnoceni nebo FFR <0,80

PCl skupina - kompletni revaskularizace vsech |ézi vhodnych pro PCl o primeéru alespon 2,5 mm spliujici kritéria

NeUplna revaskularizace pouze v pfipadé, Ze alespon jedna léze byla povazovana za nezpusobilou pro PCI, CTO
dle uvazeni vykon provadeéjiciho lékare.

Optimalné PCI pred TAVI, ev. soucasné s TAVI nebo az 2 dny po TAVI.



* Primarni endpoint :
kombinace umrti z jakékoli priciny, infarkt myokardu nebo urgentni revaskularizace

e Sekundarni endpointy:
individualni komponenty primarniho; smrt z kardiovaskularnich pricin; periproceduralni

nebo spontanni IM; dalsi revaskularizace; trombdza stentu; hospitalizace pro srdecni selhani;
CMP; krvaceni (VARC); akutni selhani ledvin; NYHA a CCS 1 a 12 mésicl po TAVI;

Vylucovaci kriteria: stenoza kmene, AKS, selhani ledvin, indikace valve in valve



Charaktistika souboru

Characteristic
Median age (IQR) — yr
Female sex — no. (%)
Median body-mass index (IQR)T
Median STS-PROM score (IQR) — %1
MNew York Heart Association class — no. (96)
I
l
11
v

Median creatinine level (IQR) — pmol/literf

[Median aortic-valve area](lQR) —cm?

[Median peak aortic-valve gradiem} (IQR) — mm Hg

Median left ventricular ejection fraction (IQR) — %
Medical history — no. (%6)

History of PCI

History of myocardial infarction

History of CABG

Treatment of hypercholesterolemia

Diabetes mellitus

Treatrment of hypertension

Current or former smoking

History of stroke or transient ischemic attack

Previous malignant disease

Chronic obstructive pulmonary disease

Atrial fibrillation

Peripheral artery disease

PCl Treatment
(N =227) (N=2238)
82 (78-85) g1 (78-85)
73 (32) 75 (33)
26 (24-29) 26 (24-29)
3 (2—4) 3 (2-4)
21 (9) 23 (10)
101 (44) 110 (48)
103 (45) 89 (39)
2(1) 6 (3)
89 (74-109) 87 (73-106)
0.7 (0.6-0.8) 0.7 (0.6-0.8)
75 (64-90) 75 (66-90)
60 (50—60) 60 (50—60)
28 (12) 37 (16)
14 (6) 24 (11)
7 (3) 10 (4)
158 (70) 169 (74)
59 (26) 61 (27)
158 (70) 168 (74)
113 (50) 133 (58)
48 (21) 47 (21)
45 (20) 45 (20)
49 (22) 64 (28)
81 (36) 74 (32)
19 (8) 26 (11)




Charakteristika PCIl a TAVI :

Variable

Angiographic findings

Median no. of physiologically significant lesions per patient (IQR)}
No. of lesions with fractional flow reserve <0.80

No. of lesions with diameter stenosis 290%

Median largest diameter stenosis (IQR) — %

Median SYNTAX score (IQR)1

PCl procedure

Median no. of days from randomization to PCl (IQR)

Timing of PCl — no.total no. (%)

PCI
(N=227)

1(1-2)
167
184

90 (80-90)

9 (6-14)

9 (1-26)

Before TAVI 163/219 (74)
Concomitant with TAVI 37/219 (17)
After TAVI 19/219 (9)

Complete revascularization achieved — no.total no. (%)§

194/219 (89)

TAVI procedure
Median no. of days from randomization to TAVI (IQR)

Balloon-expandable heart valve — no. (%)

34 (7-62)
90 (40)

Conservative
Treatment
(N=228)

1 (1-2)
155
162

90 (71-90)

9 (5-14)

25 (2-54)
95 (42)




Primarni a sekundarni endpointy :

End Point

(Primary end point: MACE)

Secondary end points
Death from any cause
Myocardial infarctiong

Urgent revascularization§

Death from cardiovascular
causes9

Any revascularization

Stroke
Safety end points
Any bleeding event|

Life-threatening or disabling
Major
Minor

Stent thrombosis

Acute kidney failure

PCI
(N=227)

60 (26)

53 (23)

17 (7)
5(2)

20 (9)

6 (3)
23 (10)

64 (28)
23 (10)
26 (11)
53 (23)
1 (<1
12 (5)

Conservative
Treatment
(N=228)

number (percent)

81 (36)

62 (27)
31 (14)
25 (11)
30 (13)

48 (21)
35 (15)

45 (20
16 (7)
22 (10)
36 (16)
2(1)
26 (11)

Hazard Ratio
(953 CI)

0.71 (0.51-0.99)

0.85 (0.59-1.23)
0.54 (0.30-0.97)
0.20 (0.08-0.51)
0.67 (0.38-1.19)

0.12 (0.05-0.27)
0.67 (0.39-1.14)

1.51 (1.03-2.22)

0.45 (0.23-0.89)

P Value

0.04




Primarni endpoint

a jeho tri slozky :

A Death from Any Cause, Myocardial Infarction, or Urgent
Revascularization [primary end point)

B Death from Any Cause
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Srovnani podskupin :

Conservative

PCl Treatment
Subgroup (N=227) (N=228)
no. of patients with event/total no. (%)
(Age J
<82 yr 21/106 (20)  40/117 (34)
=82 yr 39/121 (32)  41/111 (37)
(Sex )
Male 43/154 (28)  56/153 (37)
Female 17/73 (23)  25/75 (33)
Diabetes
No 40/168 (24)  55/167 (33)
Yes 20/59 (34)  26/61 (43)
Diameter of stenosis
<90% 27/88 (31)  32/96 (33)
=90% 33/139 (24)  49/132 (37)
LVEF
>40% 50/194 (26)  72/196 (37)
<40% 10/33 (30) 9/32 (28)
S5TS-PROM score
>2.8 40/123 (33)  45/106 (42)
<28 20/104 (19)  36/122 (30)
SYNTAX score
>9 33/109 (30)  39/106 (37)
<9 27/118 (23)  42/122 (34)

Balloon-expandable heart valve

Mo
Yes

41/137 (30)
19/90 (21)

50,133 (38)
31/95 (33)

Hazard Ratio (95% Cl)

0.56 (0.33-0.95)
0.81 (0.52-1.26)

0.73 (0.49-1.09)
0.64 (0.35-1.19)

0.67 (0.45-1.01)
0.79 (0.44-1.42)

1.04 (0.62-1.73)
0.53 (0.34-0.82)

0.65 (0.46-0.94)

i 1.13 (0.46-2.79)

0.73 (0.48-1.13)
0.61 (0.35-1.05)

0.74 {0.47-1.18)
0.66 {0.41-1.07)

0.72 (0.48-1.09)
0.66 (0.37-1.16)

|
30

PCI Better

-

Conservative Treatment Better




Vysledky :
455 pacientu pred TAVI. 227 ve skupiné PCIl a 228 ve skupiné léCenych

konzervativne.

Median doby sledovani 2 roky, primarni endpoint ve skupiné s PCIl u 60 pacientu
(26 %) a ve skupiné s konzervativni Ié€bou u 81 pacientu (36 %), p=0.04.

Krvaciva prihoda se vyskytla u 64 pacientu (28 %) ve skupiné s PCl a u 45 (20 %)
ve skupiné s konzervativni leCbou.



Zaver

U pacientu s onemocneénim koronarnich tepen, ktefi podstoupili TAVI, byla PCI spojena s
niz8im

rizikem umrti z jakékoli priciny, infarktu myokardu nebo urgentni revaskularizace nez
léCba

konzervativni.

Dopad na praxi : Vyhody PCl pfed TAVI: snizeni kardiovaskularniho rizika, lepsi progndza.
Vyzvy tohoto pfristupu: riziko krvaceni, individualni faktory pacienta.

Nutna individualizace stran provedeni PCI (vék, celkovy zdravotni stav, Zivotni expektance, komplexnost
nalezu, riziko krvaceni); pacienti s recentnim akutnim koronarnim syndromem a stenézou kmene nebyli do

této studie zarazeni.



