Meta-analysis of iFR-SWEDEHEART and DEFINE-FLAIR

Five-year major cardiovascular events are increased when coronary
revascularization is guided by instantaneous wave-free ratio compared
to fractional flow reserve: a pooled analysis of iFR-SWEDEHEART and
DEFINE-FLAIR trials
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Fractional flow reserve
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Instantaneous wave-free ratio (iFR)

iFR = wave free (Pd / Pa)
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Resistance during the wave-free period (WFP)
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Sen S, JACC. 2012 Apr 10;59(15):1392-402. (Figure 5A and Methods text with emphasis)
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Resistance in WFP higher than hyperemic resistance
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Nijjer SS, EHJ. 2016 Jul 7;37(26):2069-80. (Figure 1 portion, p-value and quote from results with emphasis)
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CENTRAL ILLUSTRATION: Correlations and AUC Values >0.99 for All
Resting Pd/Pa Ratios Over Different Periods in Diastole Compared With iFR as
the Reference Standard
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DEFINE-FLAIR and iFR-SWEDEHEART — MACE 12 months
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Pooling of 5-year outcome data from iFR-SWEDEHEART and DEFINE-FLAIR
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iFR Group FFR Group

N =2254 N =2257
Age 67.1£10 66.2£10
Male gender 1718 (76) 1695 (75)
Acute coronary syndrome 622 (28) 612 (27)
Chronic coronary syndrome 1618 (72) 1644 (73)
CCS class
I 500 (22) 426 (19)
1 729 (32) 713 (32)
1 176 (8) 228 (10)
v 81 (4) 75 (3)
Multivessel disease 869 (39) 887 (39)
Diabetes 614 (27) 589 (26)
Hypertension 1603 (71) 1594 (71)
Previous PCI 1008 (45) 1081 (48)
Previous Ml 695 (31) 711 (32)

Eftekhari A et al. Eur Heart J. 2023, in press




iIFR 21.5%

MACE FFR 18.6 %

HR 1.18 95% CI[1.04; 1.34]
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FFR 2257 2164 2037 1910 1849 1789 1773 1726 1703 1631 1339
IFR 2254 2149 2011 1873 1824 1757 1731 1670 1647 1574 1275

Eftekhari A et al. Eur Heart J. 2023, in press

ESC Congress 2023 e O

Amsterdam & Online



All-cause mortality iFR 8.3 %
FFR6.3 %

HR 1.34 95% CI[1.08; 1.67]
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Myocardial infarction and unplanned revascularization

Myocardial infarction

0.06

0.04
. -
b~ -
'_a —
©
e} 0.02
[e]
S
a

0.00 - ——

0 6 12 18 24 30 36

No. at risk Months

FFR 2257 2182 2112 2036 1998 1944 1924
IFR 2254 2146 2065 1981 1950 1901 1889

ESC Congress 2023
Amsterdam & Online

42

1914
1862

iFR 5.5 %
FFR5.4 %
HR 1.02 95% CI[0.80; 1.32]

48

1905
1843

FFR
IFR
54 60
1873 1548
1811 1499

0.15

o
=
=)

Probability

000 —

No. at risk
FFR 2257
IFR 2254

2165
2146

2050
2020

Unplanned revascularization

iFR10.4 %
FFR 10.7 %
HR 0.99 95% CI[0.83; 1.19]

FFR
—- IFR
18 24 30 36 42 48 54 60
Months

1939 1895 1830 1815 1788 1769 1727 1439
1903 1867 1799 1776 1745 1731 1689 1389

Eftekhari A et al. Eur Heart J. 2023, in press
e O



Procedural data

iFR Group FFR Group "R
95% [Cl]

N =2254 N = 2257
Mean FFR NA 0.8310.1
Maen iFR 0.91+0.1 NA
Revascularization 1126 (50) 1236 (55) 0.91 [0.86; 0.96]
PCI 1008 (45) 1081 (48) 0.94 [0.75; 0.99]
Total stents 1520 1693 0.90 [0.84; 0.96]
CABG 118 (5) 155 (7) 0.86 [0.75; 0.99]
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Angio vs. physiology guided stragtey

Physiology- Angio-guided Total treated
guided strategy strategy vessels/patients

iFR-SWEDEHEART (vessels) 958 (50.6) 937 (49.4) 1895 (100)

DEFINE-FLAIR (patients) 912 (72.6) 345 (27.4) 1257 (100)

Eftekhari A et al. Eur Heart J. 2023, in press
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Prognostic value of LM/LAD-lesions

Median Survival: Surgical 13.1 Years
Medical 6.2 Years
P < .0001
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Deferred cases — iFR-SWEDEHEART
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1 .
° Summary and conclusion
PURPOSE fisecnciotere  FINDINGS

Theoretical calculation of FFR and iFR FFR iFR
FFR = hyperemic (Pd/Pa) _ N'=2257 N'=22>4
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Study-level meta-analysis FFR 22572203 2153 2089 2050 1990 1980 1947 1933 1898 1562
METHODS of DEFINE FLAIR and iFR iFR  2254218521212047 2018 1963 1946 1907 1881 1837 1509
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