OCTOBER: OCT vs. Angiography for
True Bifurcation Lesions

Niels Ramsing Holm

Dr. Lene Nyhus Andreasen contributed in preparation of this talk
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Bifurcation lesions

= PCl of coronary bifurcations is associated with worse
clinical outcome compared with PCl of simpler lesions

e SYNTAXES trial
* 10-year mortality: 30.1% vs 19.8%?
* E-Ultimaster registry (35,839 patients)
* MI, TLR and ST increased with bifurcation PCI?

INinomiya K et al. 10-years SYNTAX Trial. JACC Cardiovasc Interv 2022
2Mohamed MO et al. One-year E-Ultimaster registry. Eurolntervention 2020
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Complex PCl for true bifurcation lesions

= True bifurcation lesions may require treatment by
complex stenting techniques®7

One-stent strategy with Two-stent strategy

kissing balloon inflation
6Cheol Woong Yu et al. COBIS II. JACC Cardiovasc Interv. 2015
’Chen SL et al. DK-CRUSH II. J Am Coll Cardiol. 2011
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OBER trial overview

Patients with stable angina, unstable angina or NSTEMI.
True bifurcation lesions

¥
1201 patients
A A
guiding 1:1 Angiographic guiding
Stepwise guiding protocol - 16% IVUS
A A

Primary endpoint: MACE at median two years*

MACE: Cardiac death, target lesion MI, ischemia-driven target lesion revascularisation
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Design

Investigator-initiated study

Open label design

38 heart centers in Europe

On-site training in OCT-quided PCl

Feedback on OCT-guided cases

Funding: Abbott and Aarhus University
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Primary endpoint: 2-year MACE

Hazard ratio: 0.70
95% Cl: 0.50-0.98
p=0.035
Angiography-guided PCl
~ 14.1%

10.1%
OCT-guided PCI

Q]
S
(%]
=
g -
v
()
L)
12
T
oiel
[}
o
| .
@
>
o
©
w LN
o
o
=
0-
T
(0]
No. At Risk:
OCT-guided PCI 600

Angiography-guided PCl 601

OBER

| 1|2 1| 2I4
Follow-up (months)

553 537 472 439
534 509 452 408

TCTAP

30% RR reduction

The NEW ENGLAND
JOURNAL of MEDICINE

OCT or Angiography Guidance for PCI
in Complex Bifurcation Lesions

MACE: cardiac death, target lesion myocardial infarction,
ischemia-driven target lesion revascularization

Kaplan Meier estimates

Comparison by unadjusted Cox analysis
Confirmed by adusted Cox analysis
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Patient-oriented Composite Endpoint (PoCE)

N7l Hazard ratio: 0.76
95% Cl: 0.56-1.01
ol g1
Lo _|
T Angiography-quided PCl
S 13.6%
g2
(s OCT-quided PCI
LN —
O-
| é I I [
Y 12 18 24
No. At Risk Follow-up (months)
OCT-quided PCI 600 547 527 460 427
Angiography-guided PCl 601 530 504 445 397

OBER

TCTAP

PoCE : All-cause mortality, Any myocardial infarction,
any repeat revascularization

Kaplan Meier estimates
Secondary endpoint. Not powered

Holm et al NEJM 2023
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The totality of data

= 22 randomized trials
= |VUS vs angiography

= OCT vs angiography
= |VUS or OCT vs angiography
= OCTvsIVUS

All using DES
= 15.964 patients
= Mean FU: 24.7 months
= Primary endpoint: TLF

OBER

Intravascular imaging-guided coronary drug-eluting stent
implantation: an updated network meta-analysis

Gregg W Stone, Evald H Christiansen, Ziad A Alj, Lene N Andreasen, Akiko Maehara, Yousif Ahmad, Ulf Landmesser, Niels R Holm

Intravascular  Angiography RR (95% CI) Weight  Weight

imaging (random) (fixed)

Events N Events N
HOME DES IVUS (2010)** 11 105 12 105 —é—'— 0-92 (0-42-1-98) 2:5% 2:0%
AVIO (2013) 23 142 29 142 = 079 (0-48-1:30) 5-9% 49%
RESET (2013)% 12 269 20 274 —-;—— 061(0:30-1.23) 3-0% 33%
AIR-CTO (2015)® 21 15 26 115 —u 0-81(0-48-135)  55% 44%
Kim et al (2015)*” 2 58 3 59 : 0-68 (0-12-3-91) 0-5% 0-5%
Tanetal (2015)2 8 61 17 62 0-48 (0-22-1-03) 2:5% 2:8%
CTO-IVUS (2015)* 5 201 14 201 i 0-36(0-13-0-97) 15% 2-4%
OCTACS (2015) 0 40 2 45 - 022(0:01-454)  02% 03%
DOCTORS (2016)* 3 120 2 120 —é— 150 (0-26-8-82) 0-5% 0-3%
ROBUST (20187 5 105 1 96 e 457(064-38:43) 03% 02%
Liu etal (2019)%® 2 167 37 169 —4— 060 (0:37-0:97)  62% 6:2%
IVUS-XPL (2020)* 36 700 70 700 —I'E' 051(035-076)  195% 11-8%
ILUMIEN IIl (2021) 8 289 2 142 1 . 197 (042-913)  0-6% 0-5%
ULTIMATE (2021)% 47 714 76 709 -i- 061(043-087)  116%  12:9%
iSIGHT (2021)* 6 101 3 49 —é—— 0-97 (0-25-3:72) 0-8% 07%
RENOVATE-COMPLEX-PCI (2023) 76 1092 60 547 -i— 0-63(0-46-0-88) 135%  135%
JLLIEN [V (000238 o 1233 24 1204 R 0000609010 10,50 EPWIa
OCTOBER (2023)* 59 600 83 601 -l- 071(052-0.97)  142%  140% j
GUIDE DS (2023) 29 (R (3] : SEVOT BTSN BT 20% |
Fixed-effect model 449 6877 572 6153 + 0-71(0-63-0-80) - 100-0%
Random-effect model (primary analysis) + 0-71(0:63-0-80) [§L00-0% -
Test for heterogeneity: ’=2%, x’=18:33 (p=0-43) 0-:)1 O-I25 100 S-IOO 25-‘00
Test for overall effect (fixed): Z=-5:72 (p<0-0001) +— —»

Test for overall effect (random): Z=-5-60 (p<0-0001)

Favours intravascularimaging - Favours angiography

The Lancet 2024

NH
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Hazard ratio: 0.56
95% Cl: 0.28-1.10

Hazard ratio: 0.53
95% Cl: 0.22-1.25

TCTAP

All-cause mortality (%)
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Holm et al NEJM 2023
Stone et al. LANCET 2024

OCTOBER:
Kaplan Meier estimates
Secondary endpoint. Not powered
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OBER subgroup analyses 1/2

Event rate Event rate

HR (95% Cl)

All patients 10% 14% —— 0.70 (0.50-0.98)
Gender

Female 8% 15% —_— 0.49 (0.22-1.08)

Male 11% 14% —_— 0.76 (0.53-1.10)
Age

< 65 year 12% 16% —_— 0.73 (0.45-1.18)

> 65 year 9% 13% —_—— 0.67 (0.42-1.07)
Diabetes

Yes 10% 17% - 0.55 (0.25-1.20)

No 10% 14% — — 0.73 (0.5-1.06)
Left main as study bifurcation ;

Yes 14% 19% —_— 0.78 (0.40-1.51)

No 9% 13% — 0.68 (0.46-1.00)
Stent technique ;

One-stent 6% 12% —_— 0.47 (0.24-0.93)

Two-stent 13% 15% —— 0.80 (0.55-1.18)
Multi vessel i

Yes 12% 18% —_— 0.63 (0.31-1.28)

No 10% 13% — 0.73 (0.50-1.07)

0.1 = 1 >

OCT-guided PCl better

OBER

Angiography-guided PCl better

20th

TCTAP

Holm et al NEJM 2023
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OBER

Angiography-guided PCl better
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Holm et al NEJM 2023
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OBER Subgroup analyses 2/2

Event rate Event rate HR (95% ClI)
Acute coronary syndrome or i
staged PCl from recent AMI
Yes 12% 14% —— 0.81 (0.51-1.30)
No 9% 14% —0-:— 0.61 (0.38-0.98)
Calcified lesion
None to minor 9% 14% —09— 0.64 (0.42-0.98)
Moderate or severe 13% 15% —_—— 0.81(0.47-1.39)
SB lesion length > 5mm by QCA :
Yes 10% 16% —.-.— 0.60 (0.40-0.89)
No 12% 11% ——¢—  1.13(0.59-2.16)
SYNTAX Score i
<17 8% 10% —_— 0.77 (0.41-1.45)
17-21 8% 15% —— 0.52 (0.27-0.97)
>21 14% 18% ——r— 0.82 (0.49-1.35)

OCT-guided PCl better ! Angiography-guided PCl better

Holm et al NEJM 2023
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The NEW ENGLAND
JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

OCT or Angiography Guidance for PCI
in Complex Bifurcation Lesions

N.R. Holm, L.N. Andreasen, O. Neghabat, P. Laanmets, |. Kumsars, J. Bennett,
N.T. Olsen, J. Odenstedt, P. Hoffmann, J. Dens, S. Chowdhary, P. OKane,
S.-H. Biilow Rasmussen, M. Heigert, O. Havndrup, J.P. Van Kuijk, S. Biscaglia,

LJ.H. Mogensen, L. Henareh, F. Burzotta, C. Hasbg Eek, D. Mylotte, M.S. Llinas,

L. Koltowski, P. Knaapen, S. Calic, N. Witt, |. Santos-Pardo, S. Watkins,
J. Lenborg, A.T. Kristensen, L.O. Jensen, F. Calais, J. Cockburn, A. McNeice,
O.A. Kajander, T. Heestermans, S. Kische, A. Eftekhari, J.C. Spratt,
and E.H. Christiansen, for the OCTOBER Trial Group*

TCTAP2024

NAH

AARHUS
UNIVERSITY
HOSPITAL



Conclusion

= OCT-quided PCl was associated with a lower incidence of the composite endpoint of two-
year MACE than angiography-guided PCl in treatment of complex bifurcation lesions

= The totality of data show that routine use of IVl in PCl reduces mortality substantially

= The outcomes after OCT guided bifurcation PCl appears to be in line with or better than the
overall metaanalysis results

= Implementing routine OCT guiding for PCl of complex bifurcation lesions may be justified -
in particular as the effect was shown with 16% ad hoc IVUS in the control arm and despite
the Covid-19 pandemic affecting invasive follow-up
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