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The PCIl vs CABG data for left main
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SYNTAX Trial Design

H¥ 62 EU Sites + Z= 23 US Sites
I |

' Heart Team (surgeon & interventionalist)
— \
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treatmenj options treatmen]approach
Randomized Arms Two Registry Arms
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Stent Number and Length Higher in
the SYNTAX Trial SYNTAX )

20 Multi-vessel disease: 96.2%*

3-vessel disease: 90.8%
Avg. stents per patient: 46 £ 2.3

15 I I I Avg. stented length: 86.1 mm

2 3 4 5 6 7 8 9 10 11 12 13 14

Total Number of Stents Implanted per Patient

Patients (%)

*3VD+LM/3VD+LM/2VD+LM/1VD
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MACCE to 5 Years SYNTAX )

E CABG (N=897) BE TAXUS (N=903)
Before 1 year” 1-2 years” 2-3 years” 3-4 years’ 4-5 years”
’\'a 12.4%vs 17.8%|| 5.7% vs 8.3% || 4.8%vs 6.7% || 4.2% vs 7.9% || 5.0% vs 6.3%
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SYNTAX Left Main at 10 Years: Mortality

PCI
¥ CABG

N
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HR 0.90, 95% CI (0.68-1.20)
P =0.47
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ber at risk:

357 343 338 332 318 295 382 273 262 249 237
348 332 323 314 305 283 265 251 244 235 223




SYNTAX

All-comers Yes No

Patient LM/3VD LM
population

SYNTAX score Any <32 Low

Primary
endpoint*

Death/MI/CVA/TVR Death/MI/CVA Death/MI/CVA/TVR
Follow up 1 year 3 year (median) 3 year (median)
IVUS Infrequent Recommended Recommended
FFR guidance Infrequent Recommended Recommended
Stent PES EES BES recommended

Angio FU At discretion Not recommended Not recommended




Excel 5yrs
— sample size / endpoint 3 yrs

EXCEL .
\ Study Design
2900 pts with unprotected left main disease
SYNTAX score <32

Consensus agreement of eligibility and equipoise by heart team

> No
Yes YR [)

(N=1900)
Enroliment

Stratified by diabelss, SYNTAX score and center |

/" N\ reasy
PCI (Xience EES) CABG
(N=950) (N=950)

Follow-up: 1 month, 6 months, 1 year, annually through 5 years
Primary endpoint: Measured at a median 3-yr FU, minimum 2-yr FU



Excel 5yrs- good follow up
W~ EXCEL

Randomization and Follow-up

Withdrew; n=6
Lost to follow-up; n=0
&

Withdrew; n=5
Lost to follow-up; n=19
"

No revascularization (n=17)

v
Withdrew, n=16 Withdres; n=17
Lost o follow-up; n=1 Lost to follow-up; n=24

‘Withdrew; n=0
Lo=t to follow-up; n=34
&

1905 pts PCI with e (038 | | |
with unprotected CoCr-EES | — o5 m=7) — 942(994%) — 918 (96.8%) — 884 (93.2%)
left main CAD N=948 No revascularization (n=6)
were enrolled
between — 30-day 3-year 5-year
9/29/2010 and follow-up follow-up follow-up
3/6/2014 at »
126 sites in CABG —'"'gﬂlﬁ':‘;?“t
17 countries N=057 CABG (n=923) 940 {5:3.2%} — 899 (953.9%}—- 862 (5:0.1%)

Withdrew; n=1
Lost to follow-up; =36




Excel 5yrs- no statistical difference

EXCEL : .
\ | Primary Endpoint
All-cause Death, Stroke or Ml at 5 Years
25 -
g | —— CABG (n=957) e
g ®| —Pole-o 19.2%
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e
£ 10 OR [95% Cl] =
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Excel 5yrs- 3 phases
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XCEL

Piecewise Hazards

All-cause Death, Stroke or Ml
Three distinct periods of varying relative risk

Treatment-time interaction: P<0.001

0-day to 30-day HR: 0.61 [95% ClI: 0.42, 0.88]; P-value = 0.008
30-day to 1-year HR: 1.07 [95% CI: 0.68, 1.70]; P-value = 0.76
1-year to 5-year HR: 1.61 [95% CI: 1.23, 2.12]; P-value <0.001
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Excel 5yrs- death and MI rates

|
/. Primary Endpoint at 5 Years
All-cause Death, Stroke or Ml after Multiple Imputation
to Account for Missing Follow-up Data

Kaplan-Meier rate (n events)
Population
PCI CABG Odds ratio [95% CI]
All-cause death, stroke or Mi 21.8% 19.5% 1.15 [0.92, 1.45]
= All-cause death 13.0% 10.1% 1.32 [0.99, 1.77]
- Stroke 3.1% 3.7% 0.83 [0.48, 1.44]
= Myocardial infarction 10.2% 9.6% 1.08 [0.79, 1.46]

Event rates are binary proportions. Odds ratios and 95% confidence intervals
were estimated from time offset logistic regression.



Excel 5yrs-

N EXCEL/ .
Conclusions

* In the EXCEL trial, treatment of patients with LMCAD
and visually-assessed low or intermediate SYNTAX
scores with CoCr-EES resulted in similar rates of the
clinically meaningful composite outcome of death, stroke
or Ml at 5 years

* The early benefits of PCI due to reduced peri-procedural
risk were attenuated by the greater number of events
occurring during follow-up with CABG, such that at
5 years the cumulative mean time free from adverse
events was similar with both treatments




NOBLE

Remember it’s a different endpoint
to Excel

Results
Primary endpoint: MACCE

s

— P PCI

HR 1-48 (1-11-1-96); p=0-0066

.:v 1 2 3
3"]3'\ IS time 93!

PCl did not show non-lnferlorlty
and CABG was superior to PCI




Results
Stroke

Number at nsk
PCl 592
CABG 592

Mmmmm don’t understand that !

HR 2:25 (0-92-5-48); p=0-07

2 3
4 .
analysis ime

313

NOBLE



NOBLE

Favours surgery — a bit

Results
Total repeat revascularization

HR 1:50 (1:04-2-17); p=0-03

3

analysis ime (years)

Number at risk
PCl 592 442 313
CABG 592 536 440 319




NOBLE

Results It’s the same
All-cause mortality

HR 1.07 (0-67-1-72); p=0-77

. 2

< .
analysis time (days

Number atrisk
PCl 592 538 442 313
CABG 592 536 440 319




N | | 5 Major adverse cardiac and cerebrovascular eventis (%)

HR 158, 1-24-2

2 3
Analysis time (years)




Percutaneous coronary intervention with drug-eluting
stents versus coronary artery bypass grafting in left main
coronary artery disease: an individual patient data

meta-analysis

Marc S Sabatine*, Brian A Bergmark™, Sabina A Murphy, Patrick T O’Gara, Peter K Smith, Patrick W Serruys, A Pieter Kappetein, Seung-Jung Park,
Duk-Woo Park, Evald H Christiansen, Niels R Holm, Per H Nielsen, Gregg W Stone, Joseph F Sabik, Eugene Braunwald

www.thelancet.com Published online November 15, 2021
https://doi.org/10.1016/50140-6736(21)02334-5




Patient level: Syntax Noble Precombat and Excel

Demographics
Age, years
Age =65 years
Sex

Female

Male

SYNTAX scoret
SYNTAX score group
<22
23-32
233

Pooled (n=4394)

66 (59-73)
2496 (56-8%)

1023 (23-3%)
3371 (76-7%)

25.0 (18-0-31-0); n=4358

1778/4358 (40-8%)
1627/4358 (37:3%)
953/4358 (21-9%)

PCl (n=2197)

66 (59-73)
1223 (55:7%)

514 (23-4%)
1683 (76-6%)

25.0 (19-0-31-0); n=2187

864/2187 (39-5%)
858/2187 (39-2%)
465/2187 (21-3%)

CABG (n=2197)

66 (59-72)
1273 (57-9%)

509 (23-2%)
1688 (76-8%)

24-0 (18-0-31-0); n=2171

914/2171 (42-1%)
769/2171 (35-4%)
488/2171 (22-5%)

www.thelancet.com https://doi.org/10.1016/501406736(21)02334-
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Patient level: Syntax Noble Precombat and Excel
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HR 1-10 (95% Cl 0-91-1-32); p=0-33

2 3 4 5
Number at risk

CABG 2197 2085 2042 2002 1939 1585
PCl 2197 2120 2068 2015 1942 1539

All cause Death at 5yrs p 0.33




Patient level: Syntax Noble Precombat and Excel

Cumulative incidence (%)

Number at risk

A Spontaneous myocardial infarction

— CABG
— Pl

HR 2-35 (95% C11.71-3-23);
p<0-0001

2 3

Follow-up (years)

CABG 2197 2054 2000 1954 1884
PO 2197 2090 2012 1939 1848

Cumulative incidence (%)

Number at risk

D Stroke

107 HR0-84 (95% C10.59-1-21);
p=0-36

2 3

Follow-up (years)

CABG 2197 2049 1998 1953 1885 1451
PCl 2197 2109 2045 1984 1902 1405

B Procedural myocardial infarction
(protocol definition)

OR 0-65 (95% C| 0-47-0-92);
p=0-013

N

E Repeat revascularisation

207 HR1-78 (95% C11-51-2-10);
p<0-0001
15

T T

2 3

Follow-up (years)

2197 1988 1900 1842 1749 1336
2197 1972 1838 1745 1624 1196

C Procedural myocardial infarction
(universal definition)

OR 1-42 (95% Cl 0-88-2.30);

p=0-15

www.thelancet.com https://doi.org/10.1016/501406736(21)02334-5




Patient level. Syntax Noble Precombat and Excel

PCI(n/N) CABG (n/N) HR (95% CI) Puatection

Age (years) 0091
=65 years

<65 years

Sex

Male (

Female 64 1:18 (0-82

Diabetes

Yes 4/56 7 111 (0-82

No

Acute coronary syndrome 0011
Yes 0 2 0-85(0-65-1.11)

No 138 (1.06-1.78)

1:18 (0-69-2-03)
1:10(0-88-1-38)
Peripheral artery disease
Yes 30/14 13 094 (056-1.57)
No /1453 1146 14 (0-90-1-43)

1.01(0-67

1.04 (0-84

1:30(0-89
260 mL/min per 1.73m’ 2/1293 /127 098(0.75
SYNTAX score
72/864 71/914 1.06 (0-77-1.48)
098(0-73-1-30)
1-30(0-92-1-84)
Diseased vessels
Left mainonly 34 23/346 1:39(0-82-2-36)
Left main + 1 vesse 94 7 3 079 (0-57-1-11)
Left main + 2 v 3 4 6 134 (0-96-1.86)
Left main + 5 52/459 114 (0-78-1-66)
Left main bifurcation
150/1549 111(0-89-138)
59/593 1.10(0-76-1.58)
0-25 1.00 4-00

‘+— —>
Favours PCl  Favours CABG

www.thelancet.com https://doi.org/10 /501406736(21)02334-5



Conclusions PCIl vs CABG
“Debate” about merits of PCl vs CABG may be unhelpful

Very very few patients are really in equipoise

Local expertise and patient opinion are relevant and
important

Review the patient clinically

Review the angiogram caréefully |
Asses the ischaemic potential and the expectation of
complete revascularization

.... And make the decision together with the patient and
the surgeon



