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THE LANCET
INDIVIDUAL PATIENT-DATA POOLED ANALYSIS OF
11,518 PATIENTS FROM 11 RANDOMIZED TRIALS

Mortality after coronary artery bypass grafting versus @+§ ()]
percutaneous coronary intervention with stenting for
coronary artery disease: a pooled analysis of individual

patient data

Stuart | Head, Milan Milojevic, Joost Daemen, Jung-Min Ahn, Eric Boersma, Evald H Christiansen, Michael | Domanski, Michael E Farkouh,
Marcus Flather, Valentin Fuster, Mark A Hlatky, Niels R Holm, Whady A Hueb, Masoor Kamalesh, Young-Hak Kim, Timo Makikallio,
Friedrich W Mohr, Grigorios Papageorgiou, Seung-Jung Park, Alfredo E Rodriguez, Joseph F Sabik 3rd, Rodney H Stables, Gregg W Stone,
Patrick W Serruys, Arie Pieter Kappetein

Summary
Background Numerous randomised trials have compared coronary artery bypass grafting (CABG) with percutaneous Pubiished online
coronary intervention (PCI) for patients with coronary artery disease. However, no studies have been powered to February 22,2018

. . e o . hitip:/ fcbe.doi.ong/10.1016f
detect a difference in mortality between the revascularisation strategies. S0140-6736(18)30423-0
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N OAC.25 pClvs CABG in Multivessel Disease
Individual-patient-data pooled-analysis.
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Head SJ et al. Lancet 2018;391:939-48; Head SJ et al. ] Am Coll Cardiol 2018;72:386-98



Major Results of PCl vs CABG/OMT Trials
(MVD and LMCA-1993/2023)

Pre-DES Era (1993/2009) DES Era( 2005/2023)

Why 2??

87% Favor to PCI 92.3% Negative to PCI
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Trends in PClI Outcomes from RCTs
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v OAC.20 US Trends in Revascularization

National Inpatient Claims Database 2003-16 EP'CSk Adjusted In Hospital Mortality
N=12 062 081 Revascularizations (72% PCl; 28% CABG) | Pl
Trends in Revascularization over time
ézoo P <.001 for trend - m:N CABG

Patients, %

__________________

0 T T T T T T T T T T T T 1
2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016
Year

“" Isolated CABG
» Increased comorbidities in all groups over time 6

» Reduced mortality in CABG over time
» Stable to slight increase in mortality in PClI

Patients, %

JAMA Netw Open. 2020;3(2):e1921326



SAC.25 ESC Revascularization

Guidelines in CCS

Decisions for revascularization (PCl or CABG) as
adjunct to Optimal Medical Therapy

» Symptoms assessment
» Ischemia assessment
» Stenosis severity (functional or anatomic)

Goals of revascularization (PCl or CABG)
» Angina/symptom relief

» Improved Qol

» Improve prognosis

sis
>90% >90%

 FFR <0.80 or iwFR Large area * FFR <0.80 or iwFR
<0.89 in major of ischaemia <0.89 in major
vessel (>10%0f V)  yesse |

* LVEF <35% due * LVEF <35% due
to CAD to CAD

|

scularization on top of medical therapy

Eur Heart J, Volume 41, Issue 3, 14 January 2020, Pages 407477

©ESC 2019
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Revascularization Improves Angina and QoL in CCS
FAME 2
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Early (4-6 Week) Angina-free Status
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Parisi AF et al. N Engl J Med 1992;326:10-16; Weintraub WS et al. NEJM 2008;359:677-87
Al-Lamee R et al. Circulation. 2018:on-line
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Causes of Death Following Coronary
Revascularization in Patients with Diabetes
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Brief title: Causes of Death in the FREEDOM Trial|
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Cause of death Overall PCI CABG HR (95% CI) p
|
Cardiovascular mortality* 125 (8.71) | 73 (10.59) 52 (6.73) | 1.35(0.95,1.93) 0.09
| Laluiuvdasuuldl LiuviLality | 17 (0.71) | 12 \(1v.07) | Jo\V.10) | 1.0 \V.Z7J,1.70) ‘ v.uz
Sudden Death 50 (3.42) | 34(4.43) | 16(2.34) |2.04(1.13,3.70) | 0.02
Cardiovascular Procedure
lated death 16 (0.90) | 4(0.50) | 12(1.31) |0.32(0.10,1.01) | 0.05
Non-cardiovascular mortality 72 (5.01) 41 (5.72) 31(4.26) | 1.27(0.80,2.02) 0.32
Other cardiovascular deaths | 20 (1.77) 14 (2.69) 6(0.81) | 2.26 (0.87,5.87) 0.10
Non-cardiovascular mortality 72 (5.01) 41 (5.72) 31(4.26) | 1.27(0.80,2.02) 0.32
Pulmonary diseases 9 (0.59) 5(0.72) 4(0.46) | 1.20(0.32,448)  0.78
Infection 12 (0.82) 5(0.77) 7(0.87) | 0.68(0.22,2.16) | 0.52
Cancer 33 (2.36) 18 (2.48) 15(2.25) | 1.15(0.58,2.28) | 0.69
Other 18 (1.23) 13 (1.75) 5(0.68) |2.49(0.89,6.99)  0.08
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Figure 1|
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2AC2>  FAME 2: 5-year Results

1120 pts with stable CAD and 1V, 2V or 3VD w/FFR <0.80 randomized to PCI vs. MT

All MI Spontaneous Ml

20 20
PCl vs. Medical Therapy: HR 0.66 (95% Cl 0.43-1.00) P=0.049 PCI vs. Medical Therapy: HR 0.62 (95% CIl 0.39-0.99) P=0.04
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oS ISCHEMIA Trial

Spontaneous MI Reduced with Invasive Strategy (PCl or CABG)
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Maron D. et al, N EnglJ Med 2020;382:1395-1407
Chaitman et al. ACC 2020
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Ischemia Severity

N 4-Year Hazard Ratio P-value
Rate (95% CI)

All-Cause Mortality 0.332
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Sewvere 2797 I | 2.4% 1.37 (0.28, 1.91)
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Figure 1. Association between ischemia severity and outcomes.
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Figure 2. Association between CAD severity and outcomes.
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Percutaneous Revascularization for Ischemic
Left Ventricular Dysfunction

Divaka Perera, M.D., Tim Clayton, M.Sc., Peter D. O’Kane, M.D.,

John P. Greenwood, Ph.D., Roshan Weerackody, Ph.D., Matthew Ryan, Ph.D.,
Holly P. Morgan, M.B., B.Ch., Matthew Dodd, M.Sc., Richard Evans, B.A.,
Ruth Canter, M.Sc., Sophie Arnold, M.Sc., LanaJ. Dixon, Ph.D_,
Richard J. Edwards, Ph.D., Kalpa De Silva, Ph.D., James C. Spratt, M.D.,
Dwayne Conway, M.D., James Cotton, M.D., Margaret McEntegart, Ph.D.,
Amedeo Chiribiri, Ph.D., Pedro Saramago, Ph.D., Anthony Gershlick, M.D.,
Ajay M. Shah, M.D., Andrew L. Clark, M.D., and Mark C. Petrie, M.D.,
for the REVIVED-BCIS2 Investigators™

ABSTRACT

BACKGROUND
Whether revascularization by percutaneous coronary intervention (PCI) can im-
prove cventfree survival and left ventricular function in patients with severe ischemic
left ventricular systolic dysfunction, as compared with optimal medical therapy
(i.e., individually adjusted pharmacologic and device therapy for heart failure) alone,
is unknown.

METHODS

We randomly assigned patients with a left ventricular cjection fraction of 359% or
less, extensive coronary artery disease amenable to PCI, and demonstrable myocar-
dial viability to a strategy of either PCI plus optimal medical therapy (PCI group) or
optimal medical therapy alone (optimal-medical-therapy group). The primary com-
posite outcome was death from any cause or hospitalization for heart failure.
Major seccondary outcomes were left ventricular ejection fraction at 6 and 12 months
and quality-of-life scores.

RESULTS
A total of 700 patients underwent randomization — 347 were assigned to the PCI
group and 353 to the optimal-medical-therapy group. Over a median of 41 months,
a primary-outcome event occurred in 129 patients (37.2%) in the PCIl group and in
134 patients (38.0%) in the optimal-medical-therapy group (hazard ratio, 0.99;
95% confidence interval [Cl], 0.78 to 1.27; P=0.96). The left ventricular ecjection
fraction was similar in the two groups at 6 months (mean difference, —1.6 percent-
age points; 95% CI, —3.7 to 0.5) and at 12 months (mean difference, 0.9 percentage
points; 95% CI, —1.7 to 3.4). Quality-of-life scores at 6 and 12 months appeared to
favor the PCT group, but the difference had diminished at 24 months.

CONCLUSIONS

Among patients with severe ischemic left ventricular systolic dysfunction who re-
ceived optimal medical therapy, revascularization by PCI did not result in a lower
incidence of death from any cause or hospitalization for heart failure. (Funded by
the National TInstitute for Health and Care Research Health Technology Assess-
ment Program; REVIVED-BCIS2 Clinicallrials.gov number, NC101920048.)

N ENGL ] MED NEJM.ORG

100+
PCl: 129 events (in 37.2% of patients)

90— Optimal medical therapy: 134 events (in 38.0% of patients)

Hazard ratio, 0.99 (95% Cl, 0.78-1.27)
704 P=0.96

Optimal medical therapy

Cumulative Incidence (%)

Years since Randomization

No. at Risk
PCI 347 295 262 179 130 80 32 14 3
Optimal medical therapy 353 299 276 191 142 82 33 10 1

Figure 1. Primary Outcome of Death from Any Cause or Hospitalization
for Heart Failure.

Shown are Kaplan—Meier estimates of the cumulative incidence of death
from any cause or hospitalization for heart failure in a time-to-first-event
analysis. The overall incidence is based on the total number of events in
each group in the intention-to-treat population over the entire follow-up
period. PCl denotes percutaneous coronary intervention.




Table 2. Primary and Secondary Outcomes.

Outcome

Primary outcome

Death from any cause or hospitalization for
heart failure — no. (%)

Secondary outcomes
Components of the primary outcome

Death from any cause

Death from cardiovascular causes — no. (%6)%

Acute myocardial infarction — no. (%6) |
Periprocedural — no. (26)**
Spontaneous — no. (96)**

Sudden death — no. (26)**{t

Unplanned revascularization — no. (26)i%
PCl — no. (%6)§§

CABG — no. (%)1§

Major bleeding — no. (26)
At 1l yr
At 2 yr

PCI
(N =347)

129 (37.2)

110 (31.7)

76 (21.9)
37 (10.7)
14 (37.8)
18 (48.7)
5 (13.5)
10 (2.9)
9 (90.0)
1 (10.0)

10/319 (3.1)
10/292 (3.4)

Optimal Medical

Therapy
(N=353)

134 (38.0)

115 (32.6)

88 (24.9)
38 (10.8)
0
33 (86.8)
5 (13.2)
37 (10.5)
29 (78.4)
8 (21.6)

2/316 (0.6)
7/290 (2.4)

Treatment Effect
(95% CI)*

0.99 (0.78-1.27)

0.98 (0.75-1.27)
0.97 (0.66-1.43)
0.88 (0.65-1.20)
1.01 (0.64—1.60)

0.27 (0.13-0.53)

4.95 (1.09-22.43)
1.42 (0.55-3.68)




Table S14: Acute Myocardial Infarction and Unplanned
Revascularisation

PCl oMT Hazard ratio
(n=347) (n=353) (95% Cl)

Acute Myocardial Infarction 37 (10.7) 38 (10.8) 1.01(0.64 to 1.60)
Peri-procedural M| 14 (37.8 0(0
Spontaneous M 18 (48.7) 33 (86.8)

~ Sudden death 5(13.5) 532 |

Unplanned revascularisation 10 (2.9) 37 (10.5) 0.27(0.13 to 0.53)

CABG 1(10.0) 8(21.6)

PC| 9 (90.0) 29 (78.4)
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Improved Prognosis with Revascularization

Meta-analysis of 25 RCTs (19 806 patients) of revascularization + OMT
vs OMT in CCS between inception-2020 at median of 5.7 years

Cardiac Death Spontaneous Non-fatal Ml
Revascularisation+MT MT alone Cardiac mortality Revascularisation+MT MT alone Spontaneous MI

Study Events  P-Y Events P-Y RR 95%-Cl Weight Study Events P-Y Events  P-Y RR 95%-CI Weight
Mathur (1979) 8 30800 12 33000 —_— 0.71 [0.29; 1.75] 3.0% Mathur (1979) 9 308.00 13 330.00 —_—]— 074 [0.32; 1.74] 26%
ECSS (1988) 46 472800 76 4476.00 e 0.57 [0.40; 0.83] 11.7% ACIP (1997) 7 384.00 18  732.00 —_—t 074 [0.31; 1.77) 25%
AVERT (1999) 1 26550 1 246.00 093 [0.06;14.81) 0.3% ACME-1 (1997) 10 575.00 8 560.00 R 122 [0.48; 3.08]) 22%
MASS-1(1999) 6 71000 2 36000 — 152 [0.31; 7.54] 1.0% ACME-2 (1997) 5 255.00 5 250.00 —_— 098 [0.28; 3.39) 1.3%
RITA-2 (2003) 13 352800 22 3598.00 —t 060 [0.30; 1.20] 4.8% AVERT (1939) 5 26550 4 246.00 _ 116 [0.31; 431] 12%
TIME (2004) 32 61200 34 59200 e 091 [0.56; 1.48] 8.2% MASS-1 (1999) 7 710.00 3 360.00 —— 118 [0.31; 458) 1.1%
INSPIRE (2006) 1 104.00 2 101.00 ]' 049 [0.04; 5.36] 0.5% RITA-2 (2003) 25 3528.00 23 3598.00 —— 111 [0.63; 195 53%
COURAGE (2007) 23 528540 25 523480 - 091 [052 161 6.5% TIME (2004) 20 612.00 21 59200 —— 092 [0.50; 1.70) 46%
SWISSI-2 (2007) 3 97920 22 1071.00 —— 0.15 [0.04; 0.50] 1.7% COURAGE (2007) 108 528540 119 523480 — 0.90 [0.69; 1.17) 14.7%
JSAP (2008) 2 63360 3 63360 067 [0.11; 399) 08% SWISSI-2 (2007) 11 979.20 40 107100 ——o 0.30 [0.15; 0.59) 4.0%
BARI 2D (2009) 72 5880.00 64 5960.00 — 1.14 [0.81; 1.60] 12.9% JSAP (2008) 3 63360 7 63360 ————— 043 [0.11; 1.66) 1.1%
MASS-2 (2010) 51 4080.00 42 203000 —_— 060 [0.40; 0.91] 10.2% BARI 2D (2009) 96 5880.00 138 5960.00 - 071 [0.54; 0.91] 14.7%
DEFER (2015) 4 135000 5 1365.00 - E— 081 [0.22 301] 15% MASS-2 (2010) 48 4080.00 42 2030.00 —— 0.57 [0.38; 0.86]) 85%
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SACZS Optimal Medical Therapy in RCTs: Cross Over Rates
Option for Revascularization is Always Open
COURAGE: PCl in OMT Arm (Crossover 32% overall)

daily weekly monthly none

~85% of sham-treated pts in
ORBITA crossed-over to PCI

at the end of the 6-week period

Baseline SAQ Angina Frequency Score - deciles

Crossover rate

J. Spertus et al. TCT 2010 and Circ CV Qual Outcomes 2013
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ISCHEMIA Trial

Cardiac Catheterization and Revascularization
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. SAC.25

y el 21° Congreso Argentino de Cardiologia Pediétrica

Underuse of High-Intensity Statins Among US Patients with ASCVD

(Current 2019 ESC/EAS guidelines recommend high-intensity 1 100 -
statin monotherapy as the first-line of treatment for lowering
LDL-C? )
. J =~
i ' & a0 -
LDL-C goals may not be achievable with statins alone, and Q
add-on therapy is associated with larger reductions in LDL-C -
\ i 3
s Y | e 54
However, the DA VINCI study demonstrated that -
approximately half of all high- or very high-risk patients did g
knol achieve the 2016 ESC/EAS risk-based LDL-C goals ) 3 i)
s N g
Two-thirds of high- and very high-risk patients did not 2
achieve the 2019 LDL-C goal® 3 i
\ o J g
3
- Yy @
As such, there remains a need for additional data on the
effectiveness of LLT therapies 0
L ) 2016 LDL-C goal 2019 LDL-C goal
CV, cardiovascular, ; ESC/EAS, European Sociely of Cardiology/European Atherosclerosis Society, LDL-C, 1. Mach F, et al. Eur Heart J. 2019.41:111-88,
low-density lipoprotein cholesterol; LLT, lipid-lowering therapy 2. Ray, KK et al. Eur. J. Prev. Cardiol. 2021;28(11):1279-89




SACZS Glucagon like peptide 1 (GLP-1): Hope for Improved Compliance?

GNET Your guide to a better future
Hollywood’s Secret New We

Drug, Revealed: The Hypea What to Know About Ozempic,
Ozempic Wegovy and the New Weight g
ki Loss Market It's Not a Miracle Weight Loss Drug.

—_ Ozempic is a drug for diabetes, but it's also being
off-label for weight loss. Its active ingredient has in
a new class of weight-loss drugs.

4% Jessica Rendall g
¥ March 13, 2023 9:34 am. PT




Patients should make an informed decision about their
own medical care

Patient education and decision making Variability in Site Outcomes:
| The SYNTAX Trial

Heart Team discussion

Patient risk and comorbidities
Angina Frequency and QolL
Ischemia vs CAD severity and complexity

Stent MACCE (%)

Compliance to OMT
Operative mortality vs long-term benefit
Revascularization choice (PCl vs CABG)

V VYV VY V VY

Technique, complete revascularization 30 40 50
CABG MACCE (%) Size of circle adjusted for number of patients
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0154: Cape Cod Hospital (USA)

0159: Baylor University Medical Center (USA)

0161: San Antonio Endovascular Heart Institute (USA)

0162: Kaiser Foundation Hospital (USA)
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0251: Univ. Klinik für Herzchirurgie Landeskliniken (Austria)
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0263: Clinique Saint-Hilaire Rouen (France)
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0266: Herzzentrum Universität Leipzig (Germany)
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0269: Medizinische Universität (Germany)

0270: Klinikum Grosshadern (Germany)

0271: Heart Institute Medical School of University Pecs (Hungary)

0272: Medical University of Debrecen (Hungary)

0273: National Medical Center (Hungary)
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0276: Ospedale San Raffaele (Italy)
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0290: Hospital de Santa Marta (Portugal)

0291: Hospital Clinico San Carlos (Spain)

0292: Hospital Clinico y Provincial (Spain)

0293: Hospital General Universitario Alicante (Spain)

0294: Hospital Clinico Salamanca (Spain)

0296: University Hospital Uppsala (Sweden)

0297: Sahlgrenska University Hospital (Sweden)

0298: University Hospital of Lund (Sweden)

0299: University Hospital Southampton Wessex Cardiothoracic Centre (United Kingdom)

0300: John Radcliffe Infirmary Oxford (United Kingdom)

0301: King's College Hospital London (United Kingdom)

0302: Glenfield Hospital (United Kingdom)

0303: Abbott Northwestern (USA)

0304: Evanston Hospital (USA)

0305: Mayo Clinic (USA)

0306: Medical City Hospital (USA)

0308: Universitätsklinikum Campus Kiel (Germany)
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0312: Royal Sussex County Hospital (United Kingdom)

0313: St Thomas & Guys (United Kingdom)

0314: London Chest Hospital (United Kingdom)

0315: Florida Hospital Orlando (USA)

0317: Oklahoma Foundation for Cardiovascular Research Oklahoma Heart Hospital (USA)

0318: Spectrum Health Hospitals Cook Research Department (USA)

0319: Sentara Norfolk General Hospital Cardiology Consultants (USA)

0322: Washington Hospital Center (USA)

0324: Clinique St Augustin (France)

0325: Herz- und Diabetes zentrum Nordrhein Westfalen (Germany)

0326: Universitatsklinikum Rudolf Virchow, Franz-Volhard Kinik - Berlin (Germany)

0327: Western Infirmary (United Kingdom)

0434: South Denver Cardiology Assoc. (USA)
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Mortalidad quirdrgica Argentina vs 1° mundo

SYNTAX trial® hultivessel or PClwvs CABG 2005-2007 114
left miain disease n=1800
MASS 11l trial™® Multiveszs| On- ws off-pump | 2001-2006 | 5.2-834
disease n=308
FREEDOMA trial’ Multivesssl PClvs CABG 20052010 109
disease, diabetics n=1%00
PRECOMEBAT Left main disease | PClvs CABG 2004-2009 1.9
trial™® n=600
PREVENT IV trial™ All coronary Prevention of 2002-2003 | 109125
artery disease | graft failure with n=3014
edifoligide
BEST trial™ Multiveszs| PClvs CABG 2008-2013 5.0
disegse =820
NOBLE trial™ Left main disease | PClvs CABG 2008-2015 9
n=1201
COROMARY All coronary On- vs off-pump | 20062011 | 135-146
trial™ artery disease n=4752
ART Trial* Multivesse| Single vs double | 2004-2007 | 8.4-87
disease IMA use n=3102

CENTROC DE ESTUDIOS EM CARDIOLOGIA INTERVENCIONISTA

Tabla 3. Datos del postoperatono
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La mortalidad general intrahospitalaria fue del
6,9 %, mavor que la reportada por el registro CO-
NAREC XVI, que informé 4,3% para el grupo de CEM.
Sin embargo, al comparar los pacientes con antece-
dentes de disfuncién ventricular, vemos dos grupos
claramente diferentes: la mortalidad de los pacientes
con este antecedente traceciona la mortalidad general,
va que fue del 13,1 % wversus 5,1 % en el resto; aun
asi, vemos mortalidad elevada en los pacientes con
buena funecion ventricular. (18) En consonancia con

RIC: rangeo intercuartilico 2575 %.
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Figure 2. Subgrowup Analyses of the Primary Composite Outcome at S Years.
Event rates were based on Kaplan—Meier estimates; thus, the rate is not the same as the ratio of the numerator and denominator. There were no significant differences between
the relative risks of the treatment effects in any of the subgroups. The estimated glomerular filtration rate (GFR) was calculated by means of the Cockeroft-Gault equation. The

Synergy between Percutaneous Coronary intervention with Taxus and Cardiac Surgery (SYNTAX) score reflects a comprehensive angiographic assessment of the coronary vascul a-
ture, with O as the lowest score, and higher scores (no upper limit) Indicating more complex coronary anatomy. The 95% confidence intervals for secondary outcomes have not
been adjusted for Mmultiple comparisons, and therefore inferences drawn from these intervals may not be reproducible,
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0= Circulation

The reason why in a population where 50% have low FSS, and where 24% of the
FAME lesions investigated did not have ischemia, have had 80 mm of stent length implanted is

difficult to understand, suggesting that despite the use of FFR probably intermediate or
perCUti small vessel lesions were included in revascularization strategy (1).

In summary, we want to highlight that the use of anatomical SS, which usually
overestimates angiographic risk (1,3,5), may be one of the causes of unnecessary DES
implantation, which may be the reason for the negative results of FAME 3.

e

v The lack of recognition of the limitations of DES2, such as early neo-atherosclerosis and
F endothelial dysfunction (4), is probably the other.

g Changing the PCI strategy seems mandatory (3).

(l

(

i

Number of words: 500

=

Myocaraial InTarction (Ivil ){p=u.uZ) ana repeat revascularizaton (U.UuZ) In ruil.

L RULLIVL O

Alfredo Rodriguez (Otamendi Hospital)
Carlos Femnandez-Pereira (Otamendi Hospital)
Juan Mieres (Otamendi Hospital)



(a) Overall
40
— PCI with extensive stenting
= — PCI without extensive stenting B2.3%
= 30| — cABG
= 26.2%
= 23.8%
FE, 20
@
(7]
3
$ 10
< Log-rank p = 0.020
0 1 T T 1 T T T T T T
0o 1 3 5 7 10
Years since randomization
Patient number at risk
— 308 295 282 254 226 187
— 585 560 535 497 455 400
— 865 829 797 744 684 619
(d) Overall
40 -
— PCI with small stents
= — PCI with large stents o
£30{ — caBG 30.9%
= 25.9%
3 23.8%
o -
2 20
b
=
2 10 1
< Log-rank p = 0.018
0o 1 3 5 7 10
Years since randomization
Patient number at risk
— 425 401 377 350 314 265
— 468 454 440 401 367 322
— B65 829 797 744 684 619
FIGURE 2

SIMPOSIO CFC1 2021

(b) 3vD
40
— PCI with extensive stenting
— — PCI without extensive stenting 33.0%
£ 30| — caABG
= 25.9%
£ o
S 20 20.5%
E
-]
]
$ 10
< Log-rank p = 0.001
0o 1 3 5 7 10
Years since randomization
Patient number at risk
— 231 220 208 189 168 139
— 310 296 282 267 243 213
— 523 502 486 463 433 396
(e) 3vD
40 -
— PCI with small stents
= — PCIl with large stents
£ 30{ — CABG 30.1%
= 26.7%
-
S 20 20.5%
E
2
=
3 10
< Log-rank p = 0.004
o1 3 s 7 " 10
Years since randomization
Patient number at risk
— 340 323 306 283 254 214
— 201 193 184 173 157 138
— 523 502 486 463 433 396

(c) LMCAD
-.D
— PCI1 with extensive stenting
= — PCIl without extensive stenting 20.3%
ﬂg 301 — caec 28.8%
= 26.5%
£
g 20
@
w
§ 10 4
=
< Log-rank p = 0.823
0 T T T T T T T T T T
[1] 1 3 5 7 10
Years since randomization
Patient number at risk
— 77 75 74 65 58 48
— 275 264 253 230 212 187
— 342 327 311 281 251 223
(H) LMCAD
40
— PCI with small stents
_ — PCI with large stents 34.1%
3;‘ 30 i — CABG 28.8%
= 25.2%
£ 20
S ]
L4
w
=
k] 10
=< Log-rank p = 0.196
D T T T T T T T T T T
0o 1 3 5 7 10
Years since randomization
Patient number at risk
— 85 78 71 67 60 51
— 267 261 256 228 210 184
— 342 327 311 281 251 223
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Kaplan—Meier curves for all-cause mortality at 10 years. (a—c) Mortality rates in patients with extensive stenting PCI, not-extensive



» Revascularization decisions require integrated risk stratification and
informed patient and heart team decision based on

e Patient related Factors: Angina frequency; Comorbidities and
procedure risk;

* Anatomic Factors: Extent and complexity of disease; severity of
ischemia; LVEF

* Technical factors: complete revascularization, discard lesions <70%,
avoid unnecessary DES implantation.

* FFR guidance, invasive imaging, OCT, and IVUS, although
randomized data against CABG/OMT are missing.
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Outcomes

PClvs CABG Hazard ratio
European Union [95% Cl]
(n=1,075)

PCl vs CABG
North America
(I'I=752)

Hazard ratio
[95% Cl]

Consistency
EUvs NA

30 days
Death/MI/Stroke

IDR
Death/MI/Stroke/IDR

4.7% vs 8.5% 0.52[0.32-0.87]
0.6% vs 1.5% 0.37 [0.10-1.38]
4.7% vs 9.0% 0.49 [0.30-0.80]

5.3% vs 5.7%
1.1% vs 0.8%
5.3% vs 6.0%

0.93 [0.49-1.74]
1.31 [0.29-5.89]
0.88 [0.47-1.65]

Yes (p,,=0.09)

Yes (p,=0.08)

J years
Death/MI/Stroke

IDR
Death/MI/Stroke/IDR

21.1% vs 19.6% 1.09 [0.81-1.48]
13.4% vs 9.3% 1.53[1.03-2.27]
28.5% vs 24.7% 1.22 [0.92-1.61]

24.2% vs 17.3%
22.9% vs 10.9%
36.9% vs 24.1%

1.57 [1.09-2.26]
2.48 [1.63-3.78]
1.91 [1.38-2.64]

Yes (p,,=0.07)

No (p —U 02)
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Figure 4. Kaplan-Meier curves for the composite of death from any cause, myocardial infarction, or stroke, stratified by FSS . . ocardial infarction,
classification.
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0= Circulation

The reason why in a population where 50% have low FSS, and where 24% of the
FAME lesions investigated did not have ischemia, have had 80 mm of stent length implanted is

difficult to understand, suggesting that despite the use of FFR probably intermediate or
perCUti small vessel lesions were included in revascularization strategy (1).

In summary, we want to highlight that the use of anatomical SS, which usually
overestimates angiographic risk (1,3,5), may be one of the causes of unnecessary DES
implantation, which may be the reason for the negative results of FAME 3.

e

v The lack of recognition of the limitations of DES2, such as early neo-atherosclerosis and
F endothelial dysfunction (4), is probably the other.

g Changing the PCI strategy seems mandatory (3).
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The reason why in a population where 50% have low FSS, and where 24% of the
FAME lesions investigated did not have ischemia, have had 80 mm of stent length implanted is

difficult to understand, suggesting that despite the use of FFR probably intermediate or
perCUti small vessel lesions were included in revascularization strategy (1).

In summary, we want to highlight that the use of anatomical SS, which usually
overestimates angiographic risk (1,3,5), may be one of the causes of unnecessary DES
implantation, which may be the reason for the negative results of FAME 3.

e

v The lack of recognition of the limitations of DES2, such as early neo-atherosclerosis and
F endothelial dysfunction (4), is probably the other.

g Changing the PCI strategy seems mandatory (3).
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ISCHEMIA Trial: Primary Outcome

Stable patients with at least moderate ischemia on a stress test:

N=5,179; Median FU: 3.2 years

30%

Adjusted Hazard Ratio = 0.93 (0.80, 1.08)
P-value = 0.34

%
Q

(%

Absolute Difference INV vs. CON

820%
5 6 months:
31 5% A =1.9% (0.8%, 3.0%)
£
21 0%
I
S 5% 4 years:
= A = -2.2% (-4.4%, 0.0%)
O 0%
0 1 2 3 4 5
Follow-up (years)
Subjects at Risk
CON 2591 2431 1907 1300 733 293
INV 2588 2364 1908 1291 730 271

Maron D. et al, N EnglJ Med 2020;382:1395-1407
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