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However, | published the 1st RCT between POBA and CABG in MVD
(ERACI trial; JACC,1993), therefore, my comments about PCI and
CABG are related to 30 years journey.
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Mortality Benefit with CABG over PCI with Stents : End of the

History?
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CIT 20lqwortality Benefit with CABG over PCI with Stents : End of the
History?
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Follow-up (Years)
CABG (Lm) 1903 932
PCi (Lm) 1946 978
Number at risk CABG (MVD) 3091 2829
CABG 5765 PCl (MVD) 3155 2875
PCI 5763 5458

SJ Head et al, Lancet 2018 Cooperation
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Mortality Benefit with CABG over PCI with Stents : End of the History?

Mortality after CABG vs
PCI during 5-year follow-
up of patients with and
without diabetes mellitus
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Follow-up (Years)

CABG (DM)
PCI (DM)

CABG (Non-DM) 3594 402 3208 2436
PCI (Non-DM) 3538 3417 3245 2477
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CIT 2013
Mortality Benefit with CABG over PCI with Stents : End of the History?

In the 4 trials with BMS against CBG there was no mortality \V S
benefit with CABG

S year all-cause mortality was 8:7% (131 events) after PCl and W-
8-2% (125 events) after CABG (HR 1-05, 95% CI 0-82-1-34; p=0-72) nd
in trials that did PCI with BMS lus

Follow-up (Years)

CABG (DM)

PCI (DM) 2215 2041 1856
CABG (Non-DM) 3594 402 3208 2436
PCI(Non-DM) 3538 3417 3245 2477
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Interventional cardiology

Clinical outcomes of state-of-the-art
percutaneous coronary revascularization in
patients with de novo three vessel disease:
1-year results of the SYNTAX Il study
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Lesions treated per patient (n)
in SYNTAX Il and SYNTAX |

P <0.001
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Cases of three-vessel PCl (%)
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P < 0.001
83.3%
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Major Adverse Cardiac or Cerebrovascular Events
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Myocardial Infarction
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Modifying angiographic syntax score according
to PCI strategy: lessons learnt from ERACI IV
Study

In addition, excluding all intermediate lesions and severe

stenosis in vessels _ _
<2mm, the number of diseased vessels also changed, with the  DSIS (2 70%) with

new scoring |)
13.4% had 1 vessel CAD, 59.8% 2 vessel CAD and 26.8% 3

vessel CAD
(Rodriguez AE et al CRM 2015)

A\ A A A 4 N

. -Intermediate lesions (50-69%)
calcification Dominance restenosis
-Severe lesions in vessels with

RD £2 mm
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ERACI Il vs ERACI IV

Events progression comparison at 2 years of follow-up

20T 05 0.0 0.0 0.01 0.003 0.001 0.1
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Deat AMI CVA D/MI/CVA TVR MACCE Stent
h thrombosis

Two years follow-up

Haiek C, Rodriguez AE et al. Catheter Cardiovasc Interv. 2016 Mar 7
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Fig. 1 a Annual follow-up
events rate of ERACI 1V study.
including death, MI, CVA, UR,
TVR-non-TLR. and MACCE. b
Original Residual Syntax S

(RSS) and Residual ERACI Score
(RES) <8 or >8 afier PCI in
ERACI IV study (P = 0.002
between both). M/ myocardial
infarction, CVA cerebral vascular
accident, TVR target vessel
revascularization, 7LR target
lesion revascularization, UR
unplanned revascularization,
VMACCE major adverse
cardiovascular events

M OneYear

BTwo Years

] Three Years

Death/MI/CVA  TVR-NonTLR

RSS

M RSS <8 W RSS <8
B RSS >8 B RSS >8

Rodriguez AE et al. Curr Cardiol Rep. 2017 Mar;19(3):20
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Lack of External Validation?

kn stable andina @k@)

From 200 angiographies reported by ORBITA
investigators in Supp material we found 82
(41%) may not full filled inclusion criteria of the

ctiidv and alen Aidn’t meat rritaria far crarino in

In this presentation we shown that TVR non
TLR was 2.3% suggesting OMT could be the *
right option for these angiographic scenarios
likely 41% ORBITA target vessels /lesions,
therefore indirectly ORBITA would support
results present here.

me by more |l tl effect of a pl b procedure. The efficacy of invasive procedures can be assessed with a M Shun-shi
i

ime by
acebo control, a standard for pharmacotherapy.

Al-Lamee et al. Lancet. 2018 Jan 6;391(10115):31-40



The ORBITA trial: Why is it not
the last nail for coronary

angioplasty in stable angina
patients?

Rodriguez AE;
Cardiovasc Revasc Medicine, 2019 Jan;20(1).



V. Primary Endpoint
Death, Stroke or Ml at 4 Years

25%
== CABG (n=957)
—~ === PCI (n=948
o\o 20% = ( )
= 18.6%
= 16.7%
O 15% -
(b}
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T 10% =
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S 1.10 [95% CI: 0.88, 1.36]
= P =0.40
0% ‘I
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No. at Risk: Months
PCI 948 896 874 854 809 744 682

CABG 957 864 832 818 788 760 687



N~ EXCEL/

Adjudicated Outcomes at 4 Years (i)

PCI CABG

0 -
(n=948) | (n=957) HR [95%Cl] P-value

Death, stroke or Ml (1° endpoint) | 18.6% 16.7% | 1.10[0.88, 1.36] 0.40

- Death 10.3% 7.4% 1.39[1.02, 1.89] 0.04

- Definite cardiovascular 4.3% 3.6% 1.17 [0.74, 1.86] 0.50

- Definite non-cardiovascular 5.3% 3.3% 1.61[1.01, 2.56] 0.04

- Undetermined cause 1.1% 0.7% 1.49[0.53, 4.19] 0.45
- Stroke 2.6% 3.3% 0.76 [0.44, 1.31] 0.32
- MI 9.5% 8.8% | 1.05[0.77,1.42] | 0.76
- Peri-procedural 3.9% 6.1% 0.65[0.43, 0.98] 0.04
- Spontaneous 5.7% 3.2% 1.77[1.12, 2.82] 0.01
- STEMI 1.9% 2.8% | 0.65[0.35,1.19] | 0.16

- Non-STEMI 7.8% 6.3% 1.22[0.86, 1.72] 0.26




N~ EXCEL/

Primary Endpoint
Landmark Analysis (post hoc)

From randomization to 30 days

From 30 days to 4 years

HR P
[95%CI] value

PCI  CABG
(N=948) (n=957)

HR P
[95%Cl] value

PCI CABG
(n=933) (n=929)

Death, stroke or
Ml

- Death

- Stroke

- MI

4.9% 7.9% 0.61[0.42,0.88] 0.008
1.0% 1.1% 0.90[0.37,2.22] 0.82
0.6% 1.3% 0.50[0.19,1.33] 0.15
3.9% 6.2% 0.63[0.42,0.95] 0.02

14.8% 10.1% 1.48[1.14,1.93] 0.003
9.4% 6.5% 1.47[1.05,2.05] 0.02
2.0% 2.2% 0.94[0.49,1.79] 0.85
5.7% 3.0% 1.92[1.19, 3.08] 0.006

Stroke and Ml rates are non-hierarchical; i.e. include fatal and non-fatal events. The 30-day to 4-year
landmark period includes all randomized pts at day 30 except those who died before day 30. Thus there
may be some patients with a stroke or Ml within 30 days who have a second event between 30 days and 4

years.



TO-Year Outcomes of Stents VVersus
Coronary Artery Bypass Grafting for
Left Main Coronary Artery Disease

Duk-Woo Park, MD.,#* Jung-Min Ahn, MD.,®* Sung-Cheol Yun, PaD.” Yong-Hoon Yoon, MD.® Do-Yoon Kang, MD,®
Pil Hyung Lee, MD.® Seung-whan Lee, MD,®” Seong-Wook Park, MDD, Ki Bae Seung, MD.,“ Hyeon-Cheol Gwon, MDD,
Myung-Ho Jeong, MD.® Yangsoo Jang. MD.' Hyo-Soo Kim, MD.® In-Whan Seong., MD.," Hun Sik Park, MD,!
Taehoon Ahn, MD,J In-HHo Chae, MD_* Seung-Jea Tahk, MDD, Seung-Jung Park, MD*

ABSTRACT

BACKGROUND Comparative outcomes of coronary artery bypass grafting (CABG) and percutaneous coronary
intervention (PCIl) for left main coronary artery (LMCA) disease were previously reported. However, data on very

long-term (=10 years) outcomes are limited.
OBJECTIVES The authors compare 10-year outcomes after PCl and CABG for LMCA disease.

METHODS In this observational study ofthe MAIN-COMPARE (Revascularization for Unprotected Left Main Coronary Artery
Stenosis: Comparison of Percutaneous Coronary Angioplasty versus Surgical Revascularization) registry, the authors evalu-
ated 2,240 patients with unprotected LMCA disease who underwent PCIl (n = 1,102) or underwent CABG (n — 1,138) between
January 2000 and June 2006. Adverse outcomes (death; a composite outcome of death, Q-wave myocardial infarction, or
stroke; and target-wvessel revascularization) were compared with the use of propensity scores and inverse-probability-
weighting adjustment. The follow-up was extended to at least 10 years of all patients (median 12.0 years).

RESULTS In the overall cohort, there was no significant difference in adjusted risks of death and the composite
outcome between the groups up to 10 years. The risk of target-vessel revascularization was significantly higher in the
PCIl group. In the cohort comparing drug-eluting stents and concurrent CABG, the 2 study groups did not differ
significantly in the risks of death and the composite outcome at 5 years. However, after 5 years, drug-eluting stents were
associated with higher risks of death (hazard ratio: 1.35; 95%6 confidence interval: 1T.00 to 1.81) and the composite
outcome (hazard ratio: 1.46; 95%6 confidence interval: 1.10 to 1.94) compared with CABG.

CONCLUSIONS In patients with significant LMCA disease, as compared with CABG, PCl showed similar rates

of death and serious composite outcomes, but a higher rate of target-wvessel revascularization at 10 wyears.
Howewver, CABG showed lower mortality and serious composite outcome rates compared with PCI with drug-eluting
stents after 5 years. (Rewvascularization for Unprotected Left Main Coronary Artery Stenosis: Comparison of
Percutaneous Coronary Angioplasty wversus Surgical Rewvascularization [MAIN-COMPARE]; NCTO2791<412)

(J Am Coll Cardiol 2018;72:2813-22) © 2018 by the American College of Cardiology Foundation.
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CIT2019 10 Years Outcome of Stents vs CABG

FiGcuRE 1

Adjusted 10-Year Event Rates With the

Use of Inverse Probability Weighting in the Overall Cohort of Patients Who
underwent PCI or CABG

PN Death from Any Cause B Death., O Wave Myocardial Infarction, or Strolke
; o 320
HR, 110 ; o 20 HR, O.O8
(9596 Cl, 0.82-1.47) P (os9e oI,
(9594 C1, 0.87-1.26)

Q
0

Patients (%)

20
o

o

Number at Number at
PCl 1,102 PCi 1,002
CABG 1.0z CAaBS

Target-Vessel Revascularization
20
HR, 4.07
20 (95%% CI, 2.43-6.44)

10

=]

Number at risk
PCl 1,102
CABG 1.138

(A) Death from any cause. (B) Death, O-wawve myocardial infarction, or stroke. (C) Target-vessel revascularization.

shows the same data on an enlarged y-axis. HRs are for the PCI group, as compared with the CABG group. CABG
grafting: <1

In each panel, the inset
confidence interval; DES drug-eluting stent{s); HR

— coronary artery bypass
intervention.

hazard ratio; PCI Percutaneous coronary

nnovation
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CENTRAL ILLUSTRATION Long-Term Outcomes of Drug-Eluting Stents Versus Coronary Artery
Bypass Grafting for Left Main Disease

A

Death from Any Cause B Death, @ Wave Myocardial Infarction, or Stroke
100

30 30 =

20 A hr, o9 i
(9526 Cl, O.66-1.27)
MR, 1.35

10
(9596 CI, 1.00-1.81)

Patients (%)

HR, 1.46

(9536 Cl, 1.10-1.94)

40

Patients (%)

20

o +
(=]
NMumber at risk
DES TEa
cABG 590

Number at risk
DES 7a4
CABG 590

Target-Vessel Revascularization

ETe]
HR. 582
20 (9596 CI, 3.77-9.01)

Patients (%)

Number at risk
DES 784
CABG &590

Park. D.-VW. et al. J Am Coll Cardiol. 2018:72(23):2813-22.

Adjusted 10-year event rates with the use of inverse probability weighting in the wawve 2 cohort of patients who underwent DES or concurrent
CABG. (A) Death from any cause. (B) Death, O-wave myocardial infarction, or stroke. (C) Target-vessel revascularization. In each panel, the

inset shows the same data on an enlarged y-axis. HRs are for the DES group, as compared with the CABG group. CABG — coronary artery
bypass grafting:; Cl — confidence interval; DES — drug-eluting stent(s); HR — hazard ratio; PCl — percutaneous coronary intervention.
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Late Mortality After ?
Drug-Eluting, e
Bare-Metal Stents, and
Coronary Bypass Surgery

in Left Main Disease

In a recent issue of the Jowrnal. Park et al. (1)
published the 1O -year follow-wup results of the
MATN-COMPARE (Revascularization for Unprotected
Left Main Coronary Artery Stenosis: Comparison of
Percutaneous Coronary Angioplasty wversus Surgical
Revascularization) studw in Ppatients ity
unprotected left main (LIM) stenosis.

Once again, a significant late loss of the initial
benefit of drug-eluting stents (DES) over COromnary
artery bypass grafting (CABG) was observed in terms
of serious composite events and mortality. OFf in-
terest., mortality benefit with CABG was only noted
in thhe DES group, whereas in patients treated with
bare-metal stents (BMWMS). no
seen (1).

The findings of this study should not be a surprise:
despite the fact that patients treated with BMS maw
hawve a lower-risk profile and BWMS are mostly used in
ostial and midshaft lesions. we are seeing an attrition
in the efficacy of DES over time to the extent we hawve
not seen with BMS (1-3).

The results of this study are in agreement with a
recent meta-analysis of randomized trials in which
low CABG mortality compared with that of stents was
only seen in the DES group (3).

The EXCEL (Ewvaluation of XIENCE Ewverolimus
Eluting Stent Versus Coronary Artery Bypass Surgery
mor Effectiveness of Left Main Rewvascularization) and
NOBLE (WNWordic-Baltic-British Left Main Rewvasculari-
zation Studwy) trials at 4 and 5 wears of follow-up.
respectively Ca4.5), have showii a significantly
Ereater incidence of hard late adwverse
compared wwithy CcCABG despite the use
generation DES.

Inmn fact, all DES randomized d4data. old and new,
consistently showed a benefit withh CABG in patients
with multiple-vessel and LM disease (1.3-5).

differences wWere

events.,
of new-

Ipercutaneous coronary intervention strategy. stent

It is time to explore plausible explanations for
these results. searching for potential solutions:

designs including DES/BMS effectiveness, and
adjunctive medications. Otherwise, pPpercutaneous
coronary intervention in multiple-vessel or LM dis-
ease, in intermediate- or high-risk patients (3)., should
be indicated only if patients e re pPoor CcABG
candidates or had a short life expectancy.

L B B B __§ N N N N N &N _§B §B B B N _§ N _§ §B N N N _§ |
Hermnan Pawvlowvsloy, MD

Alfredo Matias Rodriguez-Granillo, MD
*aAlfredo E. Rodriguez, MD, PhD

*Callaoc 1441 4B (1042)

Buenos Alires

Argentina

E-mail: arodriguez(@centrocec .coOIm. ar

https »/doi.org/10.1016/j.jacc. 2018 .12 080

© 2019 by the American College of Cardioclogy Foundation. Published by Elsevier.

Please note: All authors have reported that they have no relationships relevant
to the contents of this paper to disclose.

REFERENMNCES

M. Park DW. Ahn JM, Yun SC. et al. Ten-year outcomes of stents versus cor-
onary artery bypass grafting for Left main coronary artery disease. J Am Coll
Cardiol 2018;72 Pt A:2813-22.

2. Rodriguez AE. Maree A0, Mieres J, et al. Late loss of early benefit from DES
when compared with BMS and CABG: 3 years follow-up of the ERACI 111
registry. Eur Heart J 2007;28:2118-25_

. Head SJ. Milojevic M. Daemen J. et al. Mortality after coronary artery
bypass grafting wversus percutaneous coronary intervention with stenting for
coronary artery disease: a pooled analysis of individual patient data. Lancet
2018:391:939 a8,

4. Stone GWW. PCI vs CABG new insights from EXCEL. Paper presented at:
Transcatheter and Cardiovascular Therapeutics (TCT 2018); September 23,
2018; San Diego. Ca.

S. Mmakikallio T, Holm NR, Lindsay M, et al. Percutaneous coronary angioplasty
versus coronary artery bypass grafting in treatment of unprotected Left main
stenosis: a prospective. randomised. open-label, non-inferiority trial. Lancet

2016:388:2743-52.

Adthough a trial is the ideal
method to evaluate the unbiased treatment effect
of myocardial revascularization strategies., wwe 11—
conducte d observational studies., such as the
MATN-COMPARE (Revascularization for Unpro-
tected Left Main Coronary Artery Stenosis: Corm-
parison of Percutaneous Coronary Angioplasty
Wersus sSurgical Revascularization) registry ., camn
provide insightful inforrmatiom on long-term effec-
tiveness and safety of revascularizationmn methods
in a broader range of patients encountered in the
real-world setting.

REPLY: Late Mortality After Druga-Eluting.
Bare-Metal Stents, and Coronary Bypass
Surgery inmn Left Main Disease
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-Existirian claras diferencias en la “performance” entre DES, BMS y CABG durante
diferentes periodos del follow up.

- En el 1er ano DES (2da generacion) muestra claros beneficios de seguridad y eficacia
comparado con BMS y CABG. Menor TVR-MI y TLR comparado a BMS y menor incidencia
a 30 dias de muerte/IAM y CVA comparado a CABG.

-Sin embargo, estamos viendo una perdida de esta ganancia con DES luego del 1er ano de
follow up que no es vista en el mismo tiempo de follow up tanto con BMS y CABG. Estas
desventajas se trasladan a una mayor incidencia de mortalidad e infarto espontaneo con
DES cuando comparamos con la CABG.

-De manera que nosotros necesitamos una estrategia de PCI que combine la seguridad y
eficacia de DES (2da generacion) dentro del 1er ano con la eficacia de BMS luego del
mismo.

La estrategia de PCI guiada por FFR (SYNTAX Il) o con escores de riesgo como el ERACI
score asociados a DES con muy poca cantidad de droga y localizada solo en zonas

. . - . Cooperation
abluminales (polimeros BIO ) podrian ser la respuesta adecuada para reducir este Innovation
reciente e inesperado “gap”entre PCl y CABG en MVD. Transition
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ORIGINAL STUDIES

Safety and efficacy of a novel abluminal groove-filled
biodegradable polymer sirolimus-eluting stent for the
treatment of de novo coronary lesions: Final five-year results
of the patient-level pooled analysis from the TARGET 1

and TARGET Il trials

TABLE 2 Clinical outcomes up to 5 years

1 year (n = 1,003) 2 years (n = 992) 3 years (n = 983) 4 years (n = 971) 5 years (n = 947)
Death 8(0.8%) 14 (1.4%) 24(2.4%) 26 (2.7%) 39 (4.1%)
Cardiac death 5(0.5%) 8(0.8%) 14 (1.4%) 15(1.5%) 18 (1.9%)
M 28 (2.8%) 31(3.1% 35 (3.6%) 42 (4.3%) 45 (4.8%)
Target vessel Ml 28 (2.8%) 29(2.9% 32 (3.3%) 34 (3.5%) 36(3.8%)
Any revascularization 29 (2.9%) 41 (4.1% 58 (5.9%) 76 (7.8%) 90 (9.5%)
ID-TLR 9(0.9%) 12(1.2% 19 (1.9%) 27 (2.8%) 33(3.5%)
TLF 39 (3.9%) 46 (4.6% 59 (6.0%) 68 (7.0%) 77 (8.1%)
PoCE 41 (4.1%) 77 (7.8% 101(10.3%) 121 (12.5%) 149 (15.7%)
Definite/probable ST 1(0.1%) 1(0.1%) 3(0.3%) 4(0.4%)

)
)
)
)
)
)
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Conclusions

Study design

exclusion criteria
STEMI<12h

no LAD disease
Clto FFR

ESC Congress
Munich 2018

All-comer Patient with stable or stabilized angina
Multivx-disease (>50% stenosis) including LAD
at the time of angiography

Randomisation 1:1

FFR-guided Angio-guided
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Fractional Flow Reserve Versus
Angiographically-Guided
Coronary Artery Bypass Grafting

Anne Langhoff Thuesen, MD,” Lars Peter Riber, MD, PuD,” Karsten Tange Veien, MD,”

Ewvald Hgj Christiansen, MD, PuD.“ Svend Eggert Jensen, MD, PuD.” Ivy Modrau, MD, DMSc1,*
Jan Jesper Andreasen, MD, PuD,"® Anders Junker, MD, PuD,” Poul Erik Mortensen, MD,”
Lisette Okkels Jensen, MD, DMSc, PuD™

ABSTRACT

BACKGROUND The walue of fractional flow reserwve (FFR) evaluation of coronary artery stenosis in coronary artery
bypass grafting (CABG) is uncertain, and stenosis assessments usually rely on wvisual estimates of lesion severity.

OBJECTIVES This randomized clinical trial ewvaluated graft patency and clinical outcome after FFR-guided CABG wversus
angiography-guided CABG.

METHODS A total of 100 patients referred for CABG were randomly assigned to FFR-guided or angiography-guided
CABG. Based on the coronary angiogram, a heart team made a graft plan for all patients, and FFR evaluations were
performed. In FFR-guided CABG, coronary lesions with FFR =0.80 were deferred, and a new graft plan was designed
accordingly, whereas the surgeon was blinded to the FFR values in patients who underwent angiography-guided CABG.
The primary endpoint was graft failure in the percentage of all grafts after 6 months.

RESULTS Angiographic follow-up at 6 months was available for 72 patients (39 wvs. 33 in the FFR-guided and
angiography-guided groups, respectively). Graft failures of all grafts were similar in both groups (16%6 vs. 12%6; p = 0.97).
Rates of death, myocardial infarction, and stroke were also similar in the study groups, and no difference was seen in
revascularization before angiographic follow-up. After 6 months, deferred Llesions (n = 24) showed a significant reduction
in mean FFR from index to follow-up (0.89 = 0.05 vs. 0.81 =+ O.11; p = 0.002). Index FFR did not influence graft
patency.

CONCLUSIONS FFR-guided CABG had similar graft failure rates and clinical outcomes as angiography-guided
CABG. Howewver, FFR was reduced significantly after 6 months in deferred lesions. (Fractional Flow Reserve Versus
Angiography Randomization for Graft Optimization [FARGO]; NCTO2477371) (J Am Coll Cardiol 2018;72:2732-43)
@ 2018 by the American College of Cardiology Foundation.
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patency.

CONCLUSIONS FFR-guided CABG had similar graft failure rates and clinical outcomes as angiography-guided
CABG. Howewver, FFR was reduced significantly after 6 months in deferred lesions. (Fractional Flow Reserve Versus
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QOPSA  Study flowchart: PCI procedure

Patient included in the SYNTAX Il study

iFR in all intended to treat stenoses

iFR < 0.86 iFR0.86-0.93 iFR > 0.93

FFR<0.80 FFR > 0.80
Stenosis treated with Stenosis not treated
SYNERGY™ EES

IVUS optimization

Optimal medical therapy with strict LDL control (< 1.8mmol/L)
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Lesions treated per patient (n) Cases of three-vessel PCl (%)
In SYNTAX Il and SYNTAX |

In addition, excluding all intermediate

lesions and severe stenosis in vessels P<0.001

<2mm, the number of diseased vessels also 83.3%
changed, with the new scoring

13.4% had 1 vessel CAD, 59.8% 2 vessel CAD

and 26.8% 3 vessel CAD
(Rodriguez AE et al CRM 2015)

SYNTAX Il SYNTAXI SYNTAX Il SYNTAX |

Cooperation
[nnovation

Escaned. Late Breaking trials sessions. ESC 2017 Transition



ORIGINAL STUDIES

Death
Cardiac death
MI

Target vessel Ml

Any revascularization
ID-TLR

TLF

PoCE

Definite/probable ST

1 year (n = 1,003)
8 (0.8%)

5(0.5%)

28 (2.8%)

28 (2.8%)

29 (2.9%)
9(0.9%)

39 (3.9%)

41 (4.1%)
1(0.1%)

2 years (n = 992)
14 (1.4%)

8 (0.8%)
31(3.1%)

29 (2.9%)

41 (4.1%)

12 (1.2%)

46 (4.6%)

77 (7.8%)
1(0.1%)

3 years (n = 983)
24 (2.4%)

14 (1.4%)
35(3.6%)
32(3.3%)

58 (5.9%)

19 (1.9%)

59 (6.0%)

101 (10.3%)
3(0.3%)

Safety and efficacy of a novel abluminal groove-filled
biodegradable polymer sirolimus-eluting stent for the
treatment of de novo coronary lesions: Final five-year results
of the patient-level pooled analysis from the TARGET |
and TARGET Il trials

4 years (n = 971)
26 (2.7%)

15 (1.5%)

42 (4.3%)

34 (3.5%)

76 (7.8%)

27 (2.8%)

68 (7.0%)

121 (12.5%)
4(0.4%)

5 years (n = 947)
39 (4.1%)

18 (1.9%)

45 (4.8%)
36(3.8%)

90 (9.5%)
33(3.5%)

77 (8.1%)

149 (15.7%)
5(0.5%)
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e Thanks CIT on behalf of
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Randomized (n=1201)
I I

NOBLE

Results
Total repeat revascularization

HR 1-50 (2-04—2-317); p=0-03

3
analysis ime (years)

440

%9 tctz2o016

%9 tct2o16
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Targeted therapy with a localised abluminal groove,
low-dose sirolimus-eluting, biodegradable polymer coronary

r- - — - /"""

HR 0-5 (95% Cl 0-23-1-23), log-rank p=0-09

——

Cumulative incidence of ischaemia-driven
target lesion revascularisation

1
270
Time since index procedure (days)

794 788 770
801 794 775
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DS < 70% or RVD
>2.0mm

PT ID:01-017
SYNTAX score =28
(Red & white arrows) 4 DES

Modified ERACI IV SYNTAX score= 16
(Red arrows) 2 DES

Residual SS =17
Residual ERACI IV SS = 3.5



DS < 70% or RVD ‘_
>2.0mm -
PT ID:ADB
SYNTAX score = 26
(Red & white arrows) 3 DES
Modified ERACI IV SYNTAX score= 26
(Red arrows) 3 DES

Residual SS =0
Residual ERACIIVSS =0
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e Obviamente no es el Fin de la Controversia entre CABG
y PCI en pacientes con multiples vasos y TCI.

* Porqgue la Controversia lleva 30 anos y nunca termina...

e A partir de estos meta-analisis persisten muchos
Interrogantes para analizar en futuros sub-analisis:

e Diabetes

e Impact of revascularization on repeat revascularization
* Interaction of age on PCI vs CABG

e Gender

e Geographic disparitis on PCI vs CABG etc
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Progortional tents (3]
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Figuwre 2: Outcormes at longest follow—wp

(&) Cardiac death or noprocardial infarction {primany cutcome). (B) All-cause death. (C) Cardiac death_

(D)) My ocardial infarction. (E)} Definite stent thrombosis. (F) Target-wessel revascularisation. BMS=bare-metal
stents. DES—new-generation drug-eluting stendts.
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FIGURE 2 Clinical Events Up to 2 Years

A

Cumulative incidence of events

Number at risl
FIREHAWK
XIENCE

C

Cumulative incidence of events

Number at risk
FIREHAWK
XIENCE

(%)
20 -

Cardiac Death

Log-rank P=0.37 FIREHAWK

HR 1.47, 95%CI 0.63-3.44 — XIENCE

T

I I T
180 270 365
Time since index procedure (days)

798 787 780
807 802 792

Ischemia-Driven TLR

Log-rank P=0.21
HR 0.70, 95%Cl 0.39-1.23

Target Vessel Myocardial Infarction

Log-rank P=0.82
HR 0.95, 95%Cl 0.63-1.44

Time since index procedure (days)

768 754 747
786 776 764

Definite/Probable Stent Thrombosis

Log-rank P=0.49
HR 0.78, 95%Cl 0.38-1.60

a "

,,,_;.,_Fézf:fi‘—}f

T T T
180 270 365
Time since index procedure (days)

792 779 771
799 788 775

T T
270 365

Kaplan-Meier cumulative event curves for the individual components of target vessel failure and definite or probable stent thrombosis at 2-year follow-up. Events are
cardiac death (A), target vessel myocardial infarction (B), ischemia-driven target lesion revascularization (TLR) (C), and definite or probable stent thrombosis (D).
Cl — confidence interval; HR — hazard ratio.
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FIGURE 2 Adjusted 10-Year Event Rates With the Use of Inverse Probability Weighting in the Wave 1 Cohort of Patients Who

Death from Any Cause B Death, Q Wave Myocardial Infarction, or Stroke

CONCLUSIONS

S_vear

This longest follow-up study of patients with LMCA
disease showed no difference in the rates of death
and a composite endpoint of death, Q-wave myocar-
dial infarction, or stroke between PCI and CABG at
10 years. However, in the cohort comparing DES
and concurrent CABG among patients with more
complex clinical and anatomic characteristics, a long-
term benefit of CABG over PCI on mortality and hard
clinical endpoints was detected after 5 years.

(A) Death from any cause. (B) Death, Q-wave myocardial infarction, or stroke. (C) Target-vessel revascularization. In each panel, the
inset shows the same data on an enlarged y i HRs are for the BMS group, as compared with CABG group. BMS bare-metal stent(s); Cooperation

other abbreviations as in Figure 1. .
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Park SJ. et al, JACC ,2018;72 ;23 December 11 2018



CIT 2018 ERACI IV
Cumulative outcome of hard clinical endpoints comparison between
first, second, third and five years of follow-up
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Interpretation of These Findings

-There are diffrences in outcome among DES, BMS and CABG during different
follow up periods.

- During 15t year DES showed clear safety /efficacy advantages over BMS and
CABG . Less TVR-MI and TLR compared to BMS and less 30 days death/MI and
CVA compared to CABG.

-However, beyond 1% year we are seeing and attrition of efficacy of DES over
the time to the extend we have not seen either with BMS or CABG. These
disadvantages translated to poor overall outcome when compared to CABG.

-Therefore, we should needed a PCl strategy /stent design who combined
safety/effectiveness of 15t year DES designs with late safety /effectiveness of
old BMS designs.
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\ Y Primary Endpoint
Death, Stroke or M|l at Median 3 Years

25%
== CABG (n=957)
—~ === PCI (n=948
R 20% - ( )
=
- 15.4%
O 15% - 14.7%
(0]
X~
=
»  10% -
=
8 Diff [upper 97.5% CL] = 0.7% [4.0%)]
o P Py = 0.018
HR [95%CI] = 1.00 [95% ClI: 0.79, 1.26]
J Psup =0.98
OOA)||IIII|IIIII|IIIIIIIIIII|IIIIIIIIIII
01 6 12 24 36
No. at Risk: Months

PCl 948 896 875 850 784 445

CABG 957 868 836 817 763 458

Stone GW et al. N Engl J Med 2016;375:2223-35



