.

Impacto del dispositivo en
la doble antiagregacion
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Las 2 grandes cuestiones..........

1. Sitengo que acortar la DAP: EY =N
éBMS o DES? Rk

2. Alto riesgo hemorragico:
éDAP prolongada o acortada?
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1- BMS vs. DES




LEADERS-FREE

Table 2. Primary and Secondary End Points.*

A Primary Safety End Point

Drug-Coated Bare-Metal
Stent Stent Hazard Ratio
End Point (N=1221) [N=1211) {953 C1) PValue
no. of everts (%6 of patients)
Primary safety end point: cardiac death, myocardi- 112 (9.4) 154 (12.9) 0.71 (0.56-0.91) 0.0051
al infarction, or stent thrombosis
Primary efficacy end point: dlinically driven TLR 59 (5.1) 113 (2.8) 0.50 (0.37-0.69) =0.001
Death
From any cause 97 (8.0) 108 (3.0) 0.89 {0.67-1.17) 0.39
From cardiac causes 50 (4.2) 63 (5.3) 0.78 {0.54-1.14) 0.20
Myocardial infarction
Any 72 (6.1) 104 (8.9) 0.68 {0.50-0.91) 0.01
Q-wave infarction 6 (0.5) 7 (0.6) 0.85 (0.29-2.53) 0.77
Non-Q-wave infarction 57 (4.8) B0 (0.9) 0.70 (0.50-0.98) 0.04
Undetermined type 10 {0.8) 35 {2.1) 0.39 {0.12-0.82) 0.01
Stent thrombosist
Definite or probable 24 (2.0 26 {2.2) 0.91 {0.53-1.59) 0.75
Definite 16 (1.3 17 (1.4) 0.93 {0.47-1.84) 0.84
Probable 2 (0.7) 9 {0.8) 0.88 [0.34-2.28) 0.0
Possible 75 (2.3) 37 {2.3) 0.91 {0.53-1.57) 0.74
Acute 5 (0.4) 5 {0.4) 0.99 {0.29-3.43) 0.99
Subacute 7 (0.6) 10 {0.8) 0.60 {0.26-1.82) 0.45
Early: acute + subacute 12 (1.0) 15 (1.2) 0.79 {0.37-1.70) 0.55
Late 13 (1.1} 11 {L.0) 1.17 {0.52-2.61) 0.70
Revascularization
Urgent TLR 39 (3.3) 67 (5.8) 0.57 {0.38-0.84) 0.004
Any TLR 60 (5.1) 115 {10.0) 0.50 {0.37-0.68) <0.001
Clinically driven TVR 66 (5.7) 121 {10.5) 0.52 [0.32-0.71) =0.001
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Crug-coated stent 1221 1146 1105 1081 1045
Bare-metal stent 1211 1115 1065 1037 1000
B Primary Efficacy End Point
100+ 15
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= 0 T T T 1
£ 20 0 50 180 270 350
o T T T 1
a 50 180 270 390
Days
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Urban et al. Leaders-Free Trial. N Engl J Med 2015;373:2038-47




LEADERS FREE

2,466 HBR pts
30 day DAPT

Primary Endpoints and Major Bleeding at 1 Year

Efficacy (TLR) Safety (cardiac death, MI, ST) Bleeding (BARC 3-5)
%

12 ” z %
1 15 19 €
=
g9 12 g
g : .
& 9.4°
5 i 4%
] 5.1%
£3 2
g 3 HR 0.71, (95% CI = 0.56-0.91)
3 p for superiority < 0.001 p < 0.0001 for non-inferiority

0 HR 0.50, {95% CI = 0.37-0.69) 0 p = 0.005 for superiority 0

0 90 180 270 390 Days 0 a0 180 270 390 Days 0 0 180 Lt 880 -Days

Urban et al. Leaders-Free Trial. N Engl J Med 2015;373:2038-47



NORSTENT

EC, n=9013
Obj I: Muerte o infarto 5 afios

ORIGINAL ARTICLE ”

Drug-Eluting or Bare-Metal Stents
for Coronary Artery Disease

K.H. Benaa, J. Mannsverk, R. Wiseth, L. Aaberge, Y. Myreng, O. Nygard,
D.W. Nilsen, N.-E. Klew, M. Uchto, T. Trovik, B. Bendz, S. Stavnes,
R. Bjernerheim, A.-I. Larsen, M. Slette, T. Steigen, O.). Jakobsen, @. Bleie,
E. Fossum, T.A. Hanssen, @. Dahl-Eriksen, |. Njglstad, K. Rasmussen,
T. Wilsgaard, and J.E. Nordrehaug, for the NORSTENT Investigators*

A Primary Outcome
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Patients with Event (%)

Hazard ratio, 0.98 (95% Cl, 0.88-1.09)
P=0.66

Bare-metal sten

Drug-eluting stent

0

No. at Risk
Drug-eluting stent 4504
Bare-metal stent 4509

Years since Randomization

4325 4206 4083 3814 2028 240
4300 4190 4076 3791 2019 224

B Death from Any Cause

i Hazard ratio, 1.10 (95% Cl, 0.94-1.29)
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Patients with Event (%)

Years since Randomization

No. at Risk
Drug-eluting stent 4504 4427 4375 4310 4063 2192 264
Bare-metal stent 4509 4451 4407 4348 4094 2198 243
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Patients with Event (%)
3
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C Revascularization (PCl or CABG)

Hazard ratio, 0.76 (95% CI, 0.69-0.85)

No. at Risk
Drug-eluting stent 4504
Bare-metal stent 45090

Years since Randomization

4192 4012 3853 3559 1887 200
4034 3856 3719 3426 1798 212

D Definite Stent Thrombosis

Hazard ratio, 0.64 (95% Cl, 0.41-1.00)

1004 207 p-0.0498
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Patients with Event (%)

Years since Randomization

No. at Risk
Drug-eluting stent 4504 4413 4355 4287 4036 2182 262
Bare-metal stent 4509 4425 4371 4309 4054 2177 240

Bonaa et al. NEJM 2016; 375:1242-52



Problems with Durable Polymer

-

Persistence of polymer or its breakdown products
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2- DIFERENCIAS ENTRE LOS DES

v v v v
Focal : Neo Late
Inflammation Chronalc i Ath lerosis th bosis

Increase the risk of late:
+ Mortality

 _Myocardial infarction




Evolucion desde los DES

Abbott
Xience V Xience Absorb Xience
DES Prime DES BVS Xpedition DES

Medtronic

Endeavor Resolute Resolute Resolute

DES DES Integrity DES Onyx DES
Boston Scientific

Taxus DES Promus Taxus Synergy Prqmus
Element DES Element DES DES Premier DES

Cypher DES Cordis

2008 2011

2003 2005 2006 2007 2009 2012 2013 2014

2002

15t gen DP-DES @Osensors

2nd gen DP-DES BioMatrix DES BioMatrix BioMatrix
BP-DES Flex DES Neo Flex DES
BVS
Terumo
Nobori DES Ultimaster DES
Orsiro DES Biotronik
Combo DES

OrbusNiech



Las Guias son claras

Duracidn del TAPD y eleccion del tipo de srent para pacientes con EC estable
somertidos a intervencion coronaria percutanea

Para pacientes con EC estable tratados con stent, I
independientemente del tipo, en general se recomiendar

Supplementary Table 6 CE-approved new-generation drug-eluting stents recommended for clinical use based on
randomized trials with a primary clinical endpoint (in alphabetical order)

DES Stent platform Polymer coating Drug References
Based on durable polymer coatings
Promus element Platinum—chrome PBMA and PVDF-HFP Everolimus e
Resolute Cobalt—chrome PBMA, PHMA, PVP, and PVA Zotarolimus Ly
Xience Cobalt—chrome PBMA and PVDF-HFP Everolimus L
EluNIR (BioNIR) Cobalt—chrome PBMA and TSPCU Ridaforolimus 2

Based on biodegradable polymer coatings

2324

c_pqlﬂt?.ltll.lm,lza 130 Biomatrix Stainless steel PDLLA Biolimus A9
Nobari Stainless steel PDLLA Biolimus A9 2
Los SFA° son la opcion terapéutica preferida, |
= : o 136132 Orsiro Cobalt—chrome PLLA Sirolimus 229
independientemente de la duracién del TAPD23-132
Synergy Platinum-chrome PLGA Everolimus =
Ultimaster Stainless steel PDLLA/PCL Sirolimus a0
‘Estas recomendaciones se refieren a stents probados en ECA a gran escala que Yukon Cheice PC Stainless steel PDLLA Sirolimus A
evaluaron resultados clinicos que condujeron a la marca CE sin condiciones, tal como Polymer-free &
134 E
detallan B].I’['l'lE et &1. z BioFreedom Stainless steel - Biolimus A9 2 g
Yukon Choice PF Stainless steel - Sirolimus i e

DES = drug-eluting stent; PBMA = poly n-butyl methacrylate; PC = polymer-coated; PDLLA = poly(D,L)-lactic acid; PDLLA/PCL = poly (D.L)-lactide-co-caprolactone; PF = pol-
ymer-free; PHMA = polyhexyl methacrylate; PLGA = poly(d.I-lactide-co-glycolide); PLLA = poly-L-lactic acid; PVA = polyvinyl acetate; PVDF-HFP = poly(vinylidene fluoride-
cohexafluoropropylene); PVP = polyvinyl pyrrolidone; TSPCU = thermoplastic silicone-polycarbonate-urethane.

Valgimigli et al. Guia de DAP. Eur Heart J. 2017;39:213-60
Neumann et al. Guia de revasscularizacion. Eur Heart J. 2018. doi.org/10,1093
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3- IMPORTANCIA DEL PACIENTE




Intervencitn coronaria percutinea

| y

- poat 1
it Pacientes con indicacion de ACO que se someten a ICP
de tratamiento
Dispositivo
utilizado SFA/SM o BR SBA SFA/SM 0 BR
Tiempo desde
el inicio
del tratamiento
Alc [ o
1 mes de tratamiento triple 1 mes de tratamiento triple Tratamiento doble hasta
Tiempo T Clase lla B Clase lla B 12 meses
Clase lla A
1 mes 3 meses
Jo0 AL
T —_— Tratamiento doble hasta
6 meses ratamiento triple hasta 6 meses 12 meses
&ineses Clase lla B Clase la A
=12 meses TAPD
12 meses
6 meses Tratamiento doble hasta 12 meses
Clase lla A
Méas de 12 meses ===~
12 meses
30 meses ~
pacientes con IM previo = Acido acetilsalicilico = Clopidogrel = Ticagrelor
! ] B -consors [ =Tes

[A] = Acido acetilsalicilico [i€] = Clopidogre! [ = Prasugret [ = Ticagrelor

Valgimigli et al. Guia de DAP. Eur Heart J. 2017;39:213-60



MASTER DAPT

MAnagement of high bleeding risk patients post
bioresorbable polymer coated STEnt implantation with
an abbReviated versus prolonged DAPT regimen

Disefo del estudio

1 month : :
Abbreviated DAPT Primary endpoints

Mandatory NET adverse clinical
Sclection: SAPT - 11 months enidpoints (NACE)

: E[iiio of acute MI : Major adverse cardiac and
Y Prolonged DAPT cerebral events (MACCE)

- 0AC : 2
—>  ASA 11 months + P2Y,, inhibitor for —> 3) Major or clinically relevant
=5 months' non-major bleeding (MCB)

Eligibility after Index Eligibility at 30 days randomization visit
procedure HBR at baseline or actionable non-access site related

Patient at HBR bleeding episode post-PCI
All lesions treated with Free from MI, symptomatic restenosis, stent
Ultimaster® thrombosis, stroke and any revascularization
No further PCI planned No active bleeding within 7 days before randomization
e Patient is on stable DAPT for at least 7 days before
randomization /

*DAPT duration is counted from the day of last implanted stent; staging has to be pre-specified at the time of screening and cannot be planned
later than 2 months after index PCl; IPatients on OAC can stop DAPT 2 months after confirmed randomization

ASA, acetylsalicylic acid; MI, myocardial infarction; SAPT, single antiplatelet therapy
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CONCLUSIONES

1-La alta eficacia y seguridad de los DES de nueva generacion los
posicionan como los electivos en la inmensa mayoria de pacientes.

2-El estudio Leaders-Free posiciona al stent Biofreedom como el stent electivo
en pacientes de alto riesgo hemorragico.

3-El cuadro del paciente y su riesgo hemorragico seran las variables
determinantes a la hora de decidir la duracion de la DAP.
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