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. Qué aporta el intervencionismo?
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Abordaje local de un problema sistémico
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Anticoagulacion cronica: Hemorragias mayores

Hemorrhagic

Treatment Major Bleeding Stroke
Dabigatran (110 2 71% 0.12%
mg)
RE-LY?! Dablg?;;e;n (150 _—7 1% 0.10%

: 7~ ‘
ROCKET-AF2 ]
_—
AR|STOTLE3 2. Patel MR et al, NEJM 2012; 365:883-91

1. Connelly SJ et al, NEJM 2009; 361:1139-51
3. Granger, J MD. NEJM 2012;365:981-92
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Hemorragias mayores

No. at risk
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4,510
4,557
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Warfarin
Dapigairar)
150
Dabigatrarjkis
2,0 2,5 Follow-up (yr)

2,872 1,349
2,928 1,366
2,797 1,269
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Anticoagulaciéon crénica: Discontinuacion

Rivaroxaban Warfarin
24% 22%
Apixaban Warfarin
25% 28%

2 4

Years after starting treatment
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1. Resultados actuales del LAAC
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Resultados actuales: éxito del implante
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Mas hospitales y mas operadores
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: Primary Safety Endpoint met with low 0.5% event rate
PINNACLE.: Primary Safety Endp h low 0.5%

N "!' oYY

5.0

Performance O . 5% Ischemic Stroke

4.0 ’ =4 21%
Goal =4.21 (2/400)

3.0 O% All-cause Death

2.0
—

ﬂ (Po0.0001) O% Pericardial Effusions
0.0 — Requiring Open Cardiac Surgery

O% Device Embolization

EVENT RATE

1.0

_/

*Occurrence of one of the following events between the time of implant and within 7 days following the procedure or by hospital discharge, whichever is later: all-cause death,
ischemic stroke, systemic embollsm, or device or procedure related events requiring open cardiac surgery or major endovascular intervention
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/{A*A Pl N NAC I_E Primary Effectiveness Endpoint

S

Ny Z

100%

of Subjects Demonstrated
Effective LAA Closure
at 12 Months*

(P<0.0001)**
---------------.>

EVENT RATE

Performance
Goal =97.0%

* LAA closure at 12 months Is defined as any peri-device flow with jet size < 5mm per core laboratory-assessed TEE

** Performance goal based on the rates observed in PREVAIL(1) and CAP2(2), minus a clinically relevant delta
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SURPASS 1

year

—
Procedural Success
Exito 98% | 98% 99% g7, 99% 100% 99%  100% ggy
SURPASS SURPASS  PINNACLE FLX PINNACLEFLX-  Danish Alster FLXibility SWISS-  WATCHMAN FLX
1-Year arly Results (N=400) Failed Legacy Study Registry Registry APERO vs.Legacy
(N=66,894)" | (N=16,048F WATCHMAN (N=91) (N=164F (N=300F (N=110F  WATCHMAN
(N=B8F (N=27103)"°

Compl. Mayores

MAJOR ADVERSE EVENT RATES IN BOTH REAL-WORLD STUDIES AND CLINICAL TRIALS**

DECREASE WITH WATCHMAN FLX

2.2%

PREVAIL®

N=269

Legacy WATCHMAN LAAC Device

N=66.894 pacientes

2.2%

WM NCDR®

N=38158

The WATCHMAN FLX Device delivers proven stroke reduction in the largest and highest-risk
patient population studied to date across the WATCHMAN platform.

1.6%

All Stroke

a

1.2%

Ischemic Stroke

@ ciinical Trial

Real-world Study

0.5%

PINNACLE 0.5%
1
|--’J::L-4)é.:> SURPASS?
N=66,894

WATCHMAN FLX LAAC Device
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2. Comparacion directa LAAC vs. ACOD

Congreso SAG24 SO0, o

CARDIOLOGIA



The PRAGUE-17: Cierre Orejuela vs. ACOD

POBLACION:
-eventos hemorragicos previos

. ., DOAC LAAC
-fallo de la anticoagulacion =201 (n-201)  Missing Values
-combinacion de alto riesgo hemorragico y tromboembdlico "

TABLE 1 Baseline Characteristics and Risk Factors of Participants

Age, yrs 32372 73.4 + 6.7

< 60. 6 (57. -

>75 79 (39.3) 85 (42.3)
FIGURE 1 Patient CONSORT Diagram Male 130 (64.7) 134 (66.7) =
Weight, kg 88.1+16.2 86.9 +17.6 -

SCREENED Clinical history
n =860 AF type

Paroxysmal 67 (33.3) 53 (26.4) -

Not willing to participate (n = 445) Persistent 46 (22.9) 47 (23.4)

ENROLLED

Long-standing persistent 16 (8.0) 18 (9.0)

n =415
CHA,DS,-VASC 47 +15 47415
CHA,DS,-VASC =3 50 (24.9) 48 (23.9) -
Randomization CHA,DS,-VASC = 4 40 (19.9) 47 (23.4)
CHA,DS,-VASC = 5 57 (28.4) 50 (24.9)
202 allocated to DOAC 213 allocated to LAAC CHA,DS,-VASC =6 54 (26.9) 56 (27.9)

HAS-BLED 3.0+ 0.9 3.1+ 09

Excluded Pt (n=1) > Con;ent withdrawal, Hypertension 186 (92.5) 186 (92.5) -
» Consent , 201 pts (mITT analysis) n= i i
Al ! > LAA thrombus, Diabetes mellitus 90 (44.8) 73 (36.3) -
: n=5 History of cardioembolic event 69 (34.3) 73 (36.3) -
i LAAC successful Of which stroke 63 (91.3) 66 (90.4) -
201 pts (mITT analysis) A ! (n=181) History of MI 39 (19.4) 30 (14.9) -
1 Randomized at experienced centers 140 (69.7) 141 (70.1) —
(LAAC unsuccessful, n = 20) Prior antithrombotic treatment
> On-treat t o Warfarin 104 (51.7) 85 (42.3) -
n-treatment analysis - On-treatment analysis DOACs 55 (27.4) 66 (32.8) _
If no OAC, new AF appearance 30 (71.4) 38 (76) —
Aspirin 32 (15.9) 39 (19.4) -
Clopidogrel 11 (5.5) 17 (8.5) —
FOLLOW-UP - ——— 5
6w,3m, 6 m, 9m, 12 m, then every 6 m ual antiplatelet treatment 6 (3.0) 7 (3.5)

Other (low-dose LMWH, none) 19 (9.5) 24 (11.9) -
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The PRAGUE-17: Cierre Orejuela vs. ACOD

IINO
INFERIORIDAD"
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CENTRAL ILLUSTRATION: The PRAGUE-17 Trial

PRAGUE-17 Randomized Clinical Trial

+ 402 High-Risk AF Pts =»Randomized
CHA,DS,-VASC = 4.7 £ 1.5
HAS-BLED =31+ 0.9

« Follow-up: 20.8 + 10.8 mo (695 pt-year)

-

Primary Endpoint
SHR (95% CI) _p alue

Osmancik, P. et al. J Am Coll Cardiol. 2020;75(25):3122-35.

50 Primary Endpoint
—— LAAC mITT 0.84(0.53-131) 044
g4 —opoac Per Protocol 0.82(0.52130)  0.40
g On-Treatment 0.79 (0.49-1.25) 0.31
3 100(040-250) 099
- CV Death 0.75(0.34-162)  0.46
g Major + NMCR Bleeding
S 10+ All 0.81(0.44-152)  0.51
Non-inferiority: p = 0.004 0.53 (0.26-1.06)
3 : % % = %
Time Since Randomization (Months)
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The PRAGUE-17: Seguimiento a 4 anos

“NO INFERIORIDAD y MENOS SANGRADOS”

CENTRAL ILLUSTRATION A Summary Slide of Primary and Secondary Endpoints

PRAGUE-17 Trial: Long-Term (4-Year) Follow-Up
» 402 High-risk AF pts =» Randomized
e

-CHA,DS,-VASC=4.7 +15
-HAS-BLED =31+ 09

» Median Follow-up: 3.5 years (IQR 2.6-4.3), 1,354 pt-year

Stroke or TIA

L

Primary End'?omt oo g *0% sHR =114 (0.56-2.30)
Stroke, TIA, SE, CV Death, Bleeding or Complications _§ 40%- Gray'stest: P= 0.67
50% 2 30%
SHR = 0.81(95% Cl, 0.56-118) 2 20%
Gray's test: P =0.27 5
Y 40%-| P Value for noninferiority = 0.006 g 197 _H_,_:_,———a-‘_""_
3 3 o%t—r—r—T——T—1—"—"—
-] 0 6 12 18 24 30 36 42 48
E 30%] Time Since Randomization (Months)
2
"5 20% M.un-Procedural Clinically Relevant Bleeding
S
-
o 10% sHR = 0.5 (0.31-0.97)
40% Gray's test: P = 0.038
1

2 18 24
ime Since Randomizati onths)

T
6

Cumulative Incidence

s LAAC s DOAC

Osmancik, P. et al. J Am Coll Cardiol. 2022;79(1):1-14.
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cDonde estamos y haciendo donde vamos?

CATALYST
OPTION
CHAMPION AF
PRAGUE-17 .
y g \Q‘
NCDR LAAO N Good DOAC
candidate

Poor long-term
DOAC candidate
due to bleeding

risk, noncompliance,
or other factors

ASAP-TOO .\

~ DOAC ineligible
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3. Qué pacientes indicar LAAC
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EHRA POSITION PAPER

@ E Sc Europace (2020) 22, 184

European Society doi:10.1093/europace/euz258
of Cardiclogy

EHRAJ/EAPCI expert consensus statement
on catheter-based left atrial appendage
occlusion — an update

Michael Glikson'*, Rafael Wolff', Gerhard Hindricks?, John Mandrola®, A. John Camm®,
Gregory Y.H. Lips"', Laurent Fauchier’, TimR. Betls’, Thorsten Lewalter"'",
Jacqueline Saw", Apostolos Tzikas'z, Leonid Sternik". Fabian Nietlispach",

Sergio Berti'®, Horst Sievert'®'7'®1? Stefan Bertog"’, and Bernhard Meier®”
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Arbol de decision

Patients with an indication for stroke prevention due to atrial fibrillation

Contraindication to oral
anticoagulation

Patient unwilling or
Patients with individual and specific unable to take OAC
risk constellation for stroke l

Elevated bleeding risk

Patients with

1. HAS-BLED >3

2. Elevated bleeding risk outside
HAS-BLED-Score, e.g., tumour,
thrombocytopaenia

Suitable for OAC

1. Inefficient OAC: “stroke on warfarin”
2. Electrically isolated LAA post ablation

3. Need for prolonged or repetitive Y : .
iple therapy, (indication for LAA occlusion Advise NOAC
e.g., severe CAD and stenting controversial)

4. Renal failure (severe) as
contraindication to NOAC

NOAC

Individual risk-benefit analysis of OAC vs LAA occlusion

M e’/// \ '
OAC LAA occlusion*

(NOACs/Vit-K- (may require antiplatelet
antagonists) therapy)
*Note: In case of strict contraindication to antiplatelet therapy, patient may not be eligible for LAA occluder implantation but for epicardial LAA occlusion
or thoracoscopic LAA clipping.
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Contraindicacion a la anticoagulacion

Patients with an indication for stroke prevention due to atrial fibrillatjg

Suitable for OAC  Elevated bleeding risk

Patients with

. HAS-BLED =3

. Elevated bleeding risk outside
HAS-BLED-Score, e.g., tumour,
thrombocytopaenia

. Need for prolonged or repetitive
triple therapy,
e.g., severe CAD and stenting

w MO

5

Renal failure (severe) as
contraindication to NOAC

(NOACs/Vit-K-
antagonists)

Patients with individual and specific
risk constellation for stroke
1. Inefficient OAC: “stroke on warfarin”
2. Electrically isolated LAA post ablation
(indication for LAA occlusion
controversial)

Patient unwilling or
unable to take OAC

l

Advise NOAC

NOAC

Individual risk-benefit analysis of OAC vs LAA occlusion

v // \ \J
OAC LAA occlusion*

Contraindication to oral
anticoagulation

(may require antiplatelet
therapy)

*Note: In case of strict contraindication to antiplatelet therapy, patient may not be eligible for LAA occluder implantation but for epicardial LAA occlusion

or thoracoscopic LAA clipping.

Congreso SAG24

Table 15 Atrial fibrillation patients who are not eligi-
ble (“contraindicated’’) for long-term oral anticoagula-
tion and require prevention of stroke and embolism

Clinical situation and thera- Consensus Icon

peutic concept statement

AF patients with CHA2DS2-VASc “Should do this”
score >2 (3 in females) who have
absolute contraindications for
long-term OAC may be consid-
ered for LAAQ if a minimum pe-
riod (2-4 weeks) of a single

antiaggregant can be given
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Alto riesgo hemorragico

atients with a
Elevated bleeding risk

Patients with
s R [

2. Elevated bleeding risk outside
HAS-BLED-Score, e.g., tumour,
thrombocytopaenia

3. Need for prolonged or repetitive
triple therapy,

e.g., severe CAD and stenting

4. Renal failure (severe) as

contraindication to NOAC

Suitable for OA

(NOACs/Vit-K-
antagonists)

Patients with individual and specific
risk constellation for stroke
1. Inefficient OAC: “stroke on warfarin”
2. Electrically isolated LAA post ablation
(indication for LAA occlusion
controversial)

Individual risk-benefit analysis of OAC vs LAA occlusion

v // \ \J
OAC LAA occlusion*

indication for stroke prevention due to atrial fibrillation

Patient unwilling or ~ Contraindication to oral
unable to take OAC anticoagulation

l

Advise NOAC

NOAC

(may require antiplatelet
therapy)

*Note: In case of strict contraindication to antiplatelet therapy, patient may not be eligible for LAA occluder implantation but for epicardial LAA occlusion

or thoracoscopic LAA clipping.
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Table 16 Patients with an elevated bleeding risk dur-
ing long-term oral anticoagulation

Clinical situation and
therapeutic concept

Consensus
statement

“Should do this” '

In patients with an elevated
bleeding risk during long-
term oral anticoagulation
(e.g., post intracranial
bleeding) an individual
risk-benefit assessment
needs to be carried
out between oral anticoa-
gulation and LAA
occlusion

In patients with an elevated
bleeding risk during long-
term OAC, LAA
occlusion may be

considered

“May do this”

7
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Realidad en Espana

1,5-2 millones

Pacientes con FA en Espana

No anticoagulados

Cierre de orejuela en Esparia en 2022
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Conclusiones

1. El cierre percutaneo de la orejuela aporta una eficacia similar en reduccién de
eventros tromboembalicos a la anticoagulacion en el paciente de alto riesgo
hemorragico.

2. Elprocedimiento es seguro y reduce las complicaciones hemorragicas en el medio
plazo.

3. Debemos plantear el cierre de orejuela a todos los pacientes con contraindicacion ala
ACOy a muchos con elevado riesgo de sangrado
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