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Caso clinico

Varon de 74 aios:

- Hipertensidon arterial (buen control)

- Dislipemia

- FA paroxistica estrategia de control de ritmo

Tratamiento ambulatorio:

v APIXABAN 5MG COMP. Dosis: 5MG. C/12 H (peso 74 Kg y Creat 0,75 mg/dl)
v BISOPROLOL 2,5MG COMP. Dosis: 2,5MG. DE.

v FLECAINIDA 100MG COMP. Dosis: 100MG. DE.

v LISINOPRIL/ HIDROCLOROTIAZIDA (20/12,5)MG COMP. Dosis: 20MG. DE.

v SIMVASTATINA 10MG COMP. Dosis: 10MG. CE.

Ingreso por ECVA hemorragica: hematoma intraparenquimatoso en brazo
posterior de capsula interna 1izquilerda de causa indeterminada (por
coexistencla de varilias etiologias: anticoagulacion e hipertensiodn)



TA inicial: 154 /71 mmHg
Correcta toma de anticoagulacion
Clinica de 7h de evolucion cuando consulta en el PAC

(00.00h->7h)

TAC cerebral urgente: Conclusion: Hematoma
intraparenquimatoso localizado a nivel del brazo
posterior de la capsula interna izquierda, con
minimo edema perilesional (vol 1.30cc). No efecto
masa significativo. Por la localizacion sugiere
etiologia hipertensiva.

Se desestima activacion de codigo por clinica leve y
tiempo transcurrido. Se indica administrar 2 viales
de protromplex.




* Jan 212024 11:17:24 ROI 1 - Hematoma

* Volumen acumulado

Hora del examen Volumen acumulado

| Jan 212024 11:17:24 1.30 cm3
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v Doslis correcta de ACO
v No lesidn subyacente
tratable
v “Crisis HTA”
v No cailda
v HAS-BLED no modificable




Ecocardiograma TT y TE:

-DILATACION MODERADA AURICULAR 1ZQUIERDA

-OREJUELA IZQUIERDA SIN TROMBOS, APTA PARA CIERRE (Orejuela izquierda sin trombos, con
landing zone de 26x21 mm, y altura de esta porcidn a apex de la orejuela izquierda de 31 mm)
-ATEROMATOSIS EN AORTA ASCENDENTE CAYADO Y DESCENDENTE




Hemorragias mayores en pacientes anticoagulados

Foco en la HIC



Problema de gran magnitud: tasa global de sangrado mayor:
3, 8%/PA

Sangrado mayor en 1los primeros 30 dias: 11, 8%/PA

8,7% asistencias hospitalarias por sangrado. De ellos 18,1%
fallecieron
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TABLA 21. EVENTOS SEGUN CUOTAS DE USO ACTUALES. ESPANA, 2018.

|

|

FARMACOS CUOTASDEUSO  NUMERO DE ICTUS 100 _ ICTUS  HEMORRAGIAS  HEMORRAGIAS :
ACTUALES PACIENTES  PERSONAS-ANO  TOTALES  MAYORES100 MAYORES .

PERSONAS-ANO TOTALES :

Antivitamina K 63.7% 605.715 107 6.481 328 19.867 :
ACODs 36,3% 345,032 040 1380 213 7.349 :
TOTAL 100% 950.747 No aplica 7.861 No aplica 27217 :

Fuente para cuotas de uso en Espania: IQVIA, 2018/%8'
Fuente para nUmero de pacientes: INE, 2018™, Gomez-Doblas et al., 20141%%, Zoni-Berisso et al., 2014 y IQVIA, 2018125,
Fuente para eventos 100 personas-ano: Anguita Sanchez et al., 2019%',
Fuente para eventos totales: INE, 2018), Gomez-Doblas et al. 2014"", Zoni-Berisso et al. 2014"", 10VIA, 2018y Anguita Sanchez et al. 2019 @ &

TABLA 25. DIFERENCIA EN NUMER’_O DE EVENTOS Y COSTES ASOCIADOS TRAS LA EQUIPARACION DE LAS CUOTAS DE USO
ACTUALES A LAS EUROPEAS. ESPANA, 2018.

B

I |

I I

| 1

I |

: NUEVOS ICTUS HEMORRAGIAS MAYORES COSTE TOTAL :

COSTE POR EVENTOS DE HEMORRAGIAS MAYORES g CUOTAS DE USO NUMERO  COSTE ASOCIADO NUMERO  COSTE ASOCIADO :
I I

MAL CONTROL BUEN CONTROL | Actuales 7.861 217851799 € 27217 184.454.536 € 402.306.335 € :

7 S : Europa UE-15 | 5848 162.053.185 € | 23.761 161.032.030 € | 323.085.214 € :

. DIFERENCIA | 2.014 55.798.614 € | 3.456 23.422507€ ‘ 79.221121€ |

25263742 €| |(18.757.265 € | +6.486.477 € Rl Sl T . S e, | J
. AN y El ahorro generado por el uso de ACODs podria ser mayor, ya que solamente se han considerado los costes directos sanitarios de las hemorragias

mayores y no los costes indirectos. - -

Fuente para precios unitarios: ictus (Alvarez-Sabin et al, 2017122 y hemorragia mayor (Beguiristain et al, 200552y Osakidetza, 201813
Fuente para coste de los ictus: INE, 2018"!, Gomez-Doblas et al,, 201429, Zoni-Berisso et al. 20145, 1QVIA, 201829, Anguita Sanchez et al, 20192y Alvarez-Sabin et al, 2017122,
Fuente para coste de las hemorragias mayores: INE, 2018", Gomez-Doblas et al., 2014%%, Zoni-Berisso et al. 2014%7, IQVIA, 201829, Anguita Sanchez et al. 20192,
Beguiristain et al, 2005y Osakidetza, 201812



Hemorragia intracraneal
8-15% de todos los ictus, con una mortalidad a corto
plazo del 20-30%.%/2
Su incidencia aumenta en 7-10% en pacientes ACO.3

23,4% HIC aparece en pacientes ACO, con una mortalidad
entre 52-63%.4/°

El riesgo de ictus 1isquémico residual de los pacientes no-
ACO con FA es del 15% anual, y el 80% de todos 1los
pacientes con HIC son de alto riesgo '

Importancia de abordar el riesgo isquémico tras HIC

1. Hemphill JC, et al. Stroke. 2001;32(4):891-7. 2. Rodriguez A RJ, et al. Rev Neurol. 2005;40:19-22. 3. Steiner T, et
al. Stroke. 2006;37(1):256-62.
4. Rosand J, et al. Arch Intern Med. 2004;164(8):880-4. 5. Sjoblom L, et al. Stroke. 2001;32(11):2567-74.



Consider factors favouring withholding (x)
vs. (re-)starting a NOAC, including:

No reversible/treatable cause of bleeding
Multiple cerebral microbleeds

Severe intracranial bleed

Older age

Bleeding during interruption of anticoagulation
Uncontrolled hypertension

Bleed on adequately or under-dosed NOAC
Chronic alcohol abuse

Need for dual antiplatelet therapy after PCl

o e e B RN R B

Net assessment in favour of (re-)starting anticoagulation
according to a multidisciplinary decision

Figure 22 (Re-) initiation of anticoagulation post intracranial
bleeding. *Without RCT evidence; ideally include patient in an ongo-
ing trial. ®Brain imaging mandatory before (re-)initiation of
(N)OAC. NOAC, non-vitamin K antagonist oral anticoagulant; PCl,
percutaneous coronary intervention.

*2021 EHRA Practical Guide on the use of NOACs

Table 14. Situations in Which Long-Term Anticoagulation
Is Contraindicated and Situations When It Remains
Reasonable

Severe bleeding due to a Bleeding involving the gastrointesti-
nonreversible cause involving the nal, pulmonary, or genitourinary sys-
gastrointestinal, pulmonary, or tems that is treatable

genitounnary systems Bleeding related to isolated trauma

Spontaneous intracranial/
intraspinal bleeding due to a
nonreversible cause

Senous bleeding related to
recurrent falls when cause of falls 1s
not felt to be treatable

Bleeding related to procedural
complications

*2023 AHA guidelines



Factores que dificultan el reinicio de
anticoagulacion tras un sangrado mayor

v Causa de sangrado no tratable/no reversible

v Lesiones multiples

v  Pacientes comérbidos o fragiles

v’ Sangrado extenso

v  Hemorragia bajo anticoagulacién bien controlada

v Necesidad concomitante de antiagregacion plaquetaria

v  Fuente de sangrado no identificable

v  Sangrado tras interrupcidén de tratamiento antitrombdtico
v  Enolismo croénico



“There are three solutions to every problem:
accept it, change it or leave it.”

—Unknown

In this treatment conundrum, arguments to either
accept the bleeding risk and continue anticoagulation
(“accept it”) or stop anticoagulation (“leave it”)
abound. Percutaneous occlusion of the left atrial
appendage represents an alternative (“change it”) to
either of these strategies.

Figure 1.|The two left atrial appendage ocdusion devices
approved by the Food and Drug Administration in the United
States. Left: the WATCHMAN FLX (Boston Scientific, Marlborough,
MA). Right: the Amplatzer Amulet (Abbott, Chicago, IL).
KIDNEY360 3: 396-402, 2022. doi: https://doi.org/10.34067 /KID.0004082021



Cierre de la orejuela



©OTesis Doctoral Elena Fortuny

Figura 3: presencia de trombos asentados en la orejuela izquierda en pacientes con FA
no anticoagulados. lzquierda: pieza macroscopica de necropsia cardiaca, se sefiala el
trombo con flechas. Derecha: imagen de ecocardiografia transesofagica, proyeccion 82

grados, que demuestra la ocupacion de la orejuela izquierda por dos trombos.

v Diferentes registros de pacientes no anticoagulados con FA de mas
de 48 horas de duracion (o de 1nicio indeterminado) muestran una
prevalencia de trombos auriculares de un 13% (9-18%) cuando se
estudian mediante ecocardiografia transesofagica.

v  Respecto a su localizacioén, el 93% de los trombos asociados a FA
involucran o se asientan exclusivamente en la orejuela izquierda
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WATCHMAN ™ |s the Most Studied LAAC Device

Mar 2015
FDA Approval

2008 CAP Registry

2010 PREVAIL

2002 Pilot N=566 N=407
N=66 Non-randomized Randomized
Non-randomized Add’l patients Comparison:

Feasibility and
Safety

2005 PROTECT AF
N=707

Randomized
Comparison: warfarin

*Not US Indication

and follow-up

warfarin

2009 ASAP
N=150
Non-randomized

Patients Contra-indicated

to warfarin®

2013 EWOLUTION,
WASP Registries
N=1020, N=201
Non-randomized
Real-world, All comers

2012 CAP2 Registry
N=576
Non-Randomized
Add'l patients and
follow-up

2017 ASAP TOO
N= Up to 888
Randomized

2017 SALUTE

N= 42
Non-randomized
Japanese Approval
Study

2016 US NESTed NCDR LAAO Registry
N=2000
Post-approval statistical analysis

2018 PINNACLE FLX

N=400

2018

2020 CHAMPION-AF
N= 3000
Randomized,
WATCHMAN FLX vs.
NOAC:s in a broader

S NVAF population,
US Indication :
£ ; Non-roqdomlzed inclusive of lower risk
Xpansion FLX Device tient
Worldwide study US IDE R
2019 FLXibility

2017 N=300

WATCH-TAVR Non-randomized EU

N=312 Post-Market Registry

Randomized FLX Device

TAVR+WATCHMAN

2020

2019 OPTION

N=1400

Ongoing study in

post-ablation patients

Randomized Efficacy and Bleeding
Comparison: OAC FLX Device



Long-term event reduction after LAAC. Results of the Iberian Registry Il

Lépez-Minguez, JR; Nogales-Asensio, JM; Infante De Oliveira, E; et al. Revista Espaficla de Cardiologia. 2019; Vol. 72, Nim 6, pag. 449-455.

AlM

Primary: Establish the occurrence of stroke and major bleeding events in patients with NVAF and
LAAO with a long-term follow-up of 2 years (or beyond 2 years in a subgroup of patients) and to
explore the factors associated with higher long-mortality.

Secondary: other data as the presence of a thrombus in the device, peri-device leak, etc.

METHODOLOGY

Multicentre prospective cohort:
- 5098 patients (1093 patient-years) with contraindication for anticoagulants
- 13 tertiary referral hospitals (10 Spain; 3 Portugal)
- LAAO procedures: March 2009 — December 2015

Follow-up:
- Long-term follow-up of 2 years

Indication for the procedure

RESULTS
Procedure variables
Variable Cohort (n = 598)
Implant success 573 (95,8%)
Complications 30 (5,0%)
Death 1(0,17%) Migration device 2 (0,4%)
Stroke 6 (0,8%) Otorhinoclaryngologic bleeds 3(0,5%)
Vascular surgery 10 (1,7%)
Tamponade 12 (2,0%) Mitral regurgitation 1(0,2%)

Overall event outcomes in patients with successful implantation

Overall follow-up: Mean 22.9 months
(1,093 patient-years)

Patients with follow-up of > 24 months
(683 patient-years)

Observed | Expected P Observed | Expected P
Deaths 76 (7.0) 31 (4.6)
Ischemic stroke 17 (1.6) | 8.5% (CHAD.DS,- <.001 10 (1.5) | 8.4% (CHA.DS,- < .001
VASc) RRR, 81% VASc) RRR, 82%
Intracranial 9(0.8) | 0.9% (HAS-BLED) | .689 3(04) | 0.9% (HAS-BLED) 192
haemorrhage RRR, 11% RRR,56%
Gastrointestinal 35(3.2) 8(1.2)
bleeding
Major bleeding 43 (3.9) | 6.4% (HAS-BLED) | .013 17 (2.6) | 6,3% (HAS-BLED) .033
RRR, 39% RRR, 59%

Variable Population % Patients with follow-up %

(n =598) > 24 months (n = 176)
Stroke under oral anticoagulant therapy 6.2 8.0
Previous bleeding 70.4 69.9
Previous bleeding + stroke/ embolism 3.3 1.1
High risk of bleeding 14.2 13.1
Other (poorly controlled INR, patient decision, etc) 5.9 3.4

Previous bleeding 441 patients 125 patients

Gastrointestinal bleeding 54.0 50.4

Intracranial bleeding 36.3 36.0

Other bleeding 9.7 13.6




Patients with an indication for stroke prevention due to AF

Suitable for OAC Elevated b|eeding risk Patient with individual and SpeCiﬁC Patient UnWi"ing or Contraindication to OAC
risk constellation for stroke unable to take OAC
o HAS-BLED score 2 3 1. Inefficient OAC: “stroke on
Elevated bleeding risk outside HAS-BLED it
Sl el e s e 1 - 2. Electrically isolated LAAC post -
score. E.g. tumor, thrombocytopaenia ablation (i?:dication for LAApC Al el
N . occlusion controversial) /
Need for prolonged or repetitive triple therapy
e.g. severe CAD and stenting NOAC
n Dl failhiva (fmmvsmma )

== m=mbes ieslisation to

6.5.1. Percutaneous Approaches to Occlude the LAA

Recommendations for Percutaneous Approaches to Occlude the LAA
Referenced studies that support the recommendations are

v

summarized in the . 1ation of OAC vs LAA occlusion

1. In patients with AF, a moderate to high risk of stroke
(CHA,DS,-VASc score =2), and a contraindication v
(Table 14) to long-term oral anticoagulation due to a
nonreversible cause, percutaneous LAAO (pLAAQ) is
reasonable.’™*

LAA occlusion
(may require antiplatelet therapy)

i thythm control by implanted devices with remote monitoring.

9. In patients with AF and a moderate to high risk of 2020 Bnropsce;
stroke and a high risk of major bleeding on oral anti-

coagulation, pLAAQO may be a reasonable alternative NO ECA en este escenar iO .

to oral anticoagulation based on patient preference,

with careful consideration of procedural risk and with CLEARANCE , STROKECLOSE ,

the understanding that the evidence for oral antico-

agulation is more extensive.' 358 CLOSURE-AF.




Cierre de la orejuela, aspectos practicos
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WATCHMAN LAAC Device: A One-Time Procedure

What are the advantages of Watchman?

Minimally Invasive 1 Hour 24 Hour

Permanent Procedure Typical Procedure Takes Average Hospital Stay

Less than an Hour

1 2 3 4

Using a standard percutaneous technique, The implant procedure is performed with The aoccess sheath is advanced over the WATCHMAN is then deployed and released
a guidewire and vessel dilator are inserfed fluoroscopy and transesophageal guidewire into the left afrium and then in the LAA
into the femoral vein echocardiography (TEE). The interatrial navigated into the distal porfion of the LAA

septum is crossed using a standard over a pigtail catheter.

transseptal access system.

S

Heart tissue grows over the WATCHMAN
Implant, and the LAA is permanently
sealed. Patients remain on OAC for ot least
45 days post-procedure. TEE is used fo
confirm seal.




scuando cerrar tras una HIC?

Left atrial appendage occlusion in patients with spontaneous intracerebral
hemorrhage: An observational study

Carlos Moliner-Abés, M.D. ?, Blanca Alberti-Vall, M.D. ", Xavier Millan-Alvarez, M.D., PhD. ",
Pol Camps-Renom, M.D., PhD. b" Marina Guasch-Jiménez, M.D. ", Lluis Asmarats-Serra, M.D.,
PhD. %, Alvaro Lambea-Gil, M.D. ", Garbinie Ezcurra-Diaz, M.D. ", Dabit Arzamendi-Aizpurua, M.
D., PhD.?, Joan Marti-Fabregas, M.D., PhD. "

# Cardiology Department, Hospital de la Santa Creu i Sant Pau. Carrer St. Antoni M. Claret 89, Barcelona 08025, Spain
b Neurology Department, Hospital de la Santa Creu i Sant Pau. Carrer St. Antoni M. Claret 89, Barcelona 08025, Spain

« Moliner-Abos et al-> 50% de los pacientes en 1los
primeros 30 dias tras HIC, 1/3 en la misma
hospitalizaciodn

« Angiopatia amiloide, plantear beneficio (riesgo
recidiva HIC independiente de cilerre ORE)

*Journal of Stroke and Cerebrovascular Diseases 33 (2024) 107481



cTratamiento antitrombotico post?

* Pacientes de alto riesgo isquémico =2 es un plus al tratamiento
antitrombatico
* Pacientes de alto riesgo hemorragico

v'RESTART study demuestra la seguridad de reiniciar antiplaquetarios tras
HIC

v'¢STOP a los 12 meses o indefinido? (pendiente CLOSURE AF)

*J Interv Card Electrophysiol 34 2022; 64: 551-556.



cTratamiento antitrombotico post?

MANUFACTURER-RECOMMENDED POST-IMPLANT ANTITHROMBOTIC REGIMENS
WATCHMAN FLX

LAAC 45days 3 months 6 months 12 months
L @ o

0AC
Aspirin

Amulet, other devices

LAAC 1 moenth 3 months 6 months 12 months
® & & 4 L

EMERGING POST-IMPLANT ANTITHROMBOTIC REGIMENS

LAAC 45days 3 months 6 manths 12 months
[ & L & 9
OAC Aspirin
Clopidogrel

*Practical Guide on Left Atrial Appendage Closure for the Non-implanting Physician. An International Consensus Paper



Experiencia en HUSE: 2008-2023

N= 132 paclentes con fibrilacion auricular

no valvular

Motivo cilerre
ORE

%

: — -
Edad A5- 94 afios. LﬁcallzaC}on %
Media 73,7 afios emorragia
[0)
Sexo M(58,3 %); F (41,7 HIC 32, 6%
%) HGI 19, 7%
Ictus 22, 7% Hematuria 6, 8%
hemorragico _
. , Anemia severa 4,5%
Insuficiencia 30, 3%
renal Hematoma 2,3%
Exito 97, 7% retrogifltone
procedimiento
2 0 mas 2,3%

Sangrados en 72,7%

Sangrado previo 43, 9%
Alto riesgo de 13, 6%

sangrado
Tromboembolismo 10, 6%
Alergia AAS, 0, 8%

TAO, NACO
Alternativa 7,6%

terapéutica

INR inestable 0, 8%
2 0 mas 12, 9%




Experiencia en HUSE: 2008-2023

Tratamiento AT
al alta

%

Comparaciones globales

Ninguno

3, 5%

Chi-cuadrado gl Sig.
Log Rank (Mantel-Cox) 3,977 7 782
Breslow (Generalized Wilcoxon) 2,848 7 ,899
Tarone-Ware 2,854 7 898

AAS vy
Clopidogrel

51, 5%

AAS

1, 5%

Clopidogrel

23, 5%

HBPM +/-
antiagregante

1, 5%

AVK +/ -
antiagregante

2, 3%

NACO

1, 5%

Prueba de igualdad de distribuciones de supervivencia para los distintos niveles

de Tto. Antitrombdotico alta.

Funciones de supervivencia
Tto. Antitrembético
alta

- Hh TIMinguna
—IIAAS + Clopi
AAS

b 1 Clopi
HEPM - Antiagrag.
| —\ + TOTACC +- Antiagreg.
| MACD +-
T

| Minguno-censtrado
—+—AAS + Clopreznsuradn
= AAS-censurado
Clopkcensuraca
HEFM +/- Antiagran.-
censurato
TACO +- Antiagreg.-

u2 MACO +i-censurado
S

censuratn
| F-censurado

=
=

Supervivencia acumulada

o 50 100 150 0

Meses de seguimiento

Complicaciones en el

seguimiento N total

Ninguno 79
AIT 2
Ictus 1
Sangrado mayor 3
Muerte cardiaca 6
Muerte no cardiaca 7
Embolia + Sangrado 1
Trombo en dispositivo 4
Global 103
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Mensajes finales

Haber sufrido un sangrado mayor, incluso una HIC, no supone una contraindicacion absoluta
para retomar la anticoagulacion.

Se requerira una evaluacidn individualizada y por parte de un equipo multidisciplinar
El cierre de orejuela en este escenario es una solucion técnicamente factible, segura y eficaz.
Amplia experiencia en nuestro centro con muy buenos resultados

Perfiles de pacientes para TENER EN MENTE:
v’ Tras hemorragia mayor (GI/HIC)

v’ Cirrosis o fallo hepatico

v’ Plaquetopenia (oncologia)

v’ Trastornos de la coagulacion (VW, ROW)

v ERC estadio V

v'Necesidad de DAPT concomitante

v’ Eventos embdlicos refractarios

v Negativa a toma de ACO?



v/ Estos pacientes requieren una “ SOLUCION A
MEDIDA”

v  Este escenario es un ejemplo perfecto de la
= ~ importancia en medicina del TRABAJO EN
e Mg L . y EQUIPO



