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BIENVENUE

DIMANCHE 14 AVRIL 2024 - SALON JACQUARD

09H00 - 10H30 L'INTERVENTIONNEL EFFICACE
Modérateurs: Dr. Bernard Carette, Dr. Philippe Lang (Mulhouse), Dr. Alexandre Kovalchuk (Jossigny)

* Ablation de la Fibrillation Atriale : quelle énergie choisir ? Dr. Ahmed Salhi (Jossigny)
Dr. Fatma Zouari (Jossigny)
» Insuffisance Cardiaque : I'ablation de la FA améliore Dr. Jérome Schwartz (Nancy)

le pronostique Dr. Elon Zerah (Nancy)

» Les AVC Ischémiques : la prise en charge optimale Pr. Hassan Hosseini (Crétei)

10H30 - 11HO0 PAUSE ET VISITE DE L'EXPOSITION - SALON JERSEY

11H00 - 12H00 L'INTERVENTION ADAPTEE
Modérateurs: Dr. Christien Breton (Nancy), Dr.Philippe Jauffrion (Villejuif), Dr. Laurent Chapoutot (Troyes

» La Maladie Coronaire Stable et les récommandations Pr. Yves Cottin (Dijon)
» Lésions de Bifurcation Coronaire: quel traitement de référence ? Pr. Camille Brasselet (Reims)

12H00 - 12430 DEMONSTRATION ET FONCTIONALITE DES PROTHESES VALVULAIRES
Modérateur : Dr. Jean-Paul Bellefleur (Troyes) Pr.Thierry Folliguet (Créteil)

12H30 - FIN DU SEMINAIRE




ICCE : INSTITUT COEUR ET CERVEAU DE LEST PARISIEN

= Pr Hassan HOSSEINI
= Dr Stéphane COSSON
= Dr Ruxandra STANESCU

= HPPE
= Champigny-sur-Marne

= Secreétariat : 0752525555

= Email : consultation.hosseini@gmail.com
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Cas clinique

i Homme de 75 ans, hémiplégie G brutale _

* DNID
e HTA
*HC

e IDM, angioplastie stent
e Fibrillation atriale
e trt: anti hypertenseur, ADO, atorvastatine, AVK, aspirine

i Hémiplégie G H3, _

NIHSS 13






IRM

FLAIR

12




IRM

DIFFUSION TOF







INR=1.2

Traitement ?



TIV : Alteplase ou Tenecteplase

4 NNT=4 NNT=9 NNT=100
90 min 180 min 6 h

2\

benefit for t-PA
no benefit for t-PA

Odds Ratio
Favorable Outcome

60 120 180 240 300 360

Symptom-to-needle time in minutes

The ATLANTIS, ECASS, and NINDS rt-PA Study Group Investigators.
Lancet 2004; 363: 768



TPA for Cerebral Ischemia within 3 Hours of Onset-Changes in Outcome Due to Treatment
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Changes in final outcome a5 a result of treatment:

@ Normal or nearly normal
@D Better
' Nomajor change

@@ Worse
@ Severely disabled or dead

Early course:
__|No early worsening with brain bleeding
= Early warsening with brain bieading

o pV R




Rates of recanalization at 2 hours
according to occlusion site

M2
30-44%

M1 /
30-50%

- v

B
26-33%

Tandem
ACI-ACM
23-27%

Rubiera et al. Stroke 2006;37:2301-5 — Saqqur et al. Stroke 2007;38:948-54 — Zangerle et al. Neurology 2007;68:39-44.
Mendonca et al. Stroke 2012;43:417-21 — Kimura et al. Stroke 2011;42:3150-5 — Alexandrov. J Int Med 2010;267:209-19.



Autre
traitement ?
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BCarotidelnternelDioite | Canotide InternelDroite \







G anotidelmi

Canotide Internel®




SIINR >2

Conduite a tenir ?




Prévention
secondaire ?




Yes

| / \
¢ Oral anticoagulation
indicated
OAC should be Assess for contra-indications

considered (llaB) Correct reversible

bleeding risk factors

LAA occluding devices \
may be considered in il
patients with clear

contra-indications

AF = atrial fibrillation; LAA = left atrial appendage; NOAC = non-vitamin K antagonist oral anticoagulant; OAC = oral anticoagulation; VKA = vitamin K antagonist.

*Congestive heart failure, Hypertension,Age =75 years (2 points), Diabetes, prior Sstroke/TIA/embolus (2 points),Vascular disease, age 65-74 years, female Sex.

*Includes women without other stroke risk factors.
4laB for women with only one additional stroke risk factor.
“lB for patients with mechanical heart valves or mitral stenosis.

http://eurheartj.oxfordjournals.org/



Quand débuter un traitement anticoagulant apres un AVC ischémique lié a la FA?

Le délai optimal de mise en route d’un traitement anticoagulant aprés un infarctus cérébral lié a la FA est incertain.

FA) n'a pas montré de hénéfice du

Une mét: lyse de 7 ECR éval traitement anti lant (par héparine non fracti ée, HBPM ou héparinoides) versus aspirine ou placebo, instaurés dans les 48 heures d'un infarctus cardi boli (principal
La décision est a prendre au cas par cas en mettant en balance le risque de récidive précoce d'infarctus cérébral en 'absence de traif antic I a celui d% fon par les antis I d’une transf
La majorité des ions hémorragi spontanées survi dans la premié ine et particulierement dans les 4 premiers jours (Lodder et al, Stroke 1988;19:1482).

Le risque de transformation hémorragique est plus important en cas d'infarctus de grande taille et d’hypertension artérielle non contrélée,

Il faut vérifier I'absence de transformation hémorragique significative avant de mettre en route un traitement anticoagulant.

de récidive d'AVC (AVC ischémiques et hémorragiques confondus) ou ou décés ou handicap (Paciaroni et al, Stroke 2007;38:423),

hémorragique spontanée de I'infarctus cérébral.



Exclusion of intracerebral bleeding by CT or MRI

|
! ! ! }

TIA Mild stroke Moderate stroke Severe stroke
(NIHSS <8) (NIHSS 8-15) (NIHSS =16)

[ Patient with atrial fibrillation and acute TIA or ischaemic stroke ]

Consider additional clinical factors favouring early / delayed initiation of OAC
Factors favouring early initiation of OAC: || Factors favouring delayed initiation of OAC:

Low NIHSS (<8): High NIHSS (=8):
Smallino brain infarction on imaging Large/moderate brain infarction on imaging
High recurrence risk, e.g. cardiac thrombus on echo Meeds gastrostomy or major surgical
Mo need for percutaneous endoscopic gastrostomy intervention
No need for carotid surgery Needs carotid surgery
Mo haemorrhagic transformation Haemorrhagic transformation
Clinically smble Neuroclogically unstable
Young patient Elderly patient
Blood pressure is controlled Uncentrolled hypertension
s ~ s ~
Evaluate haemorrhagic Evaluate haemorrhagic
transformation by transformation by
CT or MRl at day 6 CT or MRl at day 12
L o L A
v v ¢ ¢
Start | day after 3 days after [ 6 days after 12 days after
OAC acute event acute event acute event | | acuteevent |

AF = atrial fibrillation; CT = computed tomography; NIHSS = Mational Institutes of Health stroke severity scale (available at http:/fwww.strokecenter.orgiwp-content/uploads/201 1/08/
NIH_Stroke_Scale.pdf); OAC = oral anticoagulation; TIA = transient ischaemic attack

http://eurheartj.oxfordjournals.org/




Evolution

CMT droite et déficit G




Veérifier INR
Augmenter les doses des AVK

Que faites Mettre sous héparine

vous Passer aux AOD

Ajouter de l'aspirine




Causes des AlIC

Atherosclérose
Intracranienne

Maladie des artéres
perforantes

Plague carotide avec

embolie Sténose carotide

Plague de la crosse
de l'aorte

Fibrillation Atriale

Embolie cardiague
. Maladie Valvulaire

Thrombus du
Ventricule gauche













HIC sous AC

e 2 essais randomisés 2021 Lancet Neurol, ACO vs AAP
e So Start (anglaise)
* Apache-AF (hollandaise)
* Pas de différence significative

* FLAAC

* A3ICH
* 3 bras
 FAG/AAP/AQOD




HIC sous AC




Microbleed/ HTA
IRM : SWI >T2*




AAC : angiopathie amyloide cerebrale

Hémosidérose corticale superficielle Hémorragie sous-arachnoidienne aigue

Micro infarctus

Leucopathie
- Prédominance postérieure
- Pattern « multi spot »

Hématome lobaire (postérieur++) Micro saignements strictement lobaires
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Cas Cliniqgue M. A.




* Homme de 74 ans, vit seul, autonome

* Antécédents :
* Tabagisme sevré depuis < 1 mois
« HTA
* Dyslipidémie
» Sténoses carotidiennes bilatérales



Histoire de |la maladie

e Syndrome coronnarien aigu ST+ troponine+ avec angioplastie et stent sur l'inter
ventriculaire antérieure

e +J14:
* Vertige et diplopie
* hémiparésie G
e Scanner cérébral : normal

* Que faites-vous ?












UQQG;SC?Q:TEFLAH{BLADETRAFATSAT ! Pos : -58.22 mm
5 -4 (TOUT) LT : 5.00 mm
Avec perte (1:22 ) rfi5;Vv-sfo

Zoom : 308%







Etiologies 7

arteres Cardiaque :

Athérome Nouvel IDM

Dissection post coronarographie. Insuffisance cardiaque

Anévrysme apex

AC/FA












Traltement




“Don’t
damage my
brain

It Is my

second
favorite
organ” W.A.




5%

10%

10%

10%

50%

B AF

B Ventricular thrombus
Rheumatic heart disease

B Acute myocardial infarction
Replacement valves

B Other causes



large-artery
arteriosclerosis

B

etiology

small-vessel
occlusion

Geisler et al., Drugs 2018



* Artériopathies non inflammatoires = Toxicomanie, alcool

(dissection ++), inflammatoires ou = Traumatisme
infectieuses = Hypotension systémique
* Affections hématologiques, = Migraine
coagulopathies = latrogene (médicaments, cathétérisme)
e Autres causes - Embolie de matériel non thrombotique (ex: tumeur)

- Maladies métaboliques rares (ex: MELAS), pulmonaires (ex:
Rendu-Osler) ...

- Etats pro-thrombotiques (CO, grossesse, cancers...)



Nonatherosclerotic arteriopathies

Dissection
Vasculitis
Moya-moya
Sickle cell disease
Dolichoectasia

Migraine



Vasospasm

= After subarachnoid hemorrhage

= Reversible vasoconstriction syndrome
Fibromuscular dysplasia, stenosis 2 50%
CADASIL

Fabry Disease

Susac Disease

Hypercoagulable States

= Arterial thrombosis

= Antiphospholipid antibodies2 100 GPL units, or lupus anticoagulant
= Hyperhomocysteinemia

= Thrombocytosis with platelets 2800,000
= Disseminated intravascular coagulation

= Malignancy



= 30%
= ETO +++

= oreillette et auricule gauches

= SIA

= aorte thoracique



= 40 % en 1970

= |0-15 % actuellement dans les centres spécialisés



= Moins sévere
®=  Moins de mortalite

=  Moins de récidive

= Sous aspirine
= |,9%/an la premiere année

= 0,8%/an2a4ans



Table 1. Suggestive Findings on History and Physical Examination in Patients with Cryptogenic Stroke.*

Variable

Historical feature
Neck trauma or manipulation
Migraine

Intravenous drug use

Dental procedure or systemic bacterial infection

Airplane travel or Valsalva maneuver at stroke

onset

Family history of early myocardial infarction

or ischemic stroke
Pregnancy and peripartum
Sickle-cell disease
Physical finding

Asymmetric arm pressures

Skin
Needle tracks

Livedo reticularis

Xanthoma or xanthelasma
Adenopathy
Heart murmur
Vessels

Diminished pulses
Bruit

Venous thrombosis in the legs

Potential Clinical Implication

Carotid or vertebral artery dissection
Migrainous infarction or CADASIL

Endocarditis, HIV infection, vasculitides, paradoxical emboli,
or vasospasm

Endocarditis, septic emboli, or coagulopathy

Paradoxical embolism
Genetic accelerated atherosclerosis

Cerebral venous thrombosis or eclampsia

Secondary moyamoya disease

Coarctation of aorta, aortic dissection, Takayasu’s disease,
or premature atherosclerosis

Intravenous drug use or HIV infection

Sneddon’s syndrome, antiphospholipid antibody syndrome,
or systemic lupus erythematosus

Hyperlipidemia
HIV infection, sarcoid, or Tangier disease

Endocarditis, ventral septal defect, or myxoma

Premature atherosclerosis, coarctation of aorta, aortic dissec-
tion, or Takayasu'’s disease

Premature atherosclerosis, fibromuscular dysplasia, or arterial
dissection

Hypercoagulable state

* CADASIL denotes cerebral autosomal dominant arteriopathy with subcortical infarcts and leukoencephalopathy, and

HIV human immunodeficiency virus.




Ischemic stroke or TIA

History
Physical examination

Standard Evaluation

Carotid duplex ultra-
sonography and
transcranial Doppler,
ultrasonography

\ i
Stroke topography Vessels Cardiac — structure || Cardiac — rhythm Hematologic testing
MRI of the brain MRA of the head and TTE 12-Lead ECG Complete blood count
CT of the brain neck TEE Inpatient cardiac Platelet count
CTA of the head and telemetry INR
neck 24-Hr Holter monitor Partial-thromboplastin
time

Advanced Evaluation

Stroke considered
after standard evaluation

to be cryptogenic

Vessels
Catheter angioplasty
Transcranial Doppler
monitoring for
emboli
Vasculitis tests

Y

Cardiac — rhythm
Prolonged (2—4 wk)
outpatient cardiac
telemetry

Hematologic testing

Arterial hyperco-
agulability tests
(all patients)

Venous hyperco-
agulability tests
(if right-to-left shunt)

Y

Stroke considered
after advanced evaluation

to be cryptogenic

Specialized Evaluation

\

Hematologic testing

Cardiac — rhythm
Prolonged (1-3 yr)

Genetic testing
Mitochondrial disease
CADASIL, Fabry's

disease, other
genetic causes

outpatient loop

recording

Vessels Cardiac — structure
Detailed autoimmune Cardiac CT
evaluation Cardiac MRI
CSF examination
Brain biopsy

Workup for occult
cancer




Case 2: Man, 23 years




Case 2: Man, 23 years

* No medical history

* Onset of vertigo, vomiting






" Admitted for coma GCS 7, tetraplegic

= Bilateral mydriasis






Your diagnosis and Treatment ?















FOP

= 252 35 % series autopsiques

B (Hagen, 1984)

= forte association avec AVC
cryptogeniques (50%)

= surtout sujets jeunes




|

Sang désatureé
Embol




= Series autopsiques dans population generale

= Mayo clinic 1994. 965 coeurs normaux
m 27.3%

= Taille moyenne : 5mm (I -19)
" Thompson 1930. 1000 autopsies
= 35%

= Taille :2 — 10mm

= Etudes cas-controles en échocardiographie, apres accident
vasculaire cerebral

= 30 a 50% selon voie échographique



= 40% AVC/AIT du sujet <55 ans « idiopathiques »

= Liaison statistique forte

= entre anomalie du SIA

= et AVC



Oversell gt al, Naurology 2000
<= 55 Cryptogenic Control OR Weight OR
Study yrs n/N n/N (95%CI Fixed) % (95%CI Fixed)
Cabanes, 1993 (P) 36 /64 9/50 g 241 5.86[2.44,14.04]
Job, 1994 (P) 27141 27/63 B 39.7 2.57[1.14,5.81]
Jones, 1994 (P) 4114 2/19 = 6.6 3.40[0.52,22.03]
Lechat, 1988 (P) 20/ 41 10/100 @ 163 8.57[3.50,20.99]
Webster, 1988 (P) 19/34 6/40 g 133 7.18[2.39,21.58]
Total(95%Cl) 106 /194 54272 -~ 1000 5.01[3.24,7.75]
Chi-square 4.65 (df=4) P. 0.33
12 1 5 10
Negative association  Positive association
55 Cryptogenic Control OR Weight OR
Study ~ 2° YIS n/N n/N (95%Cl Fixed) %  (95%CI Fixed)
Jones, 1994 (P) 10/57 29/183 95.7 1.13[0.51,2.49]
Vella, 1991 (P) 1/38 0/33 - 43 2.68[0.11,68.05]
Total(95%Cl) 11/95 29/216 s — 100.0 1.20[0.56,2.56]
Chi-square 0.26 (df=1) P: 0.61
102 1 5 10

Negative association

Positive association



PFO and ASA Study.

MAS JL et al. N.Engl.J.Med 2001

581 Patients, <55y, ischaemic stroke of unknown origin, Aspirin 300mg, FU 4y

ASA alone

P=0.04

Risk of recurrence at 4 years

Stroke Stroke+TIA

No PFO or ASA 4.2 6.2
PFO alone 2.3 5.6
ASA alone 0 0
PFO + ASA* 15.2 19.2

100
sl
q 90 ™
=
o
@
o
g 80
4]
g
-
70+
o
('
60
0
No. AT Risk
No PFO or ASA 304
PFO alone 216
ASA alone 10

PFO and ASA 51

1 L)

24 36
Months
287 158
198 122
9 4
44 26

&8

-t
[ = QS

* Risk 4% / year




Embolie paradoxale

Thrombus développé dans FOP ou ASIA
Arythmie paroxystique

Autre cause (+ en rapport avec FOP)

=  Anomalie de coagulation ou systeme fibrinolytique

Association fortuite ?



Antiplaquettaires

Bénefice etabli en préevention secondaire apres un AIC

Bonne tolerance

= Anticoagulants oraux

- Thrombus de stase dans cavite cardiaque ou systeme
veineux ?

. Risque hémorragique

= Fermeture du FOP
» Peut seulement prevenir les embolies paradoxales
» Risques a court et long terme mal connus




Complications au site d’acces

Perforation cardiaque,
tamponnade

Embolie gazeuse
Migration du mateériel

Arythmies cardiagues

Thrombus sur le matériel
Endocardite infectieuse

Réalisable en < 30 minutes Revue systématique : 10 études (n

Progrés techniques: prothéses = 1355)
biodegradables ... Complications majeures: 1.5%

codt Complications mineures: 7.9%

Knairy et al, Ann Intern Med 2003
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Grebe O et al. Circulation. 2001:104:e117-e118






f- 16 — 60 ans \

» Infarctus cérébral (confirmé par imagerie),
cryptogénique, récent (<= 6 mois), Rankin <=3
m  FOP > 30 microbulles ou FOP + ASIA

AVK AAP Fermeture du FOP
au long cours au long cours + AAP au long cours

Société ° -
ASSISTANCE HOPITAUX =P de Cardiologie
PUBLI QU E DE PARIS www.sfcardio.fr




e NEW ENGLAN D
JOURNAL o MEDICINE

ESTABLISHED IN 1812 SEPTEMEBER 14, 2017 VOL. 377 NO. 11

Patent Foramen Ovale Closure or Anticoagulation
vs. Antiplatelets after Stroke

J.-L. Mas, G. Derumeaux, B. Guillon, E. Massardier, H. Hosseini, L. Mechtouff, C. Arquizan, Y. Béjot, F. Vuillier,
O. Detante, C. Guidoux, S. Canaple, C. Vaduva, N. Dequatre-Ponchelle, 1. Sibon, P. Garnier, A. Ferrier, S. Timsit,
E. Robinet-Borgomano, D. Sablot, J.-C. Lacour, M. Zuber, P. Favrole, ].-F. Pinel, M. Apoil, P. Reiner, C. Lefebvre,
P. Guérin, C. Piot, R. Rossi, ).-L. Dubois-Randé, |.-C. Eicher, N. Meneveau, ].-R. Lusson, B. Bertrand, J.-M. Schleich,
F. Godart, J.-B. Thambo, L. Leborgne, P. Michel, L. Pierard, G. Turc, M. Barthelet, A. Charles-Nelson, C. Weimar,
T. Moulin, J.-M. Juliard, and G. Chatellier, for the CLOSE Investigators*




1.0
0.9
= 0.85
S 1.00
u% 0.7 0.99 PFO closure group
9 0.98+
& 0.6 0.97
= 0.96-
2 0.5+
o 0.954 Antiplatelet-only group
©  0.4- 0.94
> 0
= 0.934
= 034 0.924
I ;
o 0914  Hazard ratio, 0.03 (95% CI, 0 to 0.26)
a 0.2 ' . -
0 0.90 P<0.001 by log-rank test
0.1 0.00 I I I I I I I I I I |
0 1 2 3 4 5 6 7 8 9 10
00 | | | | | | | | | |
0 1 2 3 4 5 6 7 8 9 10
Year
No. at Risk
PFO closure group 238 238 232 200 179 141 99 64 20 0 0
Antiplatelet-only group 235 229 223 198 160 130 96 55 19 0 0

The NEW ENGLAND

JOURNALof MEDICINE



A

Study Closure  Antithrombotic RR (95% CI)
PFO closure vs. Antithrombotic therapy
CLOSURE | (2012)' 12/447 131462 | 095(044,207)
PC Trial (2013)° 1204 77210 0.15(0.02, 1.18)
RESPECT (2017)"° 18/499  28/481 f——-—— - 0.62(0.35,1.11)
DEFENSE-PFO (2018)" 0/80 580 .- - 0.09(0.01, 1.61)
Sublotal (I-squared = 38.4%, p = 0.181) i 0.57 (0.28, 1.15)
PFO closure vs. Antiplatelet therapy ;
Gore REDUCE (2017)"" 6441 127223 . 0.25(0.10, 0.88)
CLOSE (2017)"? 07238 14/235 & t 0.03 (0.00,0.57)
Subtotal (l-squared = 55.0%, p = 0.136) — 0.13(0.02, 1.05)
Overall (-squared = 58 7%, p = 0.033) <> 036 (0.17,0.79) P=0.01
T T T T = T
0.01 0.05 0.1 02 05 1 2 3
+« Favours PFO Closure Favours Antithrombotic therapy —»
B
Study Closure  Antithrombotic HR (95% CI)
PFO closure vs. Antithrombotic therapy i
CLOSURE | (2012)' 12/447  13/462 [ S 0.90 (0.41, 1.98)
PC Trial (2013)* 1204 71210 " 0.14 (0.02, 1.17)
RESPECT (2017)"° 18/499  28/481 —v—l— 0.55 (0.31, 1.00)
Subtotal (I-squared = 34.8%, p = 0.216) - i 059 (031, 1.12)
PFO closure vs. Antiplatelet therapy h
Gore REDUCE (2017)"" 6/441 12223 —. 0.23 (0.09, 0.62)
CLOSE (2017)"? 0238 14/235 € ' 0.03 (0.00, 0.25)
Subtotal (I-squared = 11.8%, p = 0.287) <>- 0.18 (0.05, 0.63)
Overall (I-squared = 53.6%, p = 0.071) <> 0.40 (0.20,0.82) P=0.01




" Fermeture incomplete

= Thrombus déeveloppe sur le site de fermeture (prothese ou chirurgie)

® autre facteur causal?



FAG

e Les données de la littérature montrent que la FAG est une option utile chez les patients
associant risque thrombo-embolique élevé (CHA,DS,-VASc 24) et contrindication aux
anticoagulants

Recommendations for occlusion or exclusion of the LAA

LAA occlusion may be considered for stroke prevention in patients with AF and contraindications for long-term anticoagulant
448,449,481,482

1lIb B
treatment (e.g. intracranial bleeding without a reversible cause).

Surgical occlusion or exclusion of the LAA may be considered for stroke prevention in patients with AF undergoing cardiac b C

4594
surgery. 5255

* La population concernée présente des comorbidités fréquentes qui doivent étre prises
en charge
* Un suivi cardiologique est indispensable
* ETO ou scanner dans les 3 mois post-intervention
* Echographie transthoracique a 12 et 24 mois



= Safety and efficacy of platelet glycoprotein VI inhibition in acute ischaemic stroke (ACTIMIS): a randomised, double-
blind, placebo-controlled, phase 1b/2a trial

= |ancet Neurol. 2024 Feb;23(2):157-167.doi: 10.1016/51474-4422(23)00427-1



Evidence-based Recommendation: Antithrombotics

PICO 9: In people with TIA and ischaemic stroke, does treatment with dual antiplatelet
therapy for longer than 90 days with aspirin plus clopidogrel or aspirin plus dipyridamole,
compared to a single antiplatelet, reduce the risk of recurrent stroke?

Evidence-based Recommendation

In people with previous ischaemic stroke or TIA, we recommend against use
of dual antiplatelet therapy with aspirin and clopidogrel in the long-term and
recommend use of single antiplatelet to reduce the risk of recurrent stroke.

Quality of evidence:

Strength of recommendation: \Weak against intervention |?
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Supporting Information

Recurrent Stroke ICH
Study name Statistics for each study Odds ratio and 95% CI Study name Statistics for each study Hazard ratio and 95% CI

Odds Lower Upper

ratio limit limit Z-Value p-Value Haz?rd L(?W?r U!)p?r

ratio limit limit Z-Value p-Value

SPS3 0.888 0.689 1.144 -0.917 0.359 —
CHARISMA 0794 0610 1.033 -1715  0.086 — SPS3 1.650 0.826 3.295 1419  0.156 =
MATCH 0976 0.834 1.142 -0.302 0.763 —a— CHARISMA 1.110 0.450 2.739 0.226 0.821 -
ESPS2 (aspirin) 0.737 0.591 0.918 -2.725  0.006 — PROFESS 1.420 1.106 1.823 2.749  0.006 .
PROFESS 1.019 0.925 1.122 0.377 0.706 —— 1421 1132 1.784 3.0%6 0.002 .

0.903 0.797 1.022 -1.612 0.107 -

0.5 1 0102 05 1 2 5 10
Favours Treatment  Favours Control Favourstreatment Favourscontrol
Meta Analysis

* Non-significant reduction in recurrent stroke - NNT 8 per 1000
 Significant increase in intracerebral haemorrhage - NNH 4 per 1000
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Alternative Strategies: NOACs

PICO 10 Expert Consensus Statement: Low dose NOAC + Antiplatelet

The use of antiplatelet therapy combined with a low-dose direct oral anticoagulant
(rivaroxaban) can be considered to optimise treatment of coronary artery disease or peripheral
arterial disease in people with a history of ischaemic stroke or TIA more than one month
previously. It should not be considered in people with ischaemic stroke or TIA who do not have
coronary artery disease or peripheral arterial disease.

PICO 11 Evidence-based Recommendation: NOAC vs Antiplatelet in ESUS

In people with an embolic stroke of undetermined source, we suggest use of
antiplatelet therapy and not a DOAC to reduce the risk of recurrent stroke.

Quality of evidence:

Strength of recommendation: \Weak against intervention |7 ._‘_,[]

EUROPEAN STROKE
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Supporting Information

 PICO 10: Low dose NOAC + antiplatelet:
* Only trial is COMPASS In primary prevention, limited stroke patients,
but more with carotid stenosis
« Where stroke patients fulfil inclusion criteria for COMPASS, this
approach is reasonable.

 PICO 11: NOAC versus antiplatelet in ESUS:

 NAVIGATE and RESPECT (Atticus presented at ESOC 2022)
* No significant benefit of treatment:
« Any Stroke: OR 0.96, 95% CI1 0.751t0 1.22,



Expert Consensus Statements: Diabetes

PICO 12: In people with diabetes mellitus and ischaemic stroke or TIA, does
Intensive control of glycated haemoglobin level (HbAlc) compared to less
Intensive HbA1lc control reduce the risk of recurrent stroke?

Expert Consensus Statement

In people with ischaemic stroke or TIA and diabetes mellitus, we support aiming
for an HbAlc level of <63mmol/mol (7%, 154 mg/dl) to reduce risk of
microvascular and macrovascular complications. However, this target may need
to be individualised based on duration of diabetes, age and comorbidities.

* No Secondary Prevention Evidence

e Based upon primary prevention guidance co
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