Anticoagulation orale dans la FA,
un traitement a vie ?
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“ABC”: A = Avoid Stroke, Anticoagulation

Patient with Atrial Fibrillation; Eligible for Oral Anticoagulation

AF patients with prosthetic mechanical heart valves or moderate-severe mitral stenosis? ]
i i
No Yes
v \ 4

Step 1 Identify low-risk patients

v

Low stroke risk?

(CHA,DS,-VASc score: 0 in males 1 in females)

VKA with high time in
therapeutic range
(target INR range depends
on type of
valve lesion or prosthesis)

No Yes
\ 4 v
Step 2 No antithrombotic
Consider stroke prevention (ie. OAC) in all AF patients with treatment

CHA,DS,-VASc >1 (male) or >2 (female)
Address modifiable bleeding risk factors in all AF patients.
Calculate the HAS-BLED score.

If HAS-BLED =3, address the modifiable bleeding risk factors
and ‘flag up’ patient for regular review and follow-up.
High bleeding risk scores should not be used
as a reason to withhold OAC.

v

(

CHA,DS,-VASC ]

I I
=1 (male) or =2 (female) >2 (male) or 23 (female)

v v

OAC should be considered OAC is recommended

(Class lla)
v
Step 3 Begin NOAC (or VKA with high time
in therapeutic range?)
NOACSs generally recommended
as first line therapy for OAC

alf a VKA being considered, calculate SAMe-
TT,R, score: if score 0-2, may consider VKA
treatment (e.g. warfarin) or NOAC; if score >2,
should arrange regular review/frequent INR
checks/ counselling for VKA users to help good
anticoagulation control, or reconsider the use
of NOAC instead; TTR ideally >70%.
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EORP-AF : stroke prevention

AF patients, cardiologists in 250 centres, 27 European countries, 2013 -16
n =11 096
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BOAC ®Other ATT ®NoATT ®Unknown

Figure | Proportions of patients treated with antithrombotic drugs by CHA,DS,-VASc score. ATT, antithrombotic therapy; OAC, oral
anticoagulant.
Boriani G et al, Europace 2018
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CARDIOVERSION for ATRIAL FIBRILLATION

|
Haemodynamically stable

\ 4

I
Haemodynamically unstable

v

[ 1. Check OAC status ]

Emergency electrical cardioversion

I
Already on therapeutic OAC
\ 4

Proceed with cardioversion as desired:
immediate or delayed for possible
spontaneous cardioversion

]
Not already on OAC
\ 4

Start as soon as possible
NOAC (or VKA®) or LMWH
or UHF

v

v

Check OAC status
as soon as possible
and proceed to step 3

(

2. Check current AF episode duration

)

) 4

AF onset <12 hours OR 12 - <48 hours

Pharmacological
cardioversion,

electrical
cardioversion
- Early cardioversion
after initiation of
anticoagulation
therapy
Ideal candidates:
- AF onset <12 h + no
previous TE
* AF onset 12-48 h +
CHA,DS,-VASc =1 _
ors=2,

Cardioversion within 48 hours of AF onset

- Wait for sponta-

* AF onset <12 h + no

* AF onset <24 h +

AF onset =48 hours or unknown

Elective cardioversion >48 h of AF onset

Pharmacological cardioversion, electrical

Wait for delayed
cardioversion
Pharmacological
cardioversion,
electrical
cardioversion

cardioversion

Ideal candidates:

neous cardioversion
(or perform
cardioversion if

needed) within 48 h heart valve

» Within <3 weeks of therapeutic OAC if a TOE
excludes LA/LAA thrombus, or
- After =3 weeks of therapeutic OAC

« AF 248 h or unknown duration

* AF 12-48 h + CHA DS -VASc 22_or 23,

* AF with previous TE, or mitral stenosis
(moderate/severe), or prosthetic mechanical

of onset
Ideal candidates:

previous TE

CHA,DS -VASc =1
or szﬁ

3. Decide on Continued OAC post-cardioversion

* Short-term (4 weeks) OAC post-cardioversion if CHA,DS -VASc = 0_ or 1. (OPTIONAL if AF onset definitely <24 h)
* Long-term OAC for all patients with CHA,DS,-VASc 21_ or 22, (see also section 10.2.2.6)

AF ESC Guidelines, Eur Heart J 2020




Recommendations for stroke risk management peri catheter @ ESC
ablation (2) Euopean bty

Recommendations Class Level

After AF catheter ablation, it is recommended that:
e Systemic anticoagulation with warfarin or a NOAC is continued for at least
2 months post ablation, and

) . : : : I C
e Long-term continuation of systemic anticoagulation beyond 2 months post
ablation is based on the patient’s stroke risk profile and not on the
apparent success or failure of the ablation procedure.
O
0
©
www.escardio.org/guidelines 2020 ESC Guidelines for the diagnosis and management of atrial fibrillation

(European Heart Journal 2020-doi/10.1093/eurheartj/ehaa612)



Clinical Outcomes in AF After Catheter Ablation

* 565 patients with AF and catheter ablation
* Endpoint: occurrence of TE events or death during FU after ablation
* Follow-up 39.2+22.6 months, 27 patients (4.8%) with events

B 100% 100%
100 -+
80 +
60 =

40 -

20 +

Events rate after ablation (%)

o
L

0 1 2 3 4 5 6 T 8
(1/169) (3/193) (6/117) (8/53) (3117) (3112) (1/2) (11) (1)

CHA,DS,-VASc score

Chao TF et al. JACC 2011



Discontinuation of OAC

after apparently successful AF ablation

Chinese AF Registry: n =4512, 3149 Off-OAC, 1363 On-OAC

Thromboembolism events:
A 1.0 —

081 — OffOAC
—— On-0AC
a2
< 06
g Off-OAC On-OAC
:-T‘; Overall Ovwverall
% 0.4 1 n IR(95%CI) n IR(95%CI)
3 S RS RS A R AR A S B SN AR R SRR S SRS RS BES REE SR
g Thromboembolism*
0

Intermediate-risk 10 036 (0.19-067) 3 0.35 (0.11-1.08)
0.2 High-risk 24 069 (046-103) 19 111 (0.71-1.74)

D 4

3149 3070 231 1772 1412 1138 864 583 415

1363 1323 1006 Tl 604 400 288 191 142
T T T T T

No. at risk

0 10 20 30 40
Mnnths

OAC discontinuation:
adjusted HR 0.71, 95%Cl 0.41-1.23
p=0.21

50

B 1.0 1

0.8

Cumulative survival {26)

0.2 1

D_

No. at risk

Bleeding events:

0.6 1

041

Major b leeding':r
Low-risk
Intermediate-risk
High-risk

— Off-0AC
— On-0AC

Off-OAC On-OAC

Overall Overall ’

n IR (95% ClI) n IR(95%Cl)

4 013 (0.05-03¢) 3 029 (0.09-091)
4 017 (0.06-044) 5 046 (0.15-1.11)
4 044 (017-1.18) 1 021(0.03-148)

3149 3074 2320 1784 1418 1147 868 597 416
1363 1331 1012 780 607 400 286 191 142
0 10 20 30 40 50
Months

W.-Y. Yang et al. Europace, 2020



Atrial flutter with w/o anticoagulant

National Health Insurance Database, Taiwan, 2001-2012

Solitary AFL Solitary AF AFL developing AF
(n=8764) (n=267 209) (n=5423)

Solitary atrial flutter (AFL):

W AFL with OAC m AFL without OAC
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Y.L. Chen et al. Europace, 2018



Outcomes of Secondary Atrial Fibrillation

e 1409 Framingham Heart Study participants with new-onset AF

*  First-detected AF episodes occurring without (n=970) and with (n=439) a secondary precipitant (Non-CV surg

30%, CV surg 20%, acute infection 23%, Ml 18%, other 9%)

10 Recurrent atrial fibrillation

0.8 -
No secondary precipitant

,,,,,,

o
@
I

Secondary precipitant

=
~
L

Cumulative incidence
of recurrent atrial fibrillation

.
f
024 /-
0.0 T 1
0 2 5 10 15
Years of follow-up
No. at risk
Secondary precipitant
Absent 521 265 123 42 19
Presant 326 202 16 42 15

Adjusted HR (95% ClI):
0.65 (0.54-0.78) p<0.0001

Heart failure

1.0
8 08
So
=i
2§ 061
2%
B2 04+
S
E o
g 02
0.0 T
0 2
No, at risk

Secondary AF precipizant
Absent 76T 585
Prasent 340 248

0.74 (0.56-0.97) p=0.03

Years of follow-up

] 188
164 85

Cumulative incidence

Na.

— No secondary AF pracipitant
- - Secondary AF precipitant

1.0 Stroke

of stroke

Cumulative mortality

Years of follow-up

at risk

Secondary AF precipitant
Apsent 867 862 441 21
Present 385 307 202 95

1.0 Mortality

No. al risk

Secondary AF precipitant
103 Absent 870 752 516 250 125
46 Presert 433 336 22 108 55

1.09 (0.79-1.50) p=0.79

1.00 (0.87-1.15) p=0.98

Lubitz SA, et al. Circulation 2015



AF and a presumed “temporary cause”

1,0

0,8

0,6

Event free

0,4

0,2

0,0

TCAF
No TCAF

Stroke/TE
1 1 1 1 1 " 1
- ‘Temporary
E‘H_ cause’ of AF
e — (n=740)
\-ﬁ‘_:‘_:‘ﬂ—qh‘__
]
Other AF
patients
= (n=3,847)
‘Temporary cause’ of AF vs Other AF patients:
HR = 1.37, 95%CI 1.05-1.78, p=0.02
After adjustment:
HR = 1.08, 95%CT 0.82-1.41, p=0.59
> 1 hd 1 ] Ll = 1 L k) I
500 1000 1500 2000 2500 3000 Days
333 251 191 141 93 58
3847 1797 1332 962 664 438 255

Fauchier L et al. Clin Res Cardiol 2016



AF and a presumed “temporary cause”

Predictors of outcome:

Cardiovascular death/stroke/TE event ~ Multivariate analysis

Hazard ratio (95 % confidence interval) p

Age (per l-year increase) 1.02 (1.00-1.04) 0.02
Male gender 1.16 (0.80-1.7) 0.43
Heart failure 1.75 (1.20-2.54) 0.004
Hypertension 1.02 (0.71-1.45) 0.92
Diabetes 1.01 (0.65-1.56) 0.98
Vascular disease 4.29 (2.35-7.81) <0.0001
Coronary artery disease 0.78 (0.43-1.43) 0.42
Valvular disease 0.86 (0.54-1.37) 0.53
Renal insufficiency 1.55 (0.93-2.58) 0.10
Chronic pulmonary disease 0.98 (0.58-1.64) 0.93
Oral anticoagulant treatment 44 (0.29-0.67) 0.0001
Antiplatelet treatment 0.42 (0.27-0.66) 0.0001

TE thromboembolism

Fauchier L et al. Clin Res Cardiol 2016



AF with a secondary precipitant

Danish nationwide registries (1996-2015)

Mathed population fr_withouta secondary precipitant ﬁ ] AF and >1 precipitant
- 39,723 patients with AF with secondary precipitant L | ; P
- 335 (0.8%) with alcohol intoxication : 2 . s <
- 2507 (6.3%) with thyrotoxicosis s Z- -7 : 2 -
- 4773 (12.0%) with myocardial infarction = 2 | L - = 2 | - -
- 5229 (13.2%) had had surgery L °| .z
- 21,824 (55.0%) with infection O e —
- 5055 (12.7%) with >1 precipitant 0 1 2 3 4 5 o 1 2 3 4 5
- 39,723 patients with AF without a secondary precipitant Years since AF Years since AF
- DAC29057 23065 19458 16422 13670 11269 -OAC 3968 2719 2199 1823 1446 1162
+ 0AC +0AC
Groups Events Person Years IR* Crude hazard ratio [95% CI™] Adjusted hazard ratio [95% CI™]
Thromboembolic event :
No OAC 6633 169258 392 ref. ' ref.
AF without secondary preciitant 819 33939 241 0.72[0.67-0.78] - 0.70[0.65,0.76]
AF and any secondary precipitant <1000 <3500 293 0.78[0.72-0.84 ] ] 0.79[0.73, 0.85]
AF and alcohol intoxication <3 <150 17 071[015331] - = > (0.66[0.13, 3.27]
AF and thyrotoxicosis 75 4267 176 081[061-1.09] l—-—-i 0.81[0.60, 1.10]
AF and myocardial infarction 130 4051 321 0.89[0.72-1.08] I—H 0.93[0.75, 1.14]
AF after surgery 103 3342 30.8 092[0.74-1.15] RS 0.87 [0.69, 1.08]
AF and infection 544 16710 326 0.76 [0.69-0.84] 28 0.78[0.71,0.87]
AF and =1 precipitant 12 3126 3 068[0.53-088] —-— 0.67[0.51, 0.87]

Gundlund A, et al. BMJ Open 2019



FA avec un facteur précipitant:

Béneéfice possible du traitement anticoagulant

Risque thromboembolique

Patient sans ACO (référence)

ACO, FA sans facteur précipitant
ACO, FA et >1 facteur précipitant
ACO, FA avec consommation alcool
ACO, FA et hyperthyroidie

ACO, FA et IDM

ACO, FA apres chirurgie

ACO, FA et infection

ACO, FA et >2 facteurs précipitants

Hazard ratio
(IC 95%)

ref.
0.72[067-0.78]
0.78[0.72-084]
0.71[0.15-3.31]
081[061-1.09]
0.89[0.72-1.08]
092[0.74-1.15]
0.76[0.69-0.84]
068[0.53-0.88]

-

Hazard ratio ajusté

(IC 95%)

ref.
0.70[0.65, 0.76]
0.79[0.73, 0.85]
0.66[0.13, 3.27]
0.81[0.60, 1.10]
0.93[0.75, 1.14]
0.87[0.69, 1.08]
0.78[0.71, 0.87]
0.67 [0.51, 0.87]

Adapté de Gundlund A, et al. BMJ Open 2019



AF After Noncardiac Surgery vs NVAF (1996-2015)

Matched population
Patients with post-operative AF following noncardiac surgery: N = 3,830
Patients with nonvalvular AF: N = 15,320

Butt JH et al, J Am Coll Cardiol 2018



Cumulative Incidence of AF Rehospitalization

AF After Noncardiac Surgery vs NVAF (1996-2015)

e 3,830 patients with POAF matched with 15,320 patients with NVAF

1.0 4

0.8 -

0.6 -

0.4 -

0.2 -

AF rehospitalization

o
un
1

0.4 -

0.3 4
Grays test P-value < .0001

0.2 -

o
[

Cumulative Incidence of Thromboembolism

Thromboembolism

Grays test P-value = 0.26

0.0 "-' T T T T T 0.0 =i T T T T T
0 2 4 6 8 10 0 p) 4 6 8 10
Years After Index
—— NVAF ——— POAF Following Non-Cardiac Surgery

Butt JH et al, J Am Coll Cardiol 2018



AF After Noncardiac Surgery vs NVAF (1996-2015)

* 3,830 patients with POAF matched with 15,320 patients with NVAF

Hazard Ratio [95% CI]
Thromboembolic event
POAF
MNo OAC therapy [ Reference
OAC therapy I . | 0.52 [0.40-0.67]
NVAF
No OAC therapy [ ] Reference
OAC therapy —e— 0.56 [0.51-0.62]

ButtJH et al, J Am Coll Cardiol 2018



Postoperative AF

Preoperatively Postoperative AF

+ Optimize haemodynamics +

+ Correct electrolyte imbalance (including Mg*)

+ |dentify patients at increased risk for Haemodynamic TES Emergency
postoperative AF in stabilit}f? cardioversion

Pharmacological postoperative AF NO

prophylaxis:

» Continuefinitiate beta-blocker and/or

consider amiodarone
+ If contraindicated, iv. Mg**
+ Other AADs in selected patients
Y

If drug prophylaxis is Not indicated ™
contraindicated, consider: = * Statins Symptomatic? Rh}"thm control AADS
* Perioperative posterior ~ * PUFAs Dnﬁ" cult rate t:tc:mtr‘a.:::I?r ECV or PCV Normal LVEF: Class IC or IlI
pericardiotomy « Digoxin Reduced LVEF: Amiodarone
+ Biatrial pacing « Steroids NO ¢ o
+ CCBs 'S ™\
Rate control
Postoperatively Target resting HR <100 bpm At discharge
Follow-up plan
. Gpﬁnize fluid balance, oxygenation and * Preserved LVEF: Re-assessment for rhythm and AADs
pain control beta-blocker, CCB or digoxin
* Minimiza Ingtra pes and vasoprassers . : Long-term OAC in patients at risk
* Continue precperative pharmacological E‘Eduﬁdkw“"d- : of stooke (balanced :&Tt:fae;i:g i)
prophylaxis eta-blocker or cigoxin considering th icipated net clinical
\ y g the anticipated net clinica

benefit of QAC and informed patient
preferences.

European Society AF ESC Guidelines, Eur Heart J 2020

of Cardiology



OAC: reinitiation post intracranial bleed

Risk factors for ICH

Modifiable

* (Uncontrolled) hypertension
* Low LDL/triglycerides

* Excessive alcohol
consumption
+ Current smoking

+ Concomitant antiplatelet
drugs

* Anticoagulant therapy

+ Sympathomimetic drugs
(cocaine, heroin, anphetamine,
ephedrine, etc.)

Non-modifiable

* Older age
* Male sex
+ Asan ethnicity

+ Chronic kidney disease

+ Cerebral disease:
+ Cerebral amyloid angiopathy
+ Small vessel disease

(Re)institution of OAC:
Decision-making post ICH in patients with AF

Consider risk factors for recurrent ICH

.

Address modifiable bleeding risk factors

Y

Weight the risks and benefits of OAC (re)institution
in consultation with neurologist/stroke specialist

OAC use (with/without cerebral diseaes):
(observational data, RCTs are ongoing)

+ Significant decrease in stroke and mortality
* Comparable risk for recurrent ICH vs. OAC non-use

v v '

OAC Irreversible cause of No stroke
Class lla, ICH, non-medifiable prevention
LoE C risk factors, etec. th erapy

2-4 weeks
after ICH
RCTs are ongoing

Additional considerations:

+ No reversible/treatable
cause of ICH

* ICH during OAC interruption

* ICH on adequate or
underdosed OAC

+ The need for concomitant
antiplatelet therapy
(e.g. ACSIPCI)

CMB on cerebral imaging:

+ The risk of ICH increases
with the presence and
increasing CMB burden, but

* Regardless of CMB presence,
burden and distribution, the
obsolute risk of ischaemic
stroke is consistently
substantially higher than that
of ICH in post-stroke/ TIA
patients

210 CMBs:
64 |5 vs. 27 ICH events/1000

person-years
>20 CMBs:

7315 vs. 39 ICH events/1000
person-years

©ESC —
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European Society
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A pooled analysis of individual patient data
from cohort studies (n=20 322 patients; 38
cohorts; >35 225 patient-years) showed
that although cerebral microbleeds can
inform regarding the risk for ICH in patients
with recent ischaemic stroke/TIA treated
with antithrombotic therapy, the absolute
risk of ischaemic stroke is substantially
higher than that of ICH, regardless of the
presence, burden, or location of cerebral
microbleeds

AF ESC Guidelines, Eur Heart J 2020



HEMICARD survey: Minor bleeding

Management of antithrombotic therapy after non-major bleed
with DOACs (declarative analysis)

15t episode 24 episode

Rectorragies 27% Rectorragies | 1474, 853 %
(n=211) 18%  303% m=211)| = ML 288%

Ecchymoses Epistaxis

n=21) B ‘u,w. 258% . n=23) [ A% se g3

- . Hémomagies

Gingivorragies B 69,8 %
(n=212) 67.0% m ’“‘“"““'ﬂ‘f”ﬂg 0 s a0%

Epistaxis Gingivorragies

n=213) . 202% m=ny| %
Hémorragies 64,0 %
sous-conjonctvales 1% Fhymoe 360% '
(n=212) % 184% (n=211) % 278%
0% 20% 0% 6% 0% 0% 0% 0% 0% 60% 0% 100%
Poursuite du traitement a |identique = Modification du traitement par AOD Poursuite du traitement a lidentique w Révision du traitement AOD
um Amét de 'AOD Diminution de la dose de I'AOD m Substitution de 'AOD m Amét de ['AOD Diminution de la dose de FAOD  w Substitution de I'AOD

Gauthier J et al. ACVD suppl, 2018



Initiation and continuation of OACin AF:
A cohort study in primary care in France

Results: Cumulative Incidence of Non-Persistence After Index Date
by AC Treatment in AC-Naive Cohorts
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AC, anticoagulant; VKA, vitamin K antagonist.

S.-L. Collings et al. Archives of Cardiovascular Disease (2018) 111, 370—379.



@ESC

European

of Cardiology

Conclusion

ACO en cas de FA : un traitement a v
Oui, dans la plupart des cas

'estimation du risque de saignement, en |'absence de

ie?

contrindication absolue aux ACO ne doit pas en soi aboutir a
une décision de ne pas (ou plus) utiliser un ACO.

reat AF: The ABC pathway

A

Anticoagulation/
Avoid stroke

Better
symptom
control

1. Identify low-risk patients

Assess symptoms,
CHA,DS,-VASc 0(m), 1(f)

Qol and patient’s

) preferences
2. Offer stroke prevention if

CHA;DS;VASc 21(m), 2(f) Optimize rate

Society control

Assess bleeding risk, address
modifiable bleeding risk factors
Consider a rhythm
control strategy
(CV, AADs, ablation)

3. Choose OAC (NOAC or VKA
with well-managed TTR)

C

Comorbidities/
Cardiovascular
risk factor
management

Comorbidities and
cardiovascular risk
factors

Lifestyle changes
(obesity reduction,
regular exercise,
reduction of alcohol use,
etc.)

©ESC —

AF ESC Guidelines,

Eur Heart J 2020



