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AF and thromboembolic risk

- The risk of systemic embolisms and strokes is 5-fold higher in AF patients
compared to the general population

- The prevalence of stroke in AF population is about 6%

- AF is the major etiology of strokes (30% of all ischemic strokes and the likely
cause of a significant part of cryptogenic stroke

- Cardioembolic strokes lead to higher mortality and major disability compared
with other strokes

Management of the thromboembolic risk is crucial for every AF patient
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Anticoagulation in AF

Management of the thromboembolic risk is crucial for every AF patient

' reat AF: The ABC pathway

A

Anticoagulation/
Avoid stroke
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Which anticoagulant?
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= Relevant data from non-inferiority RCTs regarding NOACs versus VKASs :

®

2 Lower stroke and systemic embolic risk in NOACs groups

9

.‘2 NOAC (events) Warfarin (events) RR (95% CI) P

< RE-LY* 134/6076 199/6022 u 066 (0-53-0-82)  0-0001
ROCKET AF*t 269/7081 306/7090 —— 088(075-1.03) 012
ARISTOTLE’$ 212/9120 265/9081 —.— 0-80 (0-67-0-95) 0-012
ENGAGE AF-TIMI 485 296/7035 337/7036 —— 088(075-102) 010
Combined (random) 911/29312 1107/29229 ‘— 0-81(0-73-0:91)  <0-0001

05 1.0 20
Favours NOAC Favours warfarin

Lower major bleeding risk in NOACs groups

NOAC (events) Warfarin (events) RR (95% Cl) p
RE-LYS* 375/6076 397/6022 0-94(0-82-1-07) 034
ROCKET AFét 395/7111 386/7125 103 (0-90-1-18) 0-72
ARISTOTLE7: 327/9088 462/9052 071 (0-61-0-81)  <0-0001
ENGAGE AF-TIMI 488§ 444/7012 557/7012 0-80 (0-71-0-90) 0-0002
Combined (random) 1541/29287 1802/29211 0-86 (0-73-1-00) 0-06
T 1
05 2.0
Favours NOAC Favours warfarin
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Which anticoagulant?

The use of NOACs is more convenient than VKAs in AF :
- Wider therapeutic range

- Less drug and food interactions

- No biological monitoring regarding the efficacy

- No heparin bridging required
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» ESC AF guidelines 2020

Recommendations Class® Level®
For stroke prevention in AF patients who are eligible for OAC INOACs are recommended in preference to VKAs|(excluding
patients with mechanical heart valves or moderate-to-severe mitral stenosis).*>>***
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Proper use of NOACs

Valvular AF :

+
Valvular AF? —>| VKAs | - Prosthetic mechanical heart valve

- Moderate to severe mitral stenosis

+
CKD stage 5? ——| VKAs |  CKD stage 5 = CICr < 15 ml/min

' L>| NOACs |

CICr 15 to 50 ml/min #1 : CICr 15 to 30 ml/min
#2 : Atleast2 of 3:
- Age > 80 yo
- Body weight < 60 kg
- Serum creatinine > 133 micromol/I
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Which anticoagulant?

Is there a potential benefit of heparin versus NOACs in AF ?

- No data from RCTs and observational studies prove the superiority of heparin

compared with NOACs
- Whether in acute and chronic management of AF
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Which heparin can be used in AF?

- Unfractionated heparin (UFH), whether IV or SC
- No approval of Low-Molecular-Weight Heparin (LMWAH) ... but widely used in

clinical practice.
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Which anticoagulant?

Is there a potential benefit of heparin versus NOACs in AF ?

Pooled NOAC Pooled warfarin

(events) (events)

RR (95% CI) P

Strokes and Systemic embolism

VKA status
| Naive 386/13789 013/13834 S
Experienced 522/15514 597/15395 O
Major bleeding
VKA status
[ Naive 656/12776 786/12820 ——
Experienced 909/16 446 1040/16265 £

075 (0-66-0-86) }
0-85 (0-70-1-03) 31

0-84(0-76-0-93)

0-87 (0:70-1-08) 078

NOAC:s are efficient and safe when prescribed for AF onset

C Ruff et al., The Lancet, 2014
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Anticoagulation when AF onset

#1 : If a rhythm control is considered, anticoagulation is indicated regardless
the thromboembolic risk of the patient (CHA,DS, VAS_ score)

CARDIOVERSION for ATRIAL FIBRILLATION

T T
Haemodynamically stable Haemodynamically unstable

v 2 L 2
1. Check OAC status ]| Emergency electrical cardioversion

- v 1
Already on therapeutic OAC Not already on OAC
Check OAC status
as soon as possible
and proceed to step 3

Proceed with cardioversion as desired: Start as soon as possible
immediate or delayed for possible NOAC (or VKA?) or LMWH
spontaneous cardioversion or UHF

f 2. Check current AF episode duration

Cardioversion within 48 hours of AF onset cardioversio
Wait for delayed F i ion, electrical

i i * Within <3 weeks of therapeutic OAC if a TOE
electrical i excludes LA/LAA thrombus, or
cardioversion electrical After 23 weeks of therapeutic OAC

« Early cardioversion i Ideal candidates: .
after initiation of Wait for sponta- [ AF 248 h or unknown duration
" i neous cardioversion | [ AF 1248 h + CHA,DS -VASc 22_or 23,
therapy (or perform 1 AF with previous TE, or mitral stenosis
Ideal joversion if ), or prosthetic
*AFonset<I2h+no | needed) within4gh | | heartvalve
Pprevious TE of onset
“AF onset 12-48 h + Ideal candidates:
CHADSVAScs1, | AFonset<12h+no
ors2, previous TE
AF onsets24 h +
CHA,DS-VASc=1_
ors2,

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)

G Hindricks et al., EHJ, 2020

CARDIOVERSION for ATRIAL FIBRILLATION J

|
Haemodynamically stable

v

|
Haemodynamically unstable

v

[ 1. Check OAC status

]| Emergency electrical cardioversion ‘

T
Already on therapeutic OAC

T
Not already on OAC

Proceed with cardioversion as desired: Start as soon as possible Check OAC status
immediate or delayed for possible NOAC (or VKA?) or LMWH as soon as possible
spontaneous cardioversion or UHF and proceed to step 3
1 |

» Anticoagulation is mandatory for every AF
patient with a rhythm control strategy
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Anticoagulation when AF onset

#2 : Anticoagulation when AF onset is not an emergency in most cases but has
to be discussed before the patient discharge

The short-term thromboembolic risk in AF is pretty low : the anticoagulation
can be delayed along the hospitalization ( significant difference compared with
venous thromboembolic events)

CHA,DS,-VASc Afnsr‘ituaLRi(s/k)
. Scor.e o] roKe c'l:l . .

If an early rhythm control is congsidered, the anticoagulation should be started
aS Soon as pOSSibIe ; ....................... ;lg
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Anticoagulation when AF onset

#3 : The assessment of the thromboembolic score remains relevant when AF
onset

CHA,DS, VAS,_ score and AF duration are 2 items
Components of CHA,DS,-VASc . . o
conditioning the feasibility and the safety of an early

Cardiac fail 1

N a— 1 rhythm control strategy.

Age 275y 2

Diabetes 1 . . . . .

— - The anticoagulation duration after cardioversion

Vascular disease (MI, PAD, | 1 depends on CHA,DS, VAS_ score :

aortic atherosclerosis)

Age 6574y 1 - Short term OAC (4 weeks) when CHA,DS, VAS_
Sex category (female) 1

0(M) 1(F)
- Long term OAC for other patients
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Anticoagulated patient and AF

A

Check-list of some relevant questions

#1 : Is there an indication for OAC prescription ?

- Regarding AF : assessment of CHA,DS, VAS_ score
- Another indication for OAC
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Specific settings : AF and the elderly

Overall

Age75-80ws €75
Age 80-85vs <75

Age85-90vs <75

Age >90vs <75

VKA vsno VKA
Age <75

Age75-80

Age 80-85

Age 85-90
o Age >90

All-cause mortality Stroke/TE/death events Major BARC bleeding
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P(interaction)=0.67 P(interaction)=0.58 P(interaction)=0.67

Elderly patients with AF have a higher risk of stroke and a less significant higher risk of bleeding

The benefits of AOC therapy for stroke, systemic embolism and mortality is present

regardless of increasing age
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Specific settings

: AF and the elderly

Strokes and Systemic embolism

A Pooled NOAC Pooled warfarin

RR (9 5% CI) pinterar:lion
(events) (events)

Age (years)

<75 496/18073 578/18004 < 0-85 (0-73-0-99) } 038
=75 415/11188 532/11095 S 0-78 (0-68-0-83)

Major bleeding

Age (years)

<75 1317/18 460 1543/18396 E—— 079 (0-67-0-94) } 0-28
1275 1328/10771 1346/10686 O 0-93 (0-74-1-17)

NOAC s are efficient and safe in elderly patients with AF

C Ruff et al., The Lancet, 2014
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Specific settings : AF and CAD

Intra=procedural parenteral
anticoagulation
ionNOACor INR2SonvkA £ week 1month 3 months 6 months
1 ; H t
e — . PCl | (NOAC >
\ P2Y;2 S
/
3

‘ L ************** r *************************
ralm} :l la:edl:;al'liv (N)OAC N >
r:;; Single antiplatelet drug (preferably P2Yz) ;;__'__ 3
proce Nt
llllllllllll jon

VKA @ INR 2.0-2.5 : :
NOAC ., Pcl (N)JOAC . >
| P2Yy ' 5
I , -
3 '3

NOACs can be the only antithrombotic therapy in patients with AF and CAD

But the antithrombotic strategy depends on the type of coronary revascularization, bleeding and
thromboembolic risk

Always call the cardiologist before antiplatelet removal
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Specific settings : AF and cancer

Risk Ratio Risk Ratio
5% ClI IV. Random, 95% ClI

1 .2.2|Ischaemic strokel
Chen-2019" -1.05 0585 9.8% 0.35[0.11, 1.10]
Fanola-2018'? -0.545 0.358 15.8% 0.58 [0.29, 1.17] —= T
Kim-2018%° 147 037 15.4% 0.23[0.11, 0.47] —
Melloni-20172! 0.464 0426 13.7% 1.59 [0.69, 3.67] =—
Shah-2018[API]'8 -0.342 0.667 8.3% 0.71[0.19, 2.63] — =
Shah-2018[DA]'® -0.117 0.237 19.9% 0.89 [0.56, 1.42] .
Shah-2018[RIV]'® -0.301 0.318 17.1% ] .z
Subtotal (95% CI) 100.0% | 0.63 [0.40, 1.00] - |

Heterogeneity: Tau? = 0.22; Chi* = 15.41, df =6 (P = 0.02); I? = 61%
Test for overall effect: Z = 1.94 (P = 0.05)

1.3.1|Major bleeding I
Chen- -0.342 0.27 13.6% 0.71[0.42, 1.21]

|
Fanola-2018!9 0.02 0.184 17.1% 0.98 [0.68, 1.41] —+
Kim-201820 -1.514 0395 9.5% 0.22 [0.10, 0.48] .

Melloni-20172! -0.274 0269 13.6% 0.76 [0.45, 1.29] ——
Shah-2018[API] '8 -0.994 0392 9.6% 0.37 [0.17, 0.80] =
Shah-2018[DA] 8 -0.041 0.145 18.7% 0.96 [0.72, 1.28] 1‘_
Shah-2018[RIV]*® 0.086 0.164 17.9% 1.50]

Subtotal (95% Cl) 100.0% 0.73 [0.53, 1.00] +* |

Heterogeneity: Tau? = 0.12; Chi? = 20.41, df = 6 (P = 0.002); I?=71%
Test for overall effect: Z = 1.97 (P = 0.05)

NOACs seem to be efficient and safe in patients with AF and cancer
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Take away messages

» NOACs are recomanded in AF in preference to
other OACs

P Anticoagulation is indicated regardless
the CHA,DS, VAS_ score when a rhythm control is considered

» NOACs indication and dose should be discussed for every AF patient
P NOACs seem to be efficient and safe in elderly patients and AF

» NOACs seem to be efficient and safe in patients with cancer and AF
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Merci pour votre attention
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