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Francois &

= 78 ans &

= 65kg, 1,72 g;m &

. Ram|prll B?ng o

Sous apm’*aban 2.5 mg x 2 / jours depuis 3 semaines

Mis @9‘113 amiodarone 1/j

EOFT“ OG modérement dilatée. FEVG conservée &
‘L“Adresse pour cardioversion electrique

W2 &
DY &

1. faites-vous la cardioversion ? <
2. Faites-vous une ETO ? O
3. Modifications thérapeutiques Oo@{@

CKD-EPI; Chronic Kidney Disease Epidemiology Collaboration; MDRD, Modification of Diet in Renal Disease
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How to Evaluate Regfal Function ?
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CKD-EPI; Chronic Kidney Disease Epidemiology Collaboration; MDRD, Modification of Diet in Renal Disease
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CLAIRANCE ESTIMEE DE LA CREATININE (COCKROFT) @Qﬁo
Choisissez : '® Masculin Féminin @
0\)

Entrez I'dge en anndes : 78 :& RESULTAT : @
- i i a: 65 ‘Q’% La clairance calculée est de &b\
ntrez le poids en Kg : Q’é 44.6 ml/min '0\@
Entrez la créatinine : 111 {Q mol/lL ¥ é\-\

& o

N N\

&° &
) CALCULER RAZ. | QUITTER
s &

<9 R
COMMENTAIRES 0‘2\\ 6@6\

La trés connue formule de Cockroft ault permet de fagon rapide et fiable, d'estimer la clearance de la créatinine lorsqu'on ne peut disposer des urines des 24 heures. La fiabilité de cette formule est suffisante pour peut qu'on I'utilise su@ujets adultes (20 & 100 ans) dont le poids est

compris entre 50 et 75 Kg. Vuici@te formule : O
= 6\)
© O
(\Q Clgyy = 1,23 x P x (148 - Age)/Créat, eQ
[e) Clgey = 1,84 x P x (148 - Age)/Créat, A\
@ @
& )
avec Age en a&ées, P en Kg, Créat,, en pmol/L, et le résultat en ml/min. &0
4
@ INTERPRETATION : PR
<
N &
(19 Normal de 95 pour les femmes & 120 pour les hommes +ou- 20 ml/min 'Qf’
1 <
REFERENCES L

9
= Messafl E. "Guide des chiffres et formules utiles en pratique médicale” Ed. Arnette Blackwell (Paris) 1995. ISEN«Q%M-D?TO-D

= Cockcroft D. Gault M.H. Nephron. 1976 ; 16 : 31-41
“
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Dose Adjustments#in Non-valvular AF
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Rivaroxaban S Apixaban
factof® stroke (Patient has risk factor for stroke ]
&2 _ Estimafe CrCl be
mm (<15 ml/min ] (15-29 ml/min) (230 mi/min rCh@(a(@Q’
I — serum
( Check age | (Check weight] |@reatinine
(<15 mi/min__) \) 15—49 ml/min* 250 ml/min ( =80 years | ([ <60kg | ofz,éf >133 umol/l |
o L I 1 - @ < J
N (If 22 features) (if s features)

recomm S)ed

recommende

\@
D@‘blgatra n* ~Patient has risk factor for - Edoxaban
. —
qy E3tiRlfe
© - A erel—_____ |
Q\q’ <30 ml/min Lr 30-50 ml/min >50 ml/min .
| Age ) *‘gii;iiieka;fs or Age Age Age <15 mi/min &50 mimin ) (>50 mI/mln]
>80 years A <75 years | _75-80 years ) >80 years ‘0\
[ | T [/ Cow 6
thromboembolic
AR, - I risk and high
\Contraindicated \__bleeding risk
110 mg (110 mg 150mg‘ﬂdmg 110 mg 150rRJ4 110 mg|
bid bid id bid bid bid  bid

*Patients receiving concomitant dabigatran and verapamil should reduce their dglg?’gatran dose to 110 mg bid
*1. Rivaroxaban SmPC; 2. Apixaban SmPC; 3. Dabigatran SmPC; 4. Edoxab@??SmPC

N
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Reduced Dose NOAC%m Patients Without Severe
Renal Disease Ea

Reduced Standard

dose dose 95% CI HR (95% Cl)
“olyear %lyear
. , %0 . QO
Apixaban & " &
N ! &
Stroke/SE 8 2.57 0.54 487  1.30-18.26 : ¢ Q,b&e’ 0.02
<0 ! )
Major bleg&mg 6.01 4.64 1.29 0.48-3.42 g 6@6‘ 0.61
1
| &
Dab|g®Pan ! 6\)(}\
1 O
gu%ke/SE 1.64 1.75 0.92 0.30-2.87 -—Q—Q@Q‘ 0.89
LS
©m°‘ Major bleeding 4.99 5.54 0.91 0.45-1.85 -—QLA"—- 0.80
%
(19'\% Rivaroxaban ‘ %Qé i
o
Stroke/SE 1.23 1.65 0.71 0.24-2.09 -—&@\—0—;—- 0.54
\}% 1
Major bleeding 5.42 4.90 1.09 0.63-1.87 \)\f\° — 0.76
I \J L] 1
QY 1 10
(\Q{Q’%More likely with  More likely with
Yao X et al. Value in Health 2016;19:3,A2 [Presented at ISPOR 2016] & standarddose  reduced dose
w
<b©%
N
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Study Design
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Stroke/Syst@mlc Embolic Outcomes

Qp
—_— AgSlxaban (events: 0/753)
0.020 —\-&Heparm/VKA (events: 6/747)

& * 5ischemic, 1 hemorrhagic stroke with 0 systemic embolic events )
c & L
2w 0015 &
= Py o}
0 o 4‘ %]
Q o &' <@
Y < 2
© ° 0.0 - &
et .
c S X
oY &
RS N
6 £ 0.005 - 3
S0 P=0.0164 S
Qo 8)
=2 e
® 0.000 _ R
eo \n}@}
o 0 30 60 %,’\° %
. &
(19'3’ Time to stroke/SE (days) ‘Q?Q,@
o <
Number at risk @
Apixaban 752 6145 \}J,@% 55
Heparin/VKA 747 65 Q\«O 231 88
One patient’s adjudicated stroke date was one day prior to randomization; thus at Day 0, only 1499 \%&e at risk for stroke. No patients had SE.
ITT population. SE = systemic embolism \s,.

ESC CONGRESS & i | 35S | www.escardio.org/ESC2017

BARCELONA




SBETia & 2016 ESC Guidelines

Anticoagulation with heparin ugquOAC should be initiated as scon as possible before every cardioversion of AF or atrial
flutter. &
{

For cardioversion of @gml flutter, effective anticcagulation is recommended for a minimum of 3 weeks before
aardioversion. .o

Transoesop échocardiography (TOE) is recommended to exclude cardiac thrombus as an alternative to
preprocedugglanticoagulation when early cardioversion is planned.

Exdyﬁcgﬁ‘;wmm-unbepdhnmdwi&mnTﬂEmpaﬂmswﬂhadaﬂnﬁm duration of AF <48 hours. ) Q*°° |

Ir%‘qp‘aki)ients at risk for stroke, anticoagulant therapy should be continued long-term after cardioversion accnrding@‘%i‘re
J¥ng-term anticoagulation recommendations, irrespective of the method of cardioversion or the apparent majpfenance
(]9'3’ of sinus rhythm. In patients without stroke risk factors, anticoagulation is recommended for 4 weeks after@eﬁ*dioversion.

In patients whare thrombus is identified on TOE, effective anticoagulation isrmmmadadﬁurathmi&%ﬁu.
A repeat TOE to ensure thrombus resolution should be considered before cardioversion. il

(\ﬂ
O
>
6\)
&2
European Heart Journal (201 6&033}, 2893-2962
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Europace (2013) 15,915-918 »\@ EP WIRE
FuROrEAN doi:10.1093/europace/eut143 Kb
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Cardioversion for g¥rial fibrillation in current

European practlgé results of the European Heart
Rhythm Assoc[atlon survey

Antonio Hernandez-l"@dnd"“, Jesper Hastrup Svendsen?3, Gregory Y.H. Lip“,

Isabelle C. Van Gel ,Dan Dobreanu®, and Carina Blomstrom-Lundqvist? conducted
by the Scientific tgﬁiatives Committee, European Heart Rhythm Association (EHRA)
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5 * ETO dans 48%<des centres
g&?oa;ua!gﬁgf gglt'lggﬂlr:slfor ECV Chez Ie patIEﬁ a haut rlsque
v Patients with high risk for embolic quelq %e SOIt du I'ee FA
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Francois &
= 78 ans @Q&@
= 64 kg, 1,72 g;m &
: Ram|prll Blng \Qeé*"&
/\06 eQ®&®\
Con§§fﬁe pour palpitations évoluant depuis 2 heures responsabfes d'un
mafélse sans PC @Q@
\%©(L§ ée,%'/\O&Q

P

ECG : FA. Fréquence ventriculaire a 200 bpm &

1. faites-vous la cardioversion aux urgencleag3

6\)
2. Quel anticoagulant ? &
O
3. Quelle cardioversion médicamentgﬁse ?
>

N
D
CKD-EPI; Chronic Kidney Disease Epidemiology Collaboration; MDRD, Modification of Diet in Renal Disease



Aplxaban ioadmg Dose Option

S@

* In patients rgzﬁdomlzed to apixaban, cardioversion could be performed &

2 hours aﬁer a loading dose of 10 mg (reduced to 5 mg if 2 of the &e\\"’g
follgifnng present: age 2 80, weight < 60 kg, serum creatinine ><Sf 5

g/dl [133 micromol/L). &

BARCELONA

ESC CONGRESS | @ | ' | B RS www.escardio.org/[ESC2017
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Francois &
= 78ans @Q*°b
= 64 kg, 1,72 g;m
: Ramlprll 5‘mg
Sous apm‘aban 5mgx 2/ jour &
Sou§§F(LECAINE &

o“Q @Q@b

O &e

.0 ‘L“Angor d’effort recent. Ischémie myocardiaque en anterLeur en scinti
®  d'effort .%@@Q’
%&O‘\\
e

Rentre pour coronarographie &

1. Quel traitement la veille de la coro©q?°
,\‘b

2. Quel traitement a la sortie ? ®



Cas

Le patient est hosp‘ifallse la veille de sa coronarographie.
Prescrivez- vouy

&O

c@% &
A. Unlquegnent Aspirine 'Q\@@é‘
(Asgm”ne et dose de charge de clopidogrel > é@@@@
C. :g&plrlne et dose de charge de ticagrelor 60c;\\oo
'(IgﬁUn inhibiteur de la pompe a proton > &Q@Q@
@ff ‘Q@,’\°
(19'\‘2) {Q&G
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Strategies to avoid ba‘eedmg complications in @ESC
patients treatedow}th oral anticoagulant .t

&’0

» Assess ischaemic %ﬁa bleedmg risks using validated risk predictors (e.g. CHA,DS,-
VASc, ABC, HA(§;BLED) with a focus on modifiable risk factors. N

* Keep tnple@ﬁerapy duration as short as possible; dual therapy after PCI (oral &
antlcoagﬁ‘fant and clopidogrel) to be considered instead of triple therapy. 'S

. Cogsfder the use of NOACs instead of VKA when NOACs are not contra-lndlcated & i

\\0

@Eon5|der a target INR in the lower part of the recommended target range ark(;lb
e,<a° maximize time in therapeutic range (i.e. >65-70%) when VKA is used. ¢

@
AQ"

<2 | * Consider the lower NOAC regimen tested in approval studies and apgjay ‘other
> NOAC regimens based on drug-specific criteria for drug accumulagien.

~—TCTopidogrel is the P2Y,, inhibitor of choice. &
+ Use low-dose (€100 mg daily) aspirin. S )

>
* Routine use of PPls. /?y
\\ o

www.escardio.org/guidelines 2017 E5L rocused Update on DAPT@ Coronary Artery Diseasa, davalopad in collaboration with EACTS
{European Heart Journal 2017 - geq? 10.1093 faurheartj/ehx419)

35



Strategies to avoid bleeﬁmg complications in
patients treated with' oral anticoagulant

¥
©
(\6\

@ESC

European Society
of Cardiology

» Assess ischaemic and bi,éedmg risks using validated risk predictors (e.g. CHA,DS.-
VASc, ABC, HAS- BLEQT with a focus on modifiable risk factors.

* Keep triple thegapy duration as short as possible; dual therapy after PCI (oral
anticoagulagt»,%nd clopidogrel) to be considered instead of triple therapy.

- F . - - —
(suder;fhe use of NOACs instead of VKA when NOACs are not contra-indicated. |

. Coqﬁ’der a target INR in the lower part of the recommended target range and
nfé’xumlze time in therapeutic range (i.e. >65-70%) when VKA is used. bo"

_Q@e@ Cons1der the lower NOAC regimen tested in approval studies and apply otl;rér

NOAC regimens based on drug-specific criteria for drug accu mulatuon o

* Clopidogrel is the P2Y,, inhibitor of choice. «*0

« Use low-dose (<100 mg daily) aspirin. <>

* Routine use of PPlIs.

www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Coroqﬁry Artary Diseasa, davaloped in collaboration with EACTS 35

{European Heart Journal 2017 - doi;10. wslourhoarnlahmw)
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Algorithm for dual antwtatelet therapy (DAPT) in @ sc
patients with an mdlqa‘hon for oral anticoagulation Empeanmty
Undergoing percutap@ous coronary intervention (PCl) of Cardiology

o
0

Patients with an indication for oral anticoagulation undergoing PCI

~Streatment ,
.o~ initiation C A|C -
) 1 mo. Trlple Therapy 1 mo. Triple Therapy p,a[ Therapy
1 mo Class lla B Class lla B up to 12 mo.
S Class ifa A
www.escardio.org/guidelines 2017 ESC Focused Update on DAPT in Coronary@3tery Disease, devalopad in collaboration with EACTS 41
{European Heart Journal 2017 - ¢10i:10.1093 heartj/ehx419)
5
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High-risk features of stesit-driven recurrent @ EsC
iSChaemiC eve ntS (,\@\Q’Q% European Society

P of Cardiology
o

* Prior stent throm bos§<58°n adequate antiplatelet therapy.

e ¢
+ Stenting of the I/%sﬂt*remalnmg patent coronary artery.

 Diffuse mul;ii?%essel disease especially in diabetic patients.

Wﬁney disease (i.e. creatinine clearance <60 mL/min). *}@\\0
+ At Léé\ét three stents implanted. %

°Qo§§t least three lesions treated. S
cO

| + Bifurcation with two stents implanted. &

» Total stent length >60 mm. @

» Treatment of a chronic total occlusion.

o)
www.escardio.org/guidelines 2017 ESC Focused Update on DAPT in Coro naggg%rtery Disease, davalopad in collaboration with EACTS 36
(European Heart Journal 2017 - €0i:10.109%2urheartj/ahx419)
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Unfavourable patlerwproflle for
a combination of ngal anticoagulant and

@ESC

European Society

of Cardiology
antiplatelet theg:é py
« Short life expecta@fy
* Ongoing mali Cg‘ﬂancy N
N
» Poor exp@‘fed adherence. \@e?‘
N
&@
. Poor,\m%ental status. p &
A\
Y (4

- End stage renal failure. &

<& Advanced age. 4_,29«?(/\'

s —_— —— \o"
o |+ Prior major bleeding/prior haemorrhagic stroke. <>
© o
S « Chronic alcohol abuse. )
: e
* Anaemia. S
\}%
* Clinically 5|gn|f|cant bleeding on dual antlthrombotlc ther@py
www.escardio.org/guidelines 2017 ESC Focused Update on DAPT in Corog yArtarv Diseasa, davalopad in collaboration with EACTS 37
{European Heart Journal 2017 - doi; 10 /ourhoart}/aml’«lf}}
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Dual antiplatelet ther ration in patient
ual antiplatelet eapyduato patients @ESC

with indication for o&’él anticoagulation mrhint W
,@6‘ of Cardiology
&

. O
Recommendations boc}\\

It is recommended to gﬁ?mmster periprocedurally aspirin and
clopidogrel in patlent% undergoing coronary stent implantation.

In patients treatgﬁ with coronary stent implantation, triple therapy
with aspirin, @%pldogrel and OAC should be considered for 1 month,

irrespectiye of the type of stent used.

Triplecﬁgerapy with aspirin, clopidogrel and OAC for longer than

1 r:gﬁnth and up to 6 months should be considered in patients with
gaﬁh ischaemic risk due to ACS or other anatomical/procedural

5| characteristics, which outweigh the bleeding risk.

Dual therapy with clopidogrel 75 mg/day and OAC should be y

. . . ‘ . <
considered as an alternative to 1-month triple antithrombotic &
therapy in patients in whom the bleeding risk outweighs the &
ischaemic risk. &
£s o~
www.escardio.org/guidelines 2017 ESC Focused Update on DAPT in Coronarg@ttery Disease, developad in collaboration with EACTS 38
{European Heart Journal 2017 - ¢l0i:10.1093 heartj/ehx419)




- Patients With Atrial Fibrillation Undergoing

¥%  Coronary Stent Placement: PIONEER AF-PCI

12 months

Rivaroxaban 15 mg qd* WOEST
¢ 2100 Clopidogrel 75 mg qdt
patients

with NVAF

1,6, or 12 months-

Pre randomization MD Choice

¢ Coronary S72
stenting

<S> hours

¢ No priorg® S:ﬂ‘i[\
ea
Z‘:Irgi(é%émﬁ;’ removal
Hb<10,
<°CrCI<30
>

1,6, or 12 months -
Pre randomization MD Choice

VKA (target INR 2.0-3.0
—> Clopidogrel 75 mg qdt
Aspirin 75-100 mg qd

N

) VKA" targ®t INR 2.0-3.0)

Aspigh 75-100 mg qd
<9

°*  Primary endpoint: TIMI major + minor + bleeding requiring medical
attention

* secondary endPOint: CV death, MI, aﬁd StrOke (Ischemic, Hemorrhagic, or Uncertain Origin)

*Rivaroxaban dosed at 10 mg once daily in patients with CrCl of 30 to <50 mL/min.
TAlternative P2Y,, inhibitors: 10 mg once-daily prasugrel or 90 mg twice-daily ticagrelor.
fLow-dose aspirin (75-100 mg/d). A Open label VKA Gibson et al. AHA 2016



Kaplan-Meier Estimates of First Occurrence
of Clinically Significant Bleeding Events

30

26.7%

25

20

~18.0%
VKA + DAPT 716.8%

Riva + DAPT

15

16 Riva + P2Y,,

IMI Major, TIMI Minor, or Bleeding
Raquiring Medical Attention (%)

Riva + P2Y,, v. VKA + DAPT  Riva + DAPPY. VKA + DAPT
HR=0.59 (95% Cl: 0.47-0.76) HR=0.63£95% CI: 0.50-0.80)

.,.
P

(4}
|

s p <0.000013 p <o.ggb18
et ARR=9.9 ARRE8.7
NNT=11 6»&,&“&12

I 1 I 1 I T T

(] 30 60 20 180 270 360
Days

No. at risk

RKWa+BAPT @06 698 666 589 563 500 383
RKA+DAPT 08 698 666 529 563 506 329
VKA +DAPT 697 593 555 521 4531 426 329

Treatment-emergent period: period starting after the first study drug administration following randomization and ending 2 days after stop of study drug.

Clinically significant bleeding is the composite of TIMI major, TIMI minor, and BRMA.

Hazard ratios as compared to the VKA group are based on the (stratified, only for Overall, 2.5 mg BID/15 mg QD comparing VKA) Cox proportional hazards model.

Log-Rank P-values as compared to VKA group are based on the (stratified, only for Overall, 2.5 mg BID/15 mg QD comparing VKA) two-sided log rank test. Gibson et al. AHA 2016
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@gf Major Adverse Cardiac Events
All Strata

Kaplan-Nieier Estimates Hazard Ratio (95% CI)

«O
e .
Riva % Riva 2 VKA + Riva + P2Y,, vs. Riva + DAPT
Sl P2¥a, QARG DAPT VKA + DAPT vs. VKA + DAPT
(V2694)  (N=704)  (N=695) :
&
© - -1
IR NIl 41(65%)  36(5.6%) 36 (6.0%) 1'08p(=066795(1)'68) 0'93p(=0(')57965'48)
CV Death 15 (2.4%) 14 (22%) 11 (1.9%) 1'29p(=0655?2-§'80) 1'19pfd5§éi'62)
M 19 (3.0%) 17 (27%) 21 (3.5%) 0'86p(=064§2';'59) 0'75p(=064??7_411'42)
Stroke 8(13%)  10(15%) 7 (1.2%) L '07p(=063:§$'96) 1 '36p(=065523:8'58)
R T 5(08%)  6(0.9%)  4(0.7%) 1'2°pf(;37,2§8'45) 1.44p(=064507-2.09)
Adverse CV S
Events + Stent 41 (6.5%) 36 (5.6%) 36 (6.0%) 1'0"P(=066%8'68) U 9657%;'48)
Thrombosis ' p=0.

Treatment-emergent period: period starting after the first study drug administration following randomizatici and ending 2 days after stop of study drug.

A subject could have more than component event. n = number of subjects with events, N = number of subjects at risk, % = KM estimate at the end of study.
Hazard ratios as compared to VKA group are based on the (stratified, only for Overall, 2.5 mg BID/15 nig QD comparing VKA) Cox proportional hazards model.
Log-Rank p-values as compared to VKA group are based on the (stratified, only for Overall 2.5 mg BID/15 mg QD comparing VKA) two-sided log rank test.

Cl = confidence interval, DAPT = dual antiplatelet therapy, HR = hazard ratio, VKA = vitamin K antagonist

6 Subjects were excluded from all efficacy analyses because of violations in Good Clinical Practice guidelines.

Gibson et al. AHA 2016



Study Design: Multicenter, ranc\@é‘ﬁnized,
open-label trial following a PREBE design
&Q)

%) RE-DUAL PCl

Study in NVAF patients undergoing PCI

7o)
®
'e§°®
&
O
BN
s
KO
&
\»)@
2 Dabigatran 150 mg BID + P2Y12 inhibitor . @
& Mean duration ¢F
£ | rollow-ugs™
Patients | ° ow-u?g.
with AF ~14 m&a ns
undergoing igatran 110 mg BID + P2Y12 inhibitor | Qq,(‘\
! Q
PCI with o | é@&
stentibgg» ci\\oﬁ\
(\{06 Randomization Warfarin (INR 2.0-3.0) + P2Y12 inhibitor + ASA Jb\)

o <120 hours
_Q@‘?ﬁ’ =2725 post-PCI*
q,b‘

Dabigatran (

6-month minimum treatment duration with visits every 3 months for the first year, then g
and telephone contact alternating every 3 months and a 1-month post-treatment)ﬂ@\l\{ I
|

e

]

—,

no later than <120 hrs
post-PCl (<72 hrs is preferable). 2ROBE, prospective, randomized, open, blinded end-point; R,

randomization; BMS, bare meta@ent; DES, drug-eluting stent. ClinicalTrials.gov: NCT02164864;

Cannon et al. Clin Cardiol 20-&}6
S
OQ
O

.Q’&
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©
P
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Primary Endpoint: Time to first |[STH major @, RE-DUAL PCI

7/
or clinically relevant non-maj orob?eed ing event Stuty I NVAF pationts andergaing P
0
L
o
o
<
&
&
b\)
Ko
R
40 - @' 40 -
HR: 0.52 (95% ClI: o@-o 63) Warfarin HR: 0.72 (95% Cl: 0.58—0.88) <
351 Non-inferiority £<0.0001 triple therapy ~ 3°41  Non-inferiority P<0.0001 :’Va'lffatrr"" $
riple thera
P<0,9601 P=0.002 P p¥\‘
30 - & 30 .
o \\0
& &Q’
< 25 > 25
b <° '
= .
g QOQ\ Dalfgatran 150 mg
o 20 - O 20 | @\ Ith
s > al therapy
> o2 .
£ 15¢'$® Dabigatran 110 mg 45 | @Q@b
E epo dual therapy @’\
& )
5}“ 10 - 10 9
© )
NP &
O 5 5 52
D : ' &
o
S
0 o
0 T T T T T T T T I T S | T | | | T
0 90 180 270 360 450 540 630 720 0 90 180 «o\\" 270 360 450 540 630 720
Time to first event (days) 0‘2“ Time to first event (days)
O
60
Full analysis set presented. HRs and Wald Cls from Cox proportional-hazard model. For the dabigatran 110 mg vs warf, comparison, the model is stratified by age, non-elderly vs elderly
(<70 or 270 in Japan and <80 or 280 years old elsewhere). For the dabigatran 150 mg vs warfarin comparison, an u tified model is used, elderly patients outside the USA are excluded. Non-
inferiority P value is one sided (alpha=0.025). Wald two-sided P value from (stratified) Cox proportional-hazard m (alpha=0.05)
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Apixaban Versus Warfarin in Patients with AF
and ACS or PCI: The AUGUSTUS Trial

Inclusion
AF (prior, persistent, or >6 hrs
duration)
Physician decision that orsii
anticoag is indicated
ACS and/or PCI with planned
P2Y12 inhibitor for 6 months

Randomize
n =4.600
Patients

Apixaban

Exclusion
Contraindication to DAPT
Other reason for warfarin
(prosthetic valve, mod/sev MS)

Warfarin

P2Y12 inhibitor for all patients x 6 months

ASA placebo

Aspirin for all on the day of ACS or PCI 3
Aspirin versus placebo after randomization \

ASA | placebo

Primary outcome: major/clinically relevant bleeding (through 6 months)
Secondary objective: Death, MI, stroke, stent thrombosis

Duke Clinical Research Institute
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Le coronarographtsfe recommande ensuite une bitherapie.
Pour quelle dur@é ?

&0 -
PR N
A. 1 ' &
. T mois ¢ o
&Q}
B. ¢
3 rr\@is &
C. @fmms 6&;@
«0
Dp@ 12 mois >
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<z> &
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Algorithm for dual
antiplatelet therapy
(DAPT) in patients
with an indication for &
oral anticoagulation gfatment

@ESC

European Society
of Cardiology

< initiation & AEo C :
u nd erg°'"g G‘Q’% 1 mo. Triple Therapy 1 mo. Triple Therapy Dual Therapy ég\@
8 Closs lla 8 up to 12 mo. o
percutaneous 6{@«0 1ma, seefoees Closs a2 0@%
. L TR
coronary 7 A Aspm%&
- e AlC[ c] 0
mterventuo&fPCl) 3 M0, reuee ,. - - 0 6 g?opldogrel
Triple Therapy Eﬂ
up to 6 mo. D = Oral |
‘e‘” ual Therapy ral anticcagulation
O°°$ GG up to 12 mo.
© )
(]9'3’ Dual Thempy upto 12 mo,
12mo. .. 4o
y S ™
Beyond [0 oacalone
12mo. + &eb
O
www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Corogﬂry Artaery Disease, tdavalopad in collaboration with EACTS 40
{European Heart Journal 2017 - doi:10. J&aﬁsleurheartj/ehmw)
@
"o

>



Dual antiplatelet therapy duration in patients @ESC
with indication for opal anticoagulation mrhint W

et of Cardiology

(continued) &

O

Recommendations b\@\o Class

Discontinuation of antipitelet treatment in patients treated with
OAC should be consiggred at 12 months.

In patients with aza “indication for VKA in combination with aspirin

and/or clopldqg?el the dose intensity of VKA should be carefully

regulated wﬁ?\ a target INR in the lower part of the recommended
targetr rfge and >65-70%.

errﬁ NOAC is used in combination with aspirin and/or clopido
< theOwest approved dose effective for stroke prevention tested in ) lla

trials should be considered. / o
| When rivaroxaban is used in combination with aspirin and/ or i

> | clopidogrel, rivaroxaban 15 mg g.d. may be used instead of |14
rivaroxaban 20 mg g.d. 0\,@@

The use of ticagrelor or prasugrel is not recommended as part Oio”
tnple antlthrombotlc therapy with asplrm and OAC O«\

www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Coro narv%q?arv Diseasa, davalopad in collaboration with EACTS 39
{European Heart Journal 2017 - ¢loi:19. 1095/%} art;/ahx419)
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Dual antiplatelet thegapy duration in patients @EsC
with indication for, oral anticoagulation b D O

f Cardiol
(continued) )& e 4

R ons > — Class |

&
< Discontinuation of a\@ﬁplatelet treatment in patients treated with
OAC should be copsidered at 12 months.

[In pMmrm

and/or clopg;d‘ogrel the dose intensity of VKA should be carefully

regulatedWith a target INR in the lower part of the recommended
targety gdnge and a time in the therapeutic range >65-70%.

Wl;)@n a NOAC is used in combination with aspirin and/or clopidogrel,
tdie lowest approved dose effective for stroke prevention tested in
VAFib trials should be considered.

When rivaroxaban is used in combination with aspirin and/ or RC
clopidogrel, rivaroxaban 15 mg g.d. may be used instead of &
rivaroxaban 20 mg q.d. ©

>

The use of ticagrelor or prasugrel is not recommended as part,6f
triple antithrombotic therapy with aspirin and OAC. C,ec’

www.escardio.org/guidelines 2017 ESC Focused Updata on DAPT in Coror?ﬁy' Artery Diseasa, davalopad in collaboration with EACTS 39
(Europaan Heart Journal 2017 - ¢0i:10.108/aurheartj/e hx419)
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Le dentiste enwsag@f?une extraction dentaire :

Francois o
= 78 ans &
= 64 kg, 1,72 g;m

: Ramlprll Bmg S
Sous apm‘aban 5 mg x 2 / jour et bétablooquant



Classification of elective surgical interventions
& accordn\lg to bleeding risk

X¢
Q'O
Interventions with minor bleeding risk <@
. ; &
Dental interventions O
X
b\)
Extraction of 1-3 teeth ©
X
Q)\
N
Paradontal surgery &o‘)
Incision of abscess C\b%
2
&
Implant positioning @

Cataract or glhhucoma i Qgg’«cntion

Endoscopy Mthoué@f\o\psy or resection

Superficial wrg@ry (e.g. abscess incision; small dermatologic
cxc:snns (\Q;)

lnter@ntoons with low bleeding risk (i.e. infrequent or with low
YV
5@9“‘ impact)

.t)
Endoscopy with biopsy

Prostate or bladder biopsy

Electrophysiological study or catheter ablation (except complex
procedures, see below)

Non-coronary angiography (for coronary angiography and ACS:
see Patients undergoing a planned invasive procedure, surgery
or ablation section)

Pacemaker or |ICD implantation (unless complex anatomical set-
ting, e.g. congenital heart disease)

(1/

Complex endoscopy (eg. polypectomy, ERCP with sphincterot-
omy etc.)

153
Spinal or epidural anaesthesia; lumbar diagnostic puncture Q}E*\
—
Thoracic surgery &P
o
Abdominal surgery fo(‘\
&@Q
Major orthopaedic surgery 6@
— )
Liver biopsy 6\)0
Q«V
Transurethral prostate resection Q}@
AN
3 . <Q°
Kidney biopsy .
'%"9

Q\
Ext pal shockwave Jghotri ESWL
racorporeal s avcl\&ﬁ\o ripsy ( )

N
Interventions with higgﬁeedhg risk AND increased throm-
boembolic risk &o\’g

>
Complex Icfbé%cd ablation (pulmpnary vein isolation; some VT
a.blauons)gb‘\"

o‘\Q

For e@ﬁx patient, individual factors relating to bleeding and thromboembolic risk

to be taken into account, and be discussed with the operating physician.

Q'\

Steffel et al., EHRA Practical Guide,

European Heart Journal 2018
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& Perioperativeeﬁ;nagement of NOACs

¥
RS
Table Il Timing of last non-vitamin K a@@é%gonist oral anticoagulant intake before start of an elective intervention
s
\)U
Dabigatr%{ob Apixaban - Edoxaban - Rivaroxaban

N

No i@g)ortant bleeding risk and/or adequate local haemostasis possible: perform at trough level

g@: 12 h or 24 h after last intake) N4

O

o
@ | Low risk High risk High risk

>24h

CrCl 280mUmin  «g>

3
CrCl 50-79 mL&Rin
IR\

A )
Crcl 30;{\&§'mL/m|n

0\)
Cr 1529 mUUmin Notindicated Not indicated

QN%rCl <15 mUmin No official indication for use

=

No bridging with LMWH/UFH ©

Resume full dose of NOAC >24 h post-low bleeding risk interventions and 48 (-72) h post-highc-?{eeding risk interventions (see also Figure 8)
=

Y

Patients undergoing a planned intervention should receive a written note indicating the ang&bated date and time of their intervention,

and the date and time of the last intake of their NOAC (and any other medication) o‘@&
o

4

¥

Low risk: with a low frequency of bleeding and/or minor impact of a bleeding; high risk: with@@%h frequency of bleeding and/or important clinical impact. See also Table 12.
CrCl, creatinine dearance; LMWH, low molecular weight heparin; UFH, unfractionated rin.

Steffél et al., EHRA Practical Guide, European Heart Journal 2018
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@ ESC European Heart Jour@ﬁ] 2018) 00, 1-64 SPECIAL ARTICLE
European Society doi:10. 1093/em+1m/ehy136
of Cardiology &K
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& \

The 2018 European Heart Rhythm Assocua(ﬁ)n
Pracm‘.al Guide on the use of non-wtamlnk

@’Q

ant gonlst oral anticoagulants in patlents
with atrial fibrillation &

NA
N\
&O

\)%

Jan Steffel'*, Peter Verhamme?, Tatjana S. Potpara’, Pgérre Albaladejo ;
Matthias Antz Lien Desteghe Karl Georg Haeusgé’i' Jonas Oldgren .
Holger Remecke Vanessa Roldan-Schlllmg10 N@el Rowell11 Peter Sinnaeve®
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Stggel J et al, The 2018 European Heart Rhythm Association Practical Guide on the Use of Non-Vitamin K Antagonist Oral Anticoagulants in Patients with Atrial Fibrillation, Eur Heart
Journal 2018
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Practical considerations.to ensure adherence

\e}
N
- 066
% I
RO
o2
O - =
N T W | n
O o ~ 0 4‘.
Involvement of Family members _ 7“
S
| \"’J “9 e
&
3 v \1\0
/" Pre-specified follow-up @

o = J
o @

Pharmacy databases
Once-vs. twice
daily regimens

NEW

(Remote) electronice?
monitoring o‘g

Steffel et al., EHRA Practical Guide, European Heart Journal 2018



Switching between antigbagulant regimens

From VKA to NOAC

: . INR ((g,Q , INR
Daily VKA i © 5 ; :
3 ! ! oy v ! INR { INR
& z ‘
]
) X 3
. N1k ] 1
: @ | ' :
s & | s
: o i : g
: \Z ! - -
H %Qé ! : :
: 6& ! ' ! Increased TE risk E oé\
R i ' ' i
bP\ 1 H H Increased bleeding risk H \Q,\\Q
\) . 1 ' . 1
&0 . 1 . . ' Q}Q
OQ\* INR =3: postpone NOAC 6@6\
C)é ,’QOQ
O
Fron:gﬁOAC to VKA After 3-5 days: INR &060
OOOQ {sampled before NOAC intake) @Q
@
! : R ' !
bf( Daily NOAC Continue NOAC Continue NOAC if INR <2 | : PO : :
"LQ\ s = - = = 2 —a _ ' H H H 1 H H
: : : i : : : : : RN s : : :
: ' : : H| if INR <2: repeat INR after 1-3 days (bq,ﬁore NOAC mtake) : :
NEW § § i § i if INR >2 repeat INR 1 day after @ppmg NOAC § i
W}’m COﬂCOITitBﬂt ad‘ninismon Of a NOAC d.ll'ing t”e inmat'on E g g cor&}nue |ntens|ve INR samp"ng for 1 month
of the VKA is not deemed appropriate, initiation of the VKA can be per- | ' || (@8al: 23 consecutive INR vales 2.0 - 3.0)
formed after switching the NOAC to LMWH (see below), which may ! : Ko : : : : : :
be considered espedially in patients with a high thromboembolic risk. q}?@
'3’©
q/Q

Figure 2 Switching between vitamin K antagonists and non-vitamin K antagonist oral anticoagulants and vice versa. TE, thromboembolic.

Steffél et al., EHRA Practical Guide, European Heart Journal 2018
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Management of bleeding under NOAC therapy

NEW

ossible measures to take in case of bleedj*ng

6\'

Direct thromb.@\?hmb.tors FXa inhibitors
(dabigatran) 9 Q<\ (apixaban, edoxaban, rivaroxaban)
R bt e | @  1iquiESabout last intake - dosing regimen
L%eal haemostatic measures
= b\jéfuod replacement
0& RBC substitution, if necessary
\Q& Platelet substitution (in case of thrombocytopenia <60 x 109/L or thrombopathy)
&0\) ® Fresh frozen plasma not as reversal agent (may be considered as plasma expander)
e Tranexamic acid can be considered as adjuvant (1 g iLv., repeat every 6h, if necessary) &8\@}'
e Desmopressin can be considered in special cases such as coagulopathy or thrombopathy; \Q‘@
0.3 pg/kg iv. infusion (max dose 20 ug) @é\
e Estimate normalization of plasma levels: e Normalizaton ofplasma levels: 12- %&%
e Nommal remal function: 12-24 h Q,Q
e CrCl50-80mL/min: 24-36h ((@6\
e CrCl30-50mlL/min: 36-48 h ;QOQ
e CrCl <30mL/min: >48h N
e Maintain diuresis ®Q<°
® Consider idarucizumab (see below) &Qf
® All of the above ® All of the ab-cvv%e >
® Direct reversal: ldarucizumab 5g iv. in two e Direct reversSt Andexanet alpha
dosesa 25 giv. no more than 15min apart (if avaulab{& and approved)® _
L Bob% cver 15-30 min, followed by 2-hinfusion
< 3roxatxa_n (last intake >7 h before) or apbabanc
AO400 mg bolus, 480 mg infusion @ 4 mg/min
e()‘z\ Rivaroxaban (last intake <7 h before or unknown)
Q\) or encxaparin or edaxaban: 800 mg bolus,
‘Qrg d 960 mg infusion @ 8 mg/min

® Prothrombin complex concentrate (F@ﬁ) 50U/kg (with additiomal 25 U/kg if clinically needed)

® Activated PCC 50U/kg: max 200 day): no strong data about additional benefit over PCC.
Can be considered before PCC@fqévallable
N
nQ

RBC, red blood cells; CrCL creatinine dearance: PCC, prothrombin complex concentrate
"Andexanet alpha s currently neither approved nor avalable and final results of the ANNEXAA4 study are pending.

Steffel et al., EHRA Practical Guide, European Heart Journal 2018



~ Management of bleeding under NOAC therapy| e scme o
OWwW 10 use
&

Application of Idarucizumab & reversal agents
= ) g ;¥ (for andexanet alfa
== Reversal of dabigatran: 5g i.v. in two doses (\\ pending approval)

at 2.5g i.v. no more than 15 minutes apart Q,Q
& . J
&
b\)
KO
R
<
el .
t .s\\QJ
Q}b
i
(%) .
015’ & 24h NN
o,\\o_, \\06
& &
Q
Application of,ASvd(’xanet Alpha (if approved and available}* ,@@Q’
"\\ . Reﬁrxd of rivaroxaban (last intake >7h before) or apixaban: \o‘\&
' 8?’*(1 mg bolus, 480mg infusion at 4mg/min 6‘\’6\
? @Q’ Reversal of rivaroxaban (last intake <7h before or unknown), enoxaparin or Qﬁo
| N edoxaban: 800mg bolus, 960mg infusion at 8mg/min \Q,&
o <°
© Infusion over2 h . éef”
Ve L& Q@
t &
6\\%
§
24h &0
<0
Ko
S)
b\)

Figure 6 Application and effect of idarucizumab and andexang@
alpha. *Per protocol of ANNEXA-4** Andexanet alpha: Thgﬁ)u’c-

come study (ANNEXA-4) is still pending, the drug IS ot yet
approved and not yet available.

Steffel et al., EHRA Practical Guide,
European Heart Journal 2018



Management of bleegﬁg under NOAC therapy

Blegﬁ?ng while using a NOAC

&
&

\00

&

- ??uare about last NOAC intake
. \Q’ lood sample to determine creatinine (clearance), hemoglobin etc.
& Rapid coagulation assessment, incl. plasma drug levels (if available)

<@ -
’ RN
& &
= N
L A 4 &
= = Non life-threatening
e ptang T i [orereenng v |

Sl N | a1

D@f%y or discontinue next dose Supportive measures :
consider concomitant medication * Mechanical compression

| &O Reconsider choice of NOAC, dosing + Endoscopic haemostasis if gastro-intestinal bleed
q,b (see chapters 2, 5, and 15 * Surgical haemostasis

© * Fluid replacement
N * RBC substitution if needed
v * Platelet substitution (if platelet count <60x10%/L)
+ Consider adjuvant tranexamic acid
* Maintain adequate diuresis

Q \
&
)
<8
For dabigatran: o
= Consider idarucizumab / hemodialysis (ibé

idarucizumab is not available) N
[~

«Q}
c)o(\Q

b.%e

('1/
Figure 5 Management of bleeding in patients taking non-vitamin K anta%é‘aist oral anticoagulants.
Q/Q

Steffel et al., EHRA Practical Guide, European Heart Journal 2018

(%)

For dab;\gé?ran treated patients:
Idarugimab 5g i.v.
. Fos@(a inhibitor -treated patients:
ARdexanet alpha (pending approval
Q,%and availability)

Otherwise, consider:

* PCC (e.g. Beriplex®, CoFact®) 50
U/kg; +25 U/kg if indicated

= aPCC (Feiba®) 50 U/kg; max 200
U/kg/day
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Classification of elective surgical interventions
& accordn\lg to bleeding risk

X¢
Q'O
Interventions with minor bleeding risk <@
. ; &
Dental interventions O
X
b\)
Extraction of 1-3 teeth ©
X
Q)\
N
Paradontal surgery &o‘)
Incision of abscess C\b%
2
&
Implant positioning @

Cataract or glhhucoma i Qgg’«cntion

Endoscopy Mthoué@f\o\psy or resection

Superficial wrg@ry (e.g. abscess incision; small dermatologic
cxc:snns (\Q;)

lnter@ntoons with low bleeding risk (i.e. infrequent or with low
YV
5@9“‘ impact)

.t)
Endoscopy with biopsy

Prostate or bladder biopsy

Electrophysiological study or catheter ablation (except complex
procedures, see below)

Non-coronary angiography (for coronary angiography and ACS:
see Patients undergoing a planned invasive procedure, surgery
or ablation section)

Pacemaker or |ICD implantation (unless complex anatomical set-
ting, e.g. congenital heart disease)

(1/

Complex endoscopy (eg. polypectomy, ERCP with sphincterot-
omy etc.)

153
Spinal or epidural anaesthesia; lumbar diagnostic puncture Q}E*\
—
Thoracic surgery &P
o
Abdominal surgery fo(‘\
&@Q
Major orthopaedic surgery 6@
— )
Liver biopsy 6\)0
Q«V
Transurethral prostate resection Q}@
AN
3 . <Q°
Kidney biopsy .
'%"9

Q\
Ext pal shockwave Jghotri ESWL
racorporeal s avcl\&ﬁ\o ripsy ( )

N
Interventions with higgﬁeedhg risk AND increased throm-
boembolic risk &o\’g

>
Complex Icfbé%cd ablation (pulmpnary vein isolation; some VT
a.blauons)gb‘\"

o‘\Q

For e@ﬁx patient, individual factors relating to bleeding and thromboembolic risk

to be taken into account, and be discussed with the operating physician.

Q'\

Steffel et al., EHRA Practical Guide,

European Heart Journal 2018



NEW

& Perioperativeeﬁ;nagement of NOACs

¥
RS
Table Il Timing of last non-vitamin K a@@é%gonist oral anticoagulant intake before start of an elective intervention
s
\)U
Dabigatr%{ob Apixaban - Edoxaban - Rivaroxaban

N

No i@g)ortant bleeding risk and/or adequate local haemostasis possible: perform at trough level

g@: 12 h or 24 h after last intake) N4

O

o
@ | Low risk High risk High risk

>24h

CrCl 280mUmin  «g>

3
CrCl 50-79 mL&Rin
IR\

A )
Crcl 30;{\&§'mL/m|n

0\)
Cr 1529 mUUmin Notindicated Not indicated

QN%rCl <15 mUmin No official indication for use

=

No bridging with LMWH/UFH ©

Resume full dose of NOAC >24 h post-low bleeding risk interventions and 48 (-72) h post-highc-?{eeding risk interventions (see also Figure 8)
=

Y

Patients undergoing a planned intervention should receive a written note indicating the ang&bated date and time of their intervention,

and the date and time of the last intake of their NOAC (and any other medication) o‘@&
o

4

¥

Low risk: with a low frequency of bleeding and/or minor impact of a bleeding; high risk: with@@%h frequency of bleeding and/or important clinical impact. See also Table 12.
CrCl, creatinine dearance; LMWH, low molecular weight heparin; UFH, unfractionated rin.

Steffal et al., EHRA Practical Guide, European Heart Journal 2018



Special considerations for AF ablation

Last intake:

-12h
-24 h (default) P\

Factors o shorten interruption

& i

N 1
— High cuef,ﬁ%z-wxsc:: Score (= 3)
— No hep#&'in i.v. prior to 1= TSP
— Opeg@tor experien¢e
- In%efging for transse:ptal puncture

—g@fa rge LA
$

7o

907(9
©
B
' O

— Low CHA,DS,-VASc'Score (< 2)

— Heparin i.v. prior to 1t TSP

— Limited operator experience

— No imaging for transseptal puncture
—Normal size LA

— Reduced renal function

NEW

eé;\“ Resumption:
3-5h
s |
H o
H o |
. w '
: o | |
' 1 -

...... i |3 | I
§ E ' (Rule out tamponade and other major <§\°'
. % | i bleeding prior to restarting) N
= &

i e &
b2 el
P | B &

P l=]| &

: > <©
=< g

' \\

: &

| &

E <9

1 'o)’

i @

i ',oe;é

i '

Rule out LA / I &A thrombus prior to
ablation if &6 h without NOAC,
if there isdé]bc")ubt about compliance,

orin higﬂ thromboembolic risk

c)°°Q

@
Figure 3 Non-vitamin K antagonist oral anticoagulant management before amfafter atrial fibrillation ablation. ACT, activated clotting time; AF,
atrial fibrillation; LA, left atrium; LAA, left atrial appendage; NOAC non-vitam'r&g@amagonist oral anticoagulant; TSP, transseptal puncture.

Steffel et al., EHRA Practical Guide, European Heart Journal 2018

®
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o ° o Differentiation between,
,_Pat__lent re{ql,"rl!@g unphnned Sllrgery ‘ immediate urgent and
e'é

expedite procedures

Urgent Procedure Expedite Procedure
{need to operate within hours) {need to operate within days)

' !
! i 2

Reversal of NOAC Defer surgery for Defer surge% oL
if necs@ary / depending on the 12 (-24) h if possible . ideal!v as for plangd
Is@%éii% risk of the procedure -24) P interventions (seec,’gﬁhpter 12)
Qfand if available / approved) l a&bv
Repeat coag panel Repea¥ coag panel
: v CA
~ Reversal of NOAC &6\’@* Defer further
(if necessary / available / approved) & (if necessary)

| PEPEALCRSRPANE Operation S Operation

l CPQQ{ &

Steffél et al., EHRA Practical Guide, European Heart Journal 2018
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<
&
&
oS
&
AF patient in need of OAC after an ACS )
Q )
<
\;@f v !
Bleeding risk low
P compared to risk for ACS
@%Q’ or stent thrombosis
T"me@m ACS -l
©  0- :
Q\/\O"' i Triple therapy” (11aB) [N
o Triple therapy® (llaB)
> . )
O mlml &S
& &
(\& Q,Q<
S o
&
2
: ) ! . ) <
lfelong OAC monotherapy© (IB) OAC monotherapy* (IB) ‘e?e,@
) B | 6\\%«
N
&b
S

B oac [ Aspirin 75-100 mg daily .Clupidugrdﬁmgg?b\
RN

ACS = acute coranary syndrome:AF = atrial fibrillation; OAC = eral anticoagulation {using vitamin K antagonists of non-vitamin 5gdugnnlst oral anticoagulants);

PCl = percutaneous coronary intervention.
*Dual therapy with OAC and aspirin or clopidagrel may be considered in selected patients, especially those not receiving

BOAC plus single antiplatelet.

“Dual therapy with OAC and an antiplatelet agent (aspirin or clopidogrel) may be considered in patients at high nsk@gémnry events.

>

Figure |21 Antithrombotic therapy after an acute corenary syndrome in atrial i g@.‘mcm patients requiring anticoagulation.

q/Q

a&@?tarpmatﬂm:gerumfmmﬂwhduﬁent
N




21&%4”Pat|ents avec une fibrillation atriale ayant bénéficiés un
nting

S

2100 patients avec FA non

: Rivaroxaban 15 mg/!
valvulaire

Clopidogrel 75 mg/J

Stent Coronaire |

2
Pre-randomization opérateur choix Q’bé'
Pas d’antécédent d’AVC ou AIT ¢
&LAS
. o =
Pas d’antécédent \\ Like

“’hémorragie gastro-

intestinale o . -I.
Pre-randomization opérateur choix

VKA* (target INR 2.0-3.0)
Clopidogrel 75 mg/)
Aspirin 75-100 mg/)

A
VKA (cible IN¥: 2.0-3.0)
Aspirin 7554100 mg/)

HB > 10, CrCl > 30

S
Gibson M,%t al. New England J Med. 2016. in press
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0 .

Hazard ratio for grou&/o? Vs. group 3, Groupe 3 : AVK + DAPT26.7 9

0.59 (95% Cl, 0.47~@*/76) 254
by P<0.001 &O\Q Groupe 5.
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Dose Adjustments#in Non-valvular AF

“<&
> '
GQ
((:6\
O
&
b\)
\0
. Q R
Rivaroxaban S Apixaban
factof® stroke (Patient has risk factor for stroke ]
&2 _ Estimafe CrCl be
mm (<15 ml/min ] (15-29 ml/min) (230 mi/min rCh@(a(@Q’
I — serum
( Check age | (Check weight] |@reatinine
(<15 mi/min__) \) 15—49 ml/min* 250 ml/min ( =80 years | ([ <60kg | ofz,éf >133 umol/l |
o L I 1 - @ < J
N (If 22 features) (if s features)

recomm S)ed

recommende

\@
D@‘blgatra n* ~Patient has risk factor for - Edoxaban
. —
qy E3tiRlfe
© - A erel—_____ |
Q\q’ <30 ml/min Lr 30-50 ml/min >50 ml/min .
| Age ) *‘gii;iiieka;fs or Age Age Age <15 mi/min &50 mimin ) (>50 mI/mln]
>80 years A <75 years | _75-80 years ) >80 years ‘0\
[ | T [/ Cow 6
thromboembolic
AR, - I risk and high
\Contraindicated \__bleeding risk
110 mg (110 mg 150mg‘ﬂdmg 110 mg 150rRJ4 110 mg|
bid bid id bid bid bid  bid

*Patients receiving concomitant dabigatran and verapamil should reduce their dglg?’gatran dose to 110 mg bid
*1. Rivaroxaban SmPC; 2. Apixaban SmPC; 3. Dabigatran SmPC; 4. Edoxab@??SmPC
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Conclusion

¢ NOACs demonstrateﬁ higher efficacy and safety in comparison with
VKA in non valvgclér atrial fibrillation

4 NOACs are us@d in different clinical situations e
¢ The EHRA@*@UIde is useful and addresses all these practical sﬂuahgﬁs
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