-1 . EEAD° . NI YEAD
_ ©E)NQNI 2AB 2 11




Cardiovascular morbidity and mortality associated
with atrial fibrillation

Event Association with AF

Death Increased mortality, especially cardiovascular mortality
due to sudden death, heart failure or stroke.
Stroke 20-30% of all strokes are due to AF. A growing number

of patients with stroke are diagnosed with ‘silent’,
paroxysmal AF.

Hospitalizations 10-40% of AF patients are hospitalized every year.

Quality of life Quality of life is impaired in AF patients independent of
other cardiovascular conditions.

Left ventricular dysfunction Left ventricular dysfunction is found in 20-30% of all AF
and heart failure patients. AF causes or aggravates LV dysfunction in
many AF patients, while others have completely
preserved LV function despite long-standing AF.

Cognitive decline and Cognitive decline and vascular dementia can develop
vascular dementia even in anticoagulated AF patients.

Brain white matter lesions are more common in

AF patients than in patients without AR
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Cardiovascular and other conditions independently
associated with atrial fibrillation (1)

Characteristic/comorbidity

Genetic predisposition (based on multiple common
gene variants associated with AF)

Association with AF

HR range 0.4-3.2

Older age
50-59 years
60-69 years
70-79 years
80-89 years

HR.:
1.00 (reference)
4.98 (95% CI 3.49-7.10)
7.35 (95% CI 5.28-10.2)
9.33 (95% CI 6.68-13.0)

Hypertension (treated) vs. none

HR 1.32 (95% CI 1.08-1.60)

Heart failure vs. none

HR 1.43 (95% CI 0.85-2.40)

Valvular heart disease vs. none

RR 2.42 (95% CI 1.62-3.60)

Myocardial infarction vs. none

HR 1.46 (95% CI 1.07-1.98)

Thyroid dysfunction
Hypothyroidism
Subclinical hyperthyroidism
Overt hyperthyroidism

(reference: euthyroid)
HR 1.23 (95% CI 0.77-1.97)
RR 1.31 (95% CI 1.19-1.44)
RR1.42 (95% CI 1.22-1.63)

Obesity (body mass index)
None (<25 kg/m?2)
Overweight (25-30 kg/m2)
Obese (=231 kg/m=2)

HR.:
1.00 (reference)
1.13 (95% CI 0.87-1.46)
1.37 (95% CI 1.05-1.78)

Diabetes mellitus vs. none

HR 1.25 (95% CI 0.98-1.60)

HR = hazard ratio; RR = risk ratio
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Europace (2014) 16, 308-319 CLINICAL RESEARCH
doi:10.1093/europace/eut373 Atrial ﬁbri“ation

A prospective survey in European Society
of Cardiology member countries of atrial

fibrillation management: baseline results
of EURODbservational Research Programme Atrial
Fibrillation (EORP-AF) Pilot General Registry

Gregory Y.H. Lip'*, Cécile Laroche?, Gheorghe-Andrei Dan3, Massimo Santini4,
Zbigniew Kalarus®, Lars Hvilsted Rasmussen®, Mario Martins Oliveira’,

Georges Mairesse®, Harry J.G.M. Crijns’, Emmanouil Simantirakis'?, Dan Atar'!,
Paulus Kirchhof'%13, Panos Vardas'4, Luigi Tavazzi'’, and Aldo P. Maggioni?




Table 2 Patient characteristics

N = 3049 patients
Demographics

Age in years (mean)
Female gender (%)
Concomitant disease

40.4

372

43.4

Persistent AF

403

Long-standing
persistent

421

Permanent

Hypertension (%)
Coronary artery disease (%)

70.9
36.4 (N = 2642)

719
362 (N = 291)

67.9
34.2 (N = 235)

778
385 (N = 47)

70.6
40.3 (N =188)

778
385 (N =47)

Myocardial infarction (%)
PTCAICABG (%)
Stable angina (%)

| Fatar=) ﬁ:iﬂl ﬁhn’"aﬁnna

44.8
47.0

37.7
29

502
56.7
323
4.1

43.0
45.5

383
49

255
17.0
46.8
00

49.5
54.8

383
02

255
17.0

46.8
00,

Chronic heart failure (%)
Heart failure NYHA class [II/IV (%)

47.5 (N =1382)
41.2

474 (N = 418)
409

30.8 (N = 229)
27.5

729 (N = 105)
495

64.0 (N =332)
50.0

729 (N = 105)
495

Valvular disease (%)

Dilated cardiomyopathy (%)
Cardiomyopathy hypertrophic (%)
Cardiomyopathy restrictive (%)
Cardiomyopathy hypertensive (%)
Other cardiac disease (%)

63.5
1.4
39
0.5
19.5
81

66.3
107
28
0.6
153
74

47.3
4.1
34
0.0
18.1
T2

68.2
319
119
14
389
88

772
17.8
35
1.0
17.4
93

68.2
318
119
14
389
88




Whole cohort First Persistent AF Long-standing Permanent
detected persistent

Bleeding risk factors
—livEr discase (%)
Chronic kidney disease (%) 132 155 72 123 112 18.9

Previous stroke (76) X} o 17 15 TZS 3

Labile INRs (%) (if on VKA 20.2 152 28.0 125 0.0 27.8
only) = >without condition

Elderly, e.g. age = 65 years (%) 63.6 64.4 56.1 60.1 71.0 76.1

Alcohol abuse or excess (= 4/day) (%) 19 22 12 2.2 0.8 22

Alcohol use (%) 38.1 38.6 36.6 413 37.8 35.7

HAS-BLED score (mean + SD) 1.37 + 1.06 1.40 + 1.05 1.18 + 1.02 1.30 + 1.07 1.66 +1.13 1.60 + 1.06 <0.001
HAS-BLED score (median, IQR) 100(1.0-20) 1.0(1.0-20) 1.0(0.0-20) 1.0(1.0-20) 20(1.0-2.0) 1.0 (1.0-2.0)
Haemorrhagic stroke (%) 4.0 3.7 26 33 16.7 42 0.552
Other/major bleeding (%) QX7 24.1 30.8 233 16.7 333 0.745
Malignancy (%) 5.3 6.1 53 57 25 42 0.344
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Stroke risk reduction with current and novel treatment options

(based on C. Granqger: Crculation, Jan O3, 2012)

-
(=)

Sased on: Chris Granger. Symposium E5C congress Pars. 20101
Prepubiished online in Cirnviarion ! Januwuor 3rd, 2012,
dot 10116 TANRCULLATIONAMHA 111.031148

(]
s

28% 70-80% Reduction of risk of stroke
with novel agents

—d

—

36% 12% 21%

ke

- |

Ao

O = N W HAMOONO®

- —_—

Aspirin Clopidogrel Warfarin Dabigatran
+ ASA 150
OVERVIEEW ACTIVE-A ACTIVE-W RELY ROCKET ARISTOTLE.

Scale of 10 Strokes on Placebo/Control

Disclaimer: These figure s originate from different studies, all diferant in design, study population, etc
It is scilentifically ncorrect to understand the graph to be a ranking or a comparison of properties




NOAC innovation means improved outcomes on key stroke
endpoints vs VKA therapies

+$(0255+%* ,& $/1 &$86( 1753&5%1,%/
6752. ( 0257$/,7< o ((',1*

0 HVD DQDOVIV RI GDBIWRP 5( /<5 52&. (7$) $5.6727/( (1*$*( $) 7.0,
5XI1 HADO/ DQFHW




New oral anticoagulants

Dabigatran  Rivaroxaban  Apixaban
150

Efficacy
(non-inferiority to AVK)

Efficacy — ITT
(Superiority to AVK)

Ischaemic stroke l 24%

YES YES YES

§ 349 : 1 219%

Haemorrhagic stroke l, 74% 141% l 49%

Very serious bleeding




2016 ESC Guidelines for the management of atrial
fibrillation developed in collaboration with EACTS

The Task Force for the management of atrial fibrillation of the European Society
of Cardiology (ESC)

Developed with the special contribution of the European Heart Rhythm
Association (EHRA) of the ESC

Endorsed by the European Stroke Organisation (ESO)
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Clinical risk factors for stroke, transient ischaemic
attack, and systemic embolism

CHA,DS,-VASc risk factor Points |

Congestive heart failure 1
Signs/symptoms of heart failure or objective evidence of reduced left-
ventricular ejection fraction

Hypertension 1
Resting blood pressure >140/90 mmHg on at least two occasions or
current antihypertensive treatment

Age 75 years or older 2

Diabetes mellitus
Fasting glucose >125 mg/dL (7 mmol/L) or treatment with oral
hypoglycaemic agent and/or insulin

Previous stroke, transient ischaemic attack, or thromboembolism 2

Vascular disease
Previous myocardial infarction, peripheral artery disease, or aortic plague

Age 65-74 years 1

Sex category (female) 1
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Stroke prevention in atrial fibrillation

! i

. )
- '
h

- Oral anticoagulation indicated
Assess for contra-indications
GAC Hamie Correct reversible bleeding
considered (I1aB) ) okt

LAA occluding devices :
may be considered in ' .

L

patients with clear contra- .
indications for OAC (IIbC) | eLeRErNE [ VKA (IA)c ]

a3 Includes women without other stroke risk factors

bIIaB for women with only one additional stroke risk factor

¢IB for patients with mechanical heart valves or mitral stenosis
EURQFEAN

SOCIETY OF
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Stroke prevention in patients with atrial fibrillation (2)

Recommendations Class | Level

When patients are treated with a vitamin K antagonist, time in
therapeutic range (TTR) should be kept as high as possible and closely
monitored.

AF patients already on treatment with a vitamin K antagonist may be
considered for NOAC treatment if TTR is not well controlled despite good
adherence, or if patient preference without contra-indications to NOAC
(e.g. prosthetic valve).

Combinations of oral anticoagulants and platelet inhibitors increase
bleeding risk and should be avoided in AF patients without another
indication for platelet inhibition.

In male or female AF patients without additional stroke risk factors,
anticoagulant or antiplatelet therapy is not recommended for stroke
prevention.

Antiplatelet monotherapy is not recommended for stroke prevention in
AF patients, regardless of stroke risk.

NOACs (apixaban, dabigatran, edoxaban, and rivaroxaban) are not
recommended in patients with mechanical heart valves (Level of
evidence B) or moderate-to-severe mitral stenosis (Level of evidence C).

EURQFEAN
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Modifiable risk factors for bleeding in
anticoagulated patients with atrial fibrillation

Modifiable bleeding risk factors:

Hypertension (especially when systolic blood pressure is >160
mmHQ)

Labile INR or time in therapeutic range <60% in patients on
vitamin K antagonists

Medication predisposing to bleeding, such as antiplatelet drugs and
non-steroidal anti-inflammatory drugs

Excess alcohol (=8 drinks/week)
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Modifiable and non-modifiable risk factors for
bleeding in anticoagulated patients with AF

Modifiable bleeding risk factors:

Hypertension (especially when systolic
blood pressure is >160 mmHg)

Non-modifiable bleeding risk factors:

Age (>65 years) (275 years)

Labile INR or time in therapeutic range
<60% in patients on vitamin K antagonists

History of major bleeding

Previous stroke

Medication predisposing to bleeding, such
as antiplatelet drugs and non-steroidal anti-
inflammatory drugs

Dialysis-dependent kidney disease or renal
transplant

Excess alcohol (28 drinks/week)

Potentially modifiable bleeding risk

factors:

Anaemia

Cirrhotic liver disease

Malignancy

Impaired renal function

Impaired liver function

Genetic factors

Biomarker-based bleeding risk factors:

High-sensitivity troponin

Growth differentiation factor-15

Reduced platelet count or function

Serum creatinine/estimated CrCl

www.escardio.org/guidelines

European Heart Journal - doi:10.1093/eurhear/ehw210

@

EURQFEAN
SOCIETY OF
CARDRILOGY




Management of bleeding in anticoagulated AF patients

[ Patient with active bleeding
¥ .

[ Compress bleeding sites mechanically
¥

Assess haemodynamic status, blood pressure, basic
coagulation parameters, blood count, and kidney function
¥
Obtain anticoagulation history (last NOAC [/ VKA dose)
— =
[ VKA ] [ NOAC l
Delay VKA until INR <2 [ Minor 1
' * Ee

Add symptomatic treatment:
Fluid replacement
Blood transfusion :
Treat bleeding cause [ Moderate - Severe 1
(e.g. gastroscopy) J
Consider to add
Vitamin K (1-10 mg) i.v.

Consider specific antidote, or
PCC if no antidote available

Consider replacement of
platelets where appropriate

www.escardio.org/guidelines European Heart Journal - doi: 10.1093/eurheartj/ehw210 i s
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Study of reversal effects of idarucizumab
In patients on active dabigatran
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Idarucizumab for Dabigatran Reversal

RESULTS

This interim analysis included 90 patients who received idarucizumab (51 patients
in group A and 39 in group E). Among 68 patients with an elevated dilute throm-
bin time and &1 with an elevated ecarin clotting time at baseline, the median
maximum percentage reversal was 100% (95% confidence interval, 100 to 100).
Idarucizumab normalized the test results in 88 to 98% of the patients, an effect
that was evident within minutes. Concentrations of unbound dabigatran remained
below 20 ng per milliliter at 24 hours in 79% of the patients. Among 35 patients
in group A who could be assessed, hemostasis, as determined by local investigators,
was restored at a median of 11.4 hours. Among 36 patients in group B who under-
went a procedure, normal intraoperative hemostasis was reported in 33, and mildly
or moderately abnormal hemostasis was reported in 2 patients and 1 patient, respec-
tively. One thrombotic event occurred within 72 hours after idarucizumab adminis-
tration in a patient in whom anticoagulants had not been reinitiated.

CONCLUSIONS

Idarucizumab completely reversed the anticoagulant effect of dabigatran within
minutes. (Funded by Boehringer Ingelheim; RE-VERSE AD ClinicalTrials.gov number,
NCT02104947)
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Praxb/nd

idarucizumab

Praxbind - The specific reversal agent of Pradaxa

When rapid reversal of the anticoagulant effects of Pradaxa is required, Praxbind
offers immediate reversal. Pradaxa is the first non vitamin K antagonist oral
anticoagulant (NOAC) with a specific reversal agent. Together, Pradaxa and
Praxbind set a new standard in anticoagulation care.

Praxbind indications

For the rapid reversal of the anticoagulation effects of Pradaxa in:

= Emergency surgery/urgent procedures’2

« Life-threatening or uncontrolled bleeding’2

Contra indications and adverse reactions

= There are no contra indications

« No adverse reactions have been identified in clinical studies

Pradaxa with Praxbind provides added confidence and Keeps you more in control.

How do | administer Praxbind?

q - * Praxbind is given as 2 separate vials each containing 2.5
[ ‘ ' /50 mLin a ready-to-use solution’
|y | | St
The full 5 g dose is administered intravenously as:’
2 x 2.59

~I E ;
k .
s .« Two consecutive infravenous infusions over 5-10 minutes
' ﬂ ! each
] p F,
a OR

« A bolus injection, by 2 injecting both vials consecutively one
after another

A pre-existing intravenous line may be used’

+ No other infusion should be administered in parallel via the same
infravenous access

Other supportive measures can be used alongside Praxbind, including mechanical
compression, surgical hemostasis, fluid replacement (colloids if needed), packed
red blood cells if needed, fresh frozen plasma (as plasma expander), platelet
substitution (if platelet count =60 x 109/L)."
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Antithrombotic therapy after an acute coronary syndrome
in atrial fibrillation patients requiring anticoagulation

[ AF patient in need of OAC after an ACS ]
| J

¥
Bleeding risk low

compared to risk for ACS
or stent thrombosis

Time from ACS

" Triple therapy (11aB) EEE

Triple therapy (IIaB)
I HE

3 months—

12 months—

lfelong OAC monotherapy (1B) | OAC monotherapy (18)
= o

B oac | Aspirin 75-100 mg daily || Clopidogrel 75 mg daily

www.escardio.org/guidelines European Heart Journal - doi: 10.1093/eurheart/ehw210 EARDICLOGH®




Antithrombotic therapy after elective percutaneous intervention
in atrial fibrillation patients requiring anticoagulation

[ AF patient in need of OAC after elective PCI with stent ]
[ )

¥

Bleeding risk low
compared to risk for ACS
or stent thrombosis

Time from PCI l
ﬂ .

Triple therapy (IIaB) HHEMN

1 month —

3 months—

& months—

12 months—| - - OAC mmaiemw (IB)

lifelong OAC monotherapy (IB)
H

B oac | Aspirin 75-100 mg daily ] Clopidogrel 75 mg daily

www.escardio.org/guidelines European Heart Journal - doi:10.1093/eurheart/ehw210 EARDALOGr
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2016 AF guidelines in mobile apps

ESC pocket guidelines app

- can be accessed free of charge

- over 58000 unique users

-« 25 titles, > 130 practical tools

« 2016 ESC AF Guidelines integrated

« Tools supporting integrated AF care
ESC POCKET GUIDELINES * Check the General AF Treatment Manager

Catrmitin bon P | b
T e the gty of sl gt bor and et o i lmpe

©

ANDROID AP ON
Google play

| 4

L Available on the

EURDPEAMN
SOCIETY OF
CARDMNODGY

. App Store

e o ey e

=
EEEEESC® amazon

To support integrated AF care, the ESC Guidelines task force and the CATCH ME consortium
(www.catch-me.info) have developed state-of-the-art interactive tools underpinning integrated AF
management. A first version including an overall treatment manager is integrated into the AF section
of the ESC pocket guidelines app. Further CATCH ME tools for healthcare professionals and an

associated app for AF patients will be released in late 2016 / early 2017.
CATCH ME is supported by the European Union grant agreement No 633196 [CATCH ME].
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Dabigatran

esterase-mediated
hydrolysis

—> Dabigatran t, = 12-17h
s 1

Apixaban

—> Apixaban —>

Bio-availability 50%

Rivaroxaban

——>Rivaroxaban —>

Bio-availability:
66% (without food)
>80% (with food)

Edoxaban

—> Edoxaban —>

Bio-availability 62%

ty1=

5-9h (young)
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b1 34 ¢T Abredida
P XD &RANIRW DXV

(140 —age) x mass (kg) [ x 0.85 if female ]
72 xserum creatinine (mg/dl)

GFHCDckcmﬂ: =

‘Weight 88

Serum Creatinine (156 mol/L

Male 'I-:e male
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Table 5 Effect on NOAC plasma levels (*area under the curve, AUC") from drug—drug interactions and clinical factors,
and recommendations towards NOAC dosing

Arorvastatin

Wia Dabigatran Apixaban Edoxaban™ Rivaroxaban

P-gp competition and +18%*7 ,
CYP3A4 inhibition

P-go competition et~ Mo s yer

< Verapamil ’

P-gp competition (and wfik +12180%%" (reduce

CrP3A4 inhibition) dose and take /
simultanecusly) %

Diltiazem

P-gp competition and weakW 4026
CYP3A4 inhibition

Quinidine P-gp competition +-5Cl%
———

< Amiocdarone ) P-gp cormpetition < ~{-=12-—-609624 > %//
Dronedarone

Ketoconazele; itraconazole;
wvoriconazole;
posaconazole

P-gp and BCRP competition;
CTYP3A4 inhibition

Fluconazole

ST ST I LACT O —

P-gp competition

ok S s @ T T Y L o
P constionand B Sy

HIY protease inhibitors
{e.g. ritonavir)

P-gp and BCRP competition
or inducer; CYP3A4
inhibition

Rifarmpicin; 5t John's wort;
carbamazepine; phenytoin;
phenobarbital

P-gp/ BCRP and

inducers

Antacids {H2B; PPI;
Al-Mg-hydroxide)

Gl absorption —12-30%** ¢ W Mo effect Mo effect” '
U %

Other factors

Age =B0 years

Age =75 years

- N
Increased plasma level { \ W
N\ J/ e ARt

Increased plasma level

o

Wweight =60 kg

Increased plasma lewvel \ /

Renal function

Increased plasma level See Table 7

Other increased bleeding risk

Pharmacodynamic interactions (antiplatelet drugs; MNSAID; systemic steroid therapy: other
anticoagulants); history or active Gl bleeding; recent surgery on critical organ (brain; eye);
thrombocytopenia (e.g. chemotherapy); HAS-BLED =3

Red, contraindicated/not recommended.

Orange, reduce dose (fram 150 mg bid to 110 mg bid for dabigatram; from 20 mg to 15 mg qd for rivaroxaban; from 5 mg bid 1o 2.5 mg bid for apixaban).

Yellow, consider dose reduction if another ‘yellow’ factor is present.

Hatching, no data available; recommendation based on pharmacckinetic considerations.

*ro EMA approval yet. Meeds update after finalization of SmPC.

"Prespecified dose reduction has been tested in Phase 3 clinical trial (to be published).

BCRP, breast cancer resistance protein; MSAID, non-steroidal anti-inflammatory drugs; H2B, H2-blockers; PP, proton pump inhibitors; P-gp, P-glycoproteim Gl, gastro-intestinal.
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1 R VW QUFDQAGLIHHGFH IQ EBHAQ) Z M GDELIDADQ YW
Z DUDUQIRUDQ. VXU HY SURFHGXWHIQS ( 1 <8

+RZ GR Z HFRQWOXH \R UHSTEDW WHVH HOFRXUDI LQJ UHVXAV
1Q RXURZ Q SUDFWEH!

+HDBA HWDO & LUFXOMRQ



3 HURSHIDIWYH EUG)IQ) VXE DQDOMVR 5( / <5

SDUHQN WHDW HONQMUXSWRQ | RUHBRYH VX HY SURFHGXUH
+ HSDUQ EUGIIQ) YW QR EUGIIQ)

el : OFU-DVHG P DRUEGHGIQ) YV S
1 R HIHPWRQ WIURP ERHP ERQVP YW S

SDUHQN WHDWW HONQMUXSRQ | RUHBRYH VX HY - SURFHGXUH
+ HSDUQ EUGIIQ) YW QR EUGI Q)

DEU 2 1 QFUHDVHG P DNRUEGHGLQJ YV S
11 R HIHFV\RQ WIRP ERHP ERQV/P YV S

" RXNH\WY HWDO 7 KURP E + DHP RWV
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EGHAQ) DQGDGYHWH HYHON IQ2 5 %7 $)

SDWHQN [ IOMUXSURQY 1O SDWHON
AVEIRINTE 1 [QMUXSWRQY Z HUH 1O SDWHQN WHDWMG Z W
ZIK 2 $& CDELI DADQ

UUGIIQ) XVHGIQ  LOMUXSURQY
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Mivakac 1. MpaTevolevn 6lacTpwIGTwon Kouvou twy acdeviy yia Mepleyxelpnuké ©popBosuBolikd ensioodio
Qo ¢ Kateulnvinpiec 0onyise tou ACCP

RISKCATEGORY |  MochanicalHeartValve Al Fibrilieton

High Any mechanical mitral valve CHADS2 score of 5 or 6 Recent (<3 month) VIE
(>10%/year risk of ATE Caged ball or tilting disc valve in Recent (<3 month) stroke or TIA Severe thrombophilia
or >10%/month risk of VTE) mitral/aortic position Rheumatic valvular heart disease  Deficiency of protein C, protein S or antithrombin
Recent (<6 month) stroke or TIA Antiphospholipid antibodies
Muffiple thrombophilias

Intermediate Bileaflet mechanical aortic valve with CHADS2 scoreof 3or4 VTE within past 3-12 monihs
(4%-10%year risk of ATE major risk factors for stroke Recumrent VIE
or 4%-10%/month risk of VTE) Nonsevere thrombophilia

Low Bileaflet mechanical aortic valve CHADS2 score of 02 VTE moee than 12 months ago
(<4%/year risk of ATE without major risk factors for siroke (and no prior siroke o TIA)
0r <2%/month risk of VTE)

ACCP=American College of Chest Physicians; ATE=arterial thromboembolism; ViE=venous tiromboembolism; AVR=norfic volve
Ischemic attack
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* Endoscopy with biopsy * Complex left-sided ablation
* Prostate or bladder biopsy » Thoracic surgery
* EP study or radiofrequency catheter * Spinal or epidural anesthesia; lumbar
ablation for SVT diagnostic puncture
* Angiography * Abdominal surgery
* Pacemaker or ICD implantation * Major orthopedic surgery
e Liver biopsy
* Transurethral prostate resection
* Kidney biopsy




Interventions not necessarily requiring discontinuation of
anticoagulation

Dental interventions
Extraction of 1 to 3 teeth
Paradontal surgery
Incision of abscess
Implant positioning
Ophthalmology
Cataract or glaucoma intervention
Endoscopy without surgery
Superficial surgery (e.g. abscess incision; small dermatologic
excisions; ... )

For each patient, individual factors relating to bleeding and thrombo-embolic risk
need to be taken into account, and be discussed with the intervening physician.
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CrCl >80 mL/min
CrCl 50—-80 mL/min
CrCl 30—50 mL/min®
CrCl 15-30 mL/min®
CrCl <15 mL/min

Dabigatran Apixaban Edoxaban® Rivaroxaban

B R P I I P I P I R I

No important bleeding risk and/or adequate local haemostasis possible:
perform at trough level (i.e. >12 or 24 h after last intake)

R R R R R R R R R R P S R

Low risk (h) High risk Low risk High risk Low risk High risk Low risk High risk
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not indicated not indicated

no official indication for use




V' Renal Function

Dabigatran  CrCl>50 mL/min
CrCl 30-50 mL/min

Rivaroxaban CrCl>50 mL/min
CrCl 30-50 mL/min
CrCl
15-29.9 mL/min%

CrCl >50 mL/min
GrCl 30-50 mL/min
CrCl
15-29.9 mL/min

Edoxaban CrCl=50mL/min

Last dose: 2 days before procedure

Last dose: 3 days before procedure

Last dose: 2 days before procedure
Last dose: 2 days before procedure
L ast dose: indivualized based on
patient and procedural factors for
bleeding and thrombosis

Last dose: 2 days before procedure
Last dose: 2 days before procedure
Last dose: indivualized based on
patient and procedural factors for
bleeding and thrombosis

Last dose: 2 days before procedure

| dighBieeding Risk Sugeryt |

| risksurgery

Last dose: 3 days before procedure
Last dose: 4-5 days before procedure
Last dose: 3 days before procedure
Last dose: 3 days before procedure
Last dose: indivualized based on

patient and procedural factors for
bleeding and thrombosis

Last dose: 3 days before procedure
Last dose: 3 days before procedure
Last dose: indivualized based on
patient and procedural factors for
bleeding and thrombosis

Last dose: 3 days before procedure

Mivakag 6. Mpotewouevoe Xpavoe neplenspBarikic dlakonic Twy. DOAC

_ Besumption of fherapy
e e Highbleerimg
fisK sarg_ery

Resume ~24 h  Resume 2-3 days after procedure
after procedure (4872 h postoperative}#

Resume 2-3 days after
procedure (48-72 h
postoperative)*

Resume ~24 h
after procedure

Resume ~24 h
after procedure

Resume 2-3 days after
procedure (48-72 h
postoperative)t

Resume ~24h Resume 2-3 days after procedure

after procedure  (48~72 h postoperative)

Tincludes any pracedure/s_*urgegr reguiring neuraxial anesthesia. ¥ Value for patients receiving rivaroxaban 15 mg once daily. * For patients at high risk for
thromboembolism and high bleading risk after surgery, consider administering a reduced dose of dabigatran (75 mg twice daily), rivarexaban (10 mg once

daily), or apixaban (2.5 mg twice daily) on the evening after surgerv and on the following dav (first postoperative dav) afte




Mivakac 3. Mpotewopevn ouvorikh nepreneufatikn Swaxelpion aobeviov oe xpovia avTinnKTikn aywyn (VKAs kat DOACS)
Le Bdon thv EpouBospfolike kat alpgoppayiko Kivéuvo

* Atrial fibrillation: Bridging NOT recommended based on Level 1 evidence, but evidence in few high risk CHADSZ patients (score 5 and Ei) Mechanical Heart Valve and VTE:

HIGH THROMBOEMBOLIC RISK

INTERMEDIATE THROMBOEMBOLIC RISK

" HiGHBLEEDING
RISK PROCEDURES

DOAC users: Interrupt DOAC. Bridging
with LMWH not sugoested for DOACS

Warfarin users: Interrupt warfarin with
LMWH bridging suggested based on
clinician judgment and most current

evidence*!

DOAC users: Interrupt DOAC. Bridging
with LMWH not suggested for DOACs

Warfarin users: Consider interrupting

warfarin without LMWH bridging based

on clinician judgment and most current
evidence™’

 LOWBLEEDINGE
RISK PROCEDIURES

DOAC users: Interrupt DOAC, Bridgi
with LIMWH not suggested for DOACs

Warfarin users: Interrupt warfarin with
LMWH bridging suggested basad on
clinician judgment and most current

evidence™

DOAC users: Interrupt DOAC. Bridgin
with LIMWH not suggested for DOACs

warfarin without LMWH bridging based
on clinician judgment and most current
evidence*

DOAC users: Interrupt DOAC. Bridging

with LMWH not suggested for DOACs
Tin USers:

Bridging with LMWH not necessary™

DOAC users: Interrupt DOAC, Bridging
with LMWH not suggesied for DOACS

MINIMAL BLEEDING
RiSK PROCEDURES

Do not interrupt
anticoagulants®™

Do not interrupt
anticoagulants**

Do not interrupt
anticoagulants™*

.’Mmmmmhmmt @Mﬂmwwmmmmm of VTE
== May consides inberrpting DOAC the day of procedure
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GLORIA@

Glokal Registry en Long Term Oral Antithrombotic
Treatment in Patients with Alriol Fibrillafion
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