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Case scenario 1

* Antithrombotic agent for 80 yr female, 150 cm, 45 kg, AF, stroke, HTN, CKD
(Scr 1.8, eClcr 18 ml/min)

* (A) Apixaban 2.5 mg bid @

e (B) Edoxaban 30 mg qd

* (C) Edoxaban 15 mg qd r

e (D) Clopidogrel + Rivaroxaban 2.5 mg bid Py
* (E) Dabigatran 110 mg bid )

* (F) Clopidogrel 75 mg gd + edoxaban 15 mg qd !

* (G) Warfarin 2.5 mg hs




Case scenario 2

* Antithrombotic agent for 75 yr male, 165 cm, 70 kg, AF, DM, ACS s/p
PCl 2 months ago, Scr 1.1 (eCLcr 57.4 ml/min)

* (A) Aspirin + clopidogrel + edoxaban 15 mg qd
* (B) Ticagrelor + rivaroxaban 15 mg qd

e (C) Prasugrel + dabigatran 110 mg bid @
* (D) Clopidogrel + apixaban 2.5 mg bid

* (E) Clopidogrel + apixaban 5 mg bid
* (F) Clopidogrel + edoxaban 30 mg qd
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e 202408 ESC AF guideline updated in pharmaceutical care

* Considerations for DOAC Use in the Elderly AF



@ ESC European Heart Journal (2024) 00, 1-101 ESC GUIDELINES

European Society https://doi.org/10.1093/eurheartj/ehae176
of Cardiology

2024 ESC Guidelines for the management

of atrial fibrillation developed in collaboration
with the European Association

for Cardio-Thoracic Surgery (EACTYS)

Developed by the task force for the management of atrial fibrillation of the
European Society of Cardiology (ESC), with the special contribution of the
European Heart Rhythm Association (EHRA) of the ESC.

Endorsed by the European Stroke Organisation (ESO)



Multidisciplinary
approach to AF
management
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(rate/rhythm control)
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European Heart Journal (2024) 00, 1-101

Comorbidity
and risk factor
management

- Lifestyle help

« Primary care

+ Cardiology

- Internal medicine
+ Nursing care

+ Other

Atrial fibrillation

%‘\e\‘\t Cent,.e

i

/

Avoid stroke and
thromboembolism

« Primary care

- Cardiology

* Neurology

+ Nursing care

+ Anticoagulation

services
- e-Health

b e
e 4
g"ated AF-C

Reduce symptoms
by rate and
rhythm control

« Primary care

- Cardiology

+ Electrophysiology
» Cardiac surgeons
+ e-Health

+ Primary care
- Cardiology

+ Pharmacy

+ Nursing

+ Family/carers
+ e-Health

Evaluation and
dynamic
reassessment

@ Esc—



AF

ol
CIATRIE] Patient-centred AF management with a multidisciplinary approach (Class lla)
HiREE

Comorbidity and risk factor management

Overweight Obstructive sleep Alcohol
or obese apnoea

Target BP 120- - - - @ -
129/70-79 mmHg
Diabetes Exercise Other risk factors/
mellitus capacity comorbidities

European Heart Journal (2024) 00, 1-101

Hypertension Heart failure
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Avoid stroke and thromboembolism

Risk of Use locally-validated _
thrombo- —»  riskscore —p Choiceof Assess F'rewatnt
embolism or CHADS.VA anticoagulant bleeding risk bleeding
OAC if CHA DS, -VA
score = |
(Class lla)
>70% INR range;
(Class lla)

L2 ZEEBE: CHADS,-VA> 1 EERE  HREYEE o I [ Beg 3% ey /0 /0 ) [ SR A

European Heart Journal (2024) 00, 1-101
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Avoid stroke and thromboembo

Risk of Use locally-validated

thrombo- — risk score
embolism or CHA DS -VA

OAC if CHA,DS,-VA
score = |
(Class lla)

RinvEE - FEmMm/ iRz

A {kB&paroxysmal/persistence/permanent AF3R
RESGEMRAE

CHA,DS,-VA 2 1 ZERZE (253 LA L Rclass 1)




CHA,DS,-VASe score

CHAzDSZ_VA Score @ [:1( e CHA,DS,-VASc )

i
female) >2 (male) or 23 (female)
CHA;,;DS,-VA component Definition and comments 2020 ESC . v ‘e v
AF guideline OAC should be considered | OAC is recommended
(Class lla)
C Chronic heart failure Symptoms and signs of heart failure (irrespective of LVEF, thus including HFpEF, HFmrEF, and 1

BILRIGAEAR, BXLVEFS 40% HFrEF), or the presence of asymptomatic LVEF <40%.2¢"2¢3

H Hypertension Resting blood pressure >140/90 mmHg on at least two occasions, or current antihypertensive 1
>140/90 mmHgEﬁﬁﬂ’z‘ﬂ]]E_ggﬁ treatment. The optimal BP target associated with lowest risk of major cardiovascular events is

162,264

120-129/70—-79 mmHg (or keep as low as reasonably achievable).
A Age 75 years or above Age is an independent determinant of ischaemic stroke risk.”®> Age-related risk is a continuum, r
but for reasons of practicality, two points are given for age =75 years.
D Diabetes mellitus Diabetes mellitus (type 1 or type 2), as defined by currently accepted criteria,”®® or treatment 1

with glucose lowering therapy.

S Prior stroke, TIA, or arterial Previous thromboembeolism is associated with highly elevated risk of recurrence and therefore 2
thromboembolism weighted 2 points.  Peripheral embolism, pulmonary embolism
v Vascular disease Coronary artery disease, including prior myocardial infarction, angina, history of coronary 1
CAD, PAD revascularization (surgical or percutaneous), and significant CAD on angiography or cardiac
imaging.zﬁ?
OR

Peripheral vascular disease, including: intermittent claudication, previous revascularization for PVD,

. : : : =+
percutaneous or surgical intervention on the abdominal aorta, and complex aortic plaque on ol

=

imaging (defined as features of mobility, ulceration, pedunculation, or thickness >4 mm).?¢%2¢? O

L

A Age 65-74 years 1 point is given for age between 65 and 74 years. 1 )



12 ZETERA

Avoid stroke and thromboembo

Risk of Use locally-validated
thrombo- —» risk score —
embolism or CHA DS -VA

OAC if CHA,DS,-VA
score = |
(Class lla)

Prevent
bleeding

Assess
bleeding risk

Choice of
anticoagulant

Use DOAC, except
mechanical valve or
mitral stenosis
(Class I)

If VIKA:
Target INR 2.0-3.0;
(Class I)
>70% INR range;
(Class lla)
or switch to DOAC

(Class I)

M EEY)EE

o [0 [ B 5 4 /iR 2D o I SR A

European Heart Journal (2024) 00, 1-101



Meta-analysis of DOAC vs warfarin in NVAF RCT

MNOAC (events) Warfarin (events) RR (95% Cl) P
Dabigatran 150 mg bid RE-LY5* 134/6076 199/6022 B 0-66 (053-0-82) 00001
Rivaroxaban 20 mg qd ROCKET AF®t 269/7081 306/7090 B 0-88(075-1.03) 012
. . ARISTOTLE'$ 212/9120 265/9081 . 0-80 (0-67-0-95)  0-012
Apixaban 5 mg bid ENGAGE AF-TIMI 48°5 296/7035 337/7036 —l 088(0751:02) 010
Edoxaban 60 m qd Combined (random) 911/29312  1107/29229 —%-— 0-81(073-0-91)  <0-0001
| ]
0-5 1.0 2.0
4+ o
[ Favours MOAC Favours warfarin

PR = Figure 1: Stroke or systemic embolic events
DOAC BXUm MR ZE = -
XX NN A Data are n/N, unless otherwise indicated. Heterogeneity: I’=47%; p=0-13. NOAC=new oral anticoagulant. RR=risk ratio. *Dabigatran 150 mg twice daily. TRivaroxaban

& Ej{ H:'I ﬂ]]_El, Bﬁ' 20 mg once daily. Apixaban 5 mg twice daily. §Edoxaban 60 mg once daily.
AA

MNOAC (events) Warfarin (events) RR (95% Cl) P
I RE-LY5* 375/6076 397/6022 —— 0-94(0-82-1.07) 034
1< /Cxr. ROCKET AF°t 395/7111 386/7125 C—— 1.03(0:90-118) 072
. *% *ﬁk 'ti IE:\ ﬂﬁ ¥)R¥ H‘;: = 1:@\ ARISTOTLE+ 327/9088 462/9052 — 071 (0-61-0-81)  <0-0001
—_ oo ENGAGE AF-TIMI 488§ 444/7012 557/7012 —.—-— 0-80 (0-71-0-90) 0-0002

* lr:E i F;_ El\J —x m@ 5% E Combined (random) 1541/29287 1802/29211 ﬁ 0-86 (0-73-1.00) 0-06
° | '

< e CI'I-S 1-0 2-ICI'
- IEEEALM - &E : *TM : —; .

H*(%)I}] ﬁg*i . davours dVOUrs warrarin

APS(InTi e E = AF) Figure3: Majorbleeding Lancet 2014; 383: 955—62



A 371 %¢ [M 2% an (OAC)

Direct oral anticoagulant (DOAC)

Warfarin Non-vitamin K antagonist (NOAC)

apixaban
ELIQUIS EELEX rcoresoves |

ap|xaban i

warfarin

“ — !
I
++M\§€:§i®ﬂﬁﬁﬁ5%ﬁ L
apixaban
53T = 5 ®E5S apixaban SeFnis

. INRE#EA2-3 (ESC) - B#ISTTR (Timein rivaroxaban ._édoxaban
therapeutic range)>70% i #R Bl E Bt INR /;:”" - S

. MRTTR<70% - BHMAMDOAC meazz® @ %bbmg [ oA

. E42> 758 B RS EEMIEE RIBEEREVKA ——

H(TTR-70%) INEBSHAMURBELNE — — |

B (class Ilb) (Circulation 2024 FRAIL-AF)

European Heart Journal (2024) 00, 1-101
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Assess N Prevent
bleeding risk bleeding




(SDM)

e TTassy .

Hypertension Antiplatelet drugs Alcohol intake Unstable/variable INR
BRSE per and TTR >70% N '
(Class I) (Class lla)
NSAIDs Other factors GNRTTRIZ ]
s o . RERIE SR
I alben analgesia » Consider drug interactions I >
or disease-modifying therapy * Reduce corticosteroid use == RXDOAC
il Minimize duration of

= Offer proton pump inhibitors
if high GI bleeding risk

* Advise restricting hazardous
hobbies/occupations

. EEHRE: heparin-bridging therapy
NSAIDs(E) « M EEY) -
HEERS (RESNEIE)

. EGIBEIETM_LPPI

European Heart Journal (2024) 00, 1-101
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Reduce symptoms by rate and rhythm control

See patient pathways for:

First-diagnosed AF Paroxysmal AF Persistent AF Permanent AF

Consider:

Rate control drugs Cardioversion Antiarrhythmic drugs Catheter ablation Endoscopic/hybrid ablation Surgical ablation Ablate and pace

N: _ :
A Eyaluation and dynamic reassessment

Re-evaluate when AF episodes or non-AF admissions

Regular re-evaluatmn{é mnnths after presentation, and the at least annually or based on clinical need ]

BlERFHREE  PR/ATERD REAREF1E B T s P A FEOACHI 1 A
European Heart Journal (2024) 00, 1-101

ECG, blood tests,
cardiac imaging,
ambulatory ECG,
other imaging
as needed




DOAC: pharmacokinetics

Apixaban

—> Apixaban t,=12h

2

Bio-availability:
50%
27 %
Edoxaban
| : ﬁdéqﬁ%
—> Edoxaban t,=10-14 h
Bio-availability:
62% 50%

Dabigatran

esterase-mediated

hydrolysis

Bio-availability:
3-7%

Rivaroxaban

Bio-availability:

* 66% (without food)
*=100% (with food)

11-13h (elderly)

pia
P-Gp,
Berp

V' " 35%

Europace (2021) 23, 1612-1676

Dose adjustment

CrCL Dabigatran Rivaroxaban Edoxaban Apixaban
A —_— —
90 miimin —F------A - R e i e i e
60 mgP
50 mi/min —f--------1|---1 T Y W R e S e
40 ml/min — 15 mg 30 mg
30 MI/Min —f--=--- -2 T L T
15 o e M M
dialysis Limited randomized trial
v Shared decision making

Dabigatran

Apixaban recommended
Edoxaban

Rivaroxaban Not recommended




Table 11

DOAC

Apixaban

Dabigatran

Edoxaban

Rivaroxaban

Recommended doses for direct oral anticoagulant therapy

Standard full dose

5 mg twice daily

150 mg twice daily

60 mg once daily

20 mg once daily

Criteria for dose reduction Reduced dose only
if criteria met

Two out of three needed for dose reduction: 2.5 mg twice daily
(i) age >80 years =lafamIggal Eﬁ%E“%(ABC)

(i) body weight <60 kg

(iii) serum creatinine =133 mmol/L. (Scr = 1.5)

Dose reduction recommended if any apply: 110 mg twice daily
() age>B0years  Europe: F4C2805% 3k Blverapamilil A I {EHI £

(i) receiving concomitant verapamil.

Dose reduction considered on an individual basis if any apply: =om M EbEE = EREEE =
(i) age 75-80

(i) moderate renal impairment (creatinine clearance 30-50 mL/min) Taiwan:

(i) patients with gastritis, oesophagitis, or gastro-oesophageal reflux :

, , , , BW<50 kg
(iv) others at increased risk of bleeding.

Dose reduction if any apply: BCD criteria 30 mg once daily
(i) moderate or severe renal impairment (creatinine clearance 15-50 mLU/min)

(i) body weight <60 kg
(iii) concomitant use of ciclosporin, dronedarone, erythromycin, or ketoconazole.

Creatinine clearance 1549 mUmin. Clcr 15-49 Blp#{K &I & 15 mg once daily

Taiwan: 10-15 mg qd for

Clcr 15-49 ml/min

© ESC 2024



Vitarnin K antagonist
oral anticoagulants

Avoid where
possible
MNSAIDS
Fluconazale
Woriconazole
Flucxetine

Reduce warfarin
dose
Amibodarane
Metronidazole
Sulphonamides
Allapurinal
Fluvascadn
Gemfibrozil
Fluorauracil

Increase warfarin
dose

Carbamazepine

Monitor IMR carefully
Dronedarone
Statns
Penicillin antibiotics
Macrelide ancibiotics
Quinokone andblodes
Rifampicin
Medhoorexate
Ritonavir
Phenyrain
Sodium wvalproate
Tamaiifen

Chemaotherapies

Limit consumption

Alcohol
Grapefruit/cranberry juice
St Johin's wort

Apixaban

Avoid where
possible

Phenobarbital
Rifzrmipicin

Irraconazole
Ketsconazole

Avoid or reduce
apixaban dose if
another interacting
drug therapy
Posaconazole
Voriconazole
Protease inhibioors

Apaluamide
Enzalucamide
Tyrosine kinase
inhibicors

Limit consumption

Grapefruie julce
3z |John's wort

pP-gp
28

CYP3A4  Yes

Direct oral anticoagulants

Dabigatran

Cuinidine
Clarichromycin
Pasaconazole

Limit consumption

Grapefruic juice
St john's wort

No

RE (~25%)

Edoxaban

Avoid where
possible
Carbamazepine
Pheenyroin
Phenobarbital

Rifarpicin
Rizosnavir

Awvoid or reduce
edoxaban dose

Dronedarons

Avoid or reduce
edoxaban dose if
another interacting

drug therapy
Cyclosporin
lraconazole
Ketnconazrole

Erythramiycin

Limit consumption
Grapefruit juice
3z john's wort

Yes Yes Yes Yes

No (<4%)

function impaired

Limit consumption

Rivarcxaban

®

Avoid where
possible
Dranedarane
Carbamazepine
Pheriytesin
Phencbarbical
lraconazale
Ketsconazole
Pasacomnazole
WVoriconazole
Rifampicin
Riranavir

Awoid if another
therapy
Protease inhibitors

Tyrosine kinase
inhibitars

Caution if renal

Werapamil
Cyelosparin
Chrichromycin
Erythirarmycin

Fluconazole

Grapefruit juice
3t john's wort

Yes (~18%)

@ Ercr

@ E S C Europace (2021) 00, 1-65

European Society doi:10.1093/europace/euab065
of Cardiology

POSITION PAPER
EHRA PRACTICAL GUIDE

2021 European Heart Rhythm Association
Practical Guide on the Use of Non-Vitamin K
Antagonist Oral Anticoagulants in Patients with

Atrial Fibrillation

Merative Micromedex”

Drug Drug NeoFax
Interactions IV Compatibility Comparison CareNotes Pediatrig

Drug Interactions

Type the drug name (brand or generic) in the search field. Select the drug and click the [ (Add) button.

l 9 UpToDate” l

< Back

Item(s)

Q_ Enter ltem Name

 DOAC level monitoring:

Drug Interactions

* severe bleeding, the need for urgent
surgery, or thromboembolic events
despite apparent DOAC compliance

* insufficient evidence
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* Considerations for DOAC Use in the Elderly AF



AF r|sk in different age groups e

Bl — Female - 75-79 years .
B — Male = - = Egl';a'e Y After 75Y:
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DOAC in older non-valvular AF

RE-LY'® ROCKET-AF® ARISTOTLE® ENGAGE AF- AVERROES'"  ELDERCARE'?
Timi 48*
NOAC Dabigatran Rivaroxaban Apixaban Edoxaban 5/2.5mg 15mg
Dose(s) 150 mg, 110mg 20/15mg 5/2.5mg 60/30 mg, 30/15 mg
75 years, N (%) 7258 (40) 6229 (44) 5678 (31) 8474 (40) 1898 (34) 984 (100 EAEI(L31-40%

Adjusted HR (95% ClI

65-74 vs <65 years 1.45 (1.04-2.00) 1.13 (0.77-1.67) 1.83 (1.40-2.39) 3.30 (1.72-6.31)
>75vs <65 years  1.83 (1.32-2.54) 1.81 (1.24-2.63) 2.68 (2.04-3.52) 3.77 (1.94-7.30) A | Stroke or Systemic Embolism B Major Bleeding
5 - 20! 20 |
HR > 1 favors warfarin HR > 1 favors warfarin
HR < 1 favors NOACs HR < 1 favors NOACs

I
1

10 ¢

(O8]
I

o
«w

Event Rate (%/patient years)
%]

0s |
P-int 0.31
0

<65 years
FEAOHA - o/ 1 Bt n657ayears 5
m 275 years
2.3
1.8 int 0. it 0,02
1 = 0.9 : SO‘Y ”Agc(y:oan)atb:sclim” 1(‘;6Y Age (years) at ba 90Y
0.3 #1£50-1007% £ FIDOACEBAE B UL/ 13 ZE ol B
. 905 N {ERADOACE A L M @ ks tEVKA L

Stroke/SEE Ischemic Stroke Major Bleeding ICH EHJ supl. (2022) 24. Al—AlO,

Hazard Ratio (95% CIl) NOAC vs Warfarin
o
o

=
ma




Comparisons of DOAC in age> 75

DABIGATRAN RIVAROXAEAN APIXABAN EDOXABAN

Stroke/systemic embolism

(SE) Obs.
Major bleeding RCT

Obs.
Intracranial hemorrhage RCT
(ICH) Obs.
Gastrointestinal bleeding RCT
(GIB) Obs.
Mortality RCT

Obs.

* In RCT:

* Apixaban, dabigatran 150 mg reduce stroke/systemic embolism l‘
* Apixaban ,edoxaban reduce major bleeding and ICH p
e Dabigatran, rivaroxaban, edoxaban increase GIB ,I

Front Pharmacol . 2020 Sep 9:11:583311.



2020 NEJM ELDERCARE-AF

PHASE 3, DOUBLE-BLIND, MULTICENTER, RANDOMIZED TRIAL IN JAPAN

984

Patients >80 years of age with
nonvalvular AF who were not
candidates for standard-dose
anticoagulation

* Age > 80 with NVAF who are not candidates
for standard dose OAC
e CrCL 15-30 mL/min or
e BW< 45 kg or
* Bleeding history or

* NSAID/APT use
* Mean age: 86.6+4.2 years
e CrCL:36.3+14.4 mL/min
* CHA,DS,-VASc score: 3.1+1.1

* HAS-BLED: 2.3+0.9
NEJM. 2020;383:1735-45

Cumulative Incidence of Event (%)

il /) Stroke and systemic thromboembolism

100+

HR=0.34 (0.19-0.61)

UUUUUUU

Placebo

0 4 8 12 16

T T T |
20 24 28 32 36

Cumulative Incidence of Event (%)

100-
90
80
70-
60
50
40
30
20
10-

HR=1.87 (0.90-3.89)

— e

Edol1l5 mg

Placebo

0 4 & 12 16 20

I I
24 28 32 36

Months since Randomization



JAMA Cardiology | Original Investigation

Dose Reduction of Edoxaban in Patients 80 Years and Older

With Atrial Fibrillation

Post Hoc Analysis of the ENGAGE AF-TIMI 48 Randomized Clinical Trial

* Dose-reduction criteria for edoxaban (BW =< 60 kg or CrCl 15 to 50 mL/min or DDI)

* Dose-reduction criteria(n=1891)/ No dose-reduction criteria (n=1700)

E Eventrateat3y

60 mg/dBEEEMGIBEMR

Endogenous FXa activity

10- 00+
Higher ischemic r|'5kl
[l Edoxaban 60 mg +4.61%
84| [ Edoxaban 30 mg a‘i 907
= = g0l
M G- o
p o
E -U. 1?% E ?G ————————————— -——- ————————————————————————
R g 71% FXa activity 67y
£ 4 = 60 mg
2 & °07
L o
=
2- 2 ol Edoxaban, 60 mg 60 mg >80 yr f£FA60 mg
Edoxaban, 30 mg WE'IE Fa Xé\}ﬁ'f’:tﬁﬁ
A
0- 0 Higher bleeding risk € - @ pkE EFH
Ischemic stroke Major Gl bleed 50 60 70 80
Outcome Age, y

A 48 £R 0 14 o ] 38 A SRER

Patients with No Dose-Reduction Criteria

JAMA Cardiol . 2024 Jul 10:e241793.



DOAC in very elderly (>90yr) AF with high risk

for bleeding

Taiwan NHIRD 2012-2016

AF patients aged > 90 years
n=22,238

AF+ >907%

AF patients aged 2 90 years who survived
more than 90 days after the index date

* Taiwan NHIRD

* Mean age: 92.5t£2.8 years

* CHA,DS,-VASc score: 5.8%£1.5
* HAS-BLED: 4.3%1.1

L n = 16,798
|
AF, Age>90Y +
L N=7362 JEICH/GIB/CKD%E
4 v v
No OAC Warfarin DOAC
N=4955 (67.3%) N=670 (9.1%) N=1737 (23.6%)
f ¥ 3

Dabigatran; n = 620
(110/150mg = 564/56)
| =

Rivaroxaban; n = 927
(10/15/20mg = 343/380/20
| =

4

Apixaban; n =190
(2.5/5mg = 167/23)
| =

|

Heart Rhythm . 2021 Jun;18(6):871-877



Composite risk of
oh & (L M sk R )
EEL - 35T

Reference:;2 FHOAC

Warfarin 12 /10 /& b
DOAC /) & Bz

N::t‘il:::f Nu:IZﬁ: ol Incidence”® Without OACs aHR* (95%Cl) P value
~ History of CKD (n=3,151) | :
Without OACs 2,058 1,287 46.51 ® reference -
Warfarin 356 234 4950 o 1.097 (0.953 — 1.262) 0.197
NOACs 737 286 33.95 il i 0.754 (0.663 — 0.859) <0.001
Dabigatran 262 138 37.67 '—A—g 0.823 (0.673 - 1.006) 0.057
Rivaroxaban 384 132 33.27 —_— : 0.728 (0.592 - 0.894) 0.002
Apixaban 91 16 20.17 ' A ' ' 0.374 (0.206 — 0.678) 0.001
History of ICH (n=950) i
Without OACs 689 447 4553 , reference -
Warfarin 58 40 53.11 -—{-0—. 1.125 (0.812 — 1.559) 0.478
NOACs 203 83 33.42 —il— : 0.695 (0.548 — 0.881) 0.003
Dabigatran 67 36 33.91 '+| 0.709 (0.504 — 0.998) 0.049
Rivaroxaban 110 41 3217 — 0.690 (0.499 — 0.954) 0.025
Apixaban 26 6 40.75 AE 0.899 (0.399 — 2.025) 0.797
listory of Gl bleeding (n = 5,37( !
Without OACs 3,683 2,336 43.91 & reference -
Warfarin 440 283 51.09 :'-0-' 1.191 (1.052 - 1.348) 0.006
NOACs 1,247 520 33.35 koA E 0.776 (0.704 - 0.855) < 0.001
Dabigatran 452 242 36.19 -—A—: 0.872 (0.763 — 0.997) 0.046
Rivaroxaban 658 249 31.73 —— : 0.730 (0.639-0.833) <0.001
Apixaban 137 29 27.36 —_—— : 0.650 (0.450 — 0.939) 0.022
One of above risk factors (n = 7,362) i
Without OACs 4,955 3,084 4277 ¢ reference -
Warfarin 670 435 49.53 :'- 4 1.163 (1.052 — 1.287) 0.003
NOACs 1,031 695 32.22 L : 0.763 (0.702 - 0.830) < 0.001
Dabigatran 620 319 34.15 [a— : 0.835 (0.743 — 0.938) 0.002
Rivaroxaban 927 340 31.77 —— : 0.747 (0.667 - 0.836) < 0.001
Apixaban 190 36 23.56 — — : 0.574 (0.413 - 0.798) 0.001
0.125 0.25 0.5 1 2 4

Heart Rhythm . 2021 Jun;18(6):871-877
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Elderly > 75 yrs or

frail patient with AF

Eligible for oral anticoagulation?

SEH 2 . o
AR - O EHEF
i EfE - HwRE (class llb)

Absolute contraindication to NOAC? Non-pharmacologic therapy
5 s (e.g.. left atnal appendage

/ \ 2% - B5EDOAC
or
VKA NOAC
(target INR 2.0-3.0) EEE|I SRR Edoxaban 15 mg OD
l @5t Fapixaban, edoxaban {EE|IZ/edoxaban 15 mg/d -
Assess criteria for dose reduction BIZ#LE RNz E T

‘:y \a

Apixaban 2.5 mg BID Apmxaban 5 mg BID

Or Or 6g = & 3
B2 >80yr fEAR#edoxaban EHJ supl. (2022) 24. A1-A10,
Edoxaban 30 mg OD  Edoxaban 60 mg OD - mg/d HIGI I @ & Int J Cardiol Heart Vasc. 2024 Feb; 50: 101333,

JAMA Cardiol . 2024 Jul 10:e241793.



Case scenario 1

* (A) Apixaban 2.5 mg bid
e (D) Clopidogrel + Rivaroxaban 2.5 mg bid r

* Antithrombotic agent for 80 yr female, 150 cm, 45 kg, AF, stroke, HTN, CKD
(Scr 1.8, eCler 18 ml/min) CHA,DS,-VA = 5 (Age, stroke, HTN)

e (B) Edoxaban 30 mg qd

* (C) Edoxaban 15 mg qd

. . o

e (E) Dabigatran 110 mg bid )

* (F) Clopidogrel 75 mg gd + edoxaban 15 mg qd ! ﬁ

* (G) Warfarin 2.5 mg hs




DOACs efficacy and safety in renal impairment

. Dabigatran Dabigatran _

HR (95% CI) HR (5% CI) HR (95% CI) HR (95% CI)
eGFR (mL/min)
~ N d No data
Stroke or >50-80 - | -
SE
[ = hd | -1 . T ]
Apixaban: — 1 - .*
SE e 2-4 &
. EHRLERE(~27%)

« RCTin ESRD under KRT
(RENAL-AF, AXADIA-AFNET 8) -

No data
MEIEL >50-80 - ad T
bleeding [

> ++ + )
[

»
+
I

Overall®-+ » - L

Capranzanc P et al. Expert Rev Cardiovasc Ther 20151 1:957-073
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FIGURE 3 Practical Considerations for Dosing in a Real-World Setting (e.g., Edoxaban)

Key principle: Offer standard recommended dosing for all patients
Standard recommended dose 60 mg/d

.
Low dose 30 mg/d with dose reduction criteria

(Defined by ENGAGE-AF TIMI 48)'3

Alternative choice for fragile population eSS A+ B EIS
Low dose 30/15 mg/d
(Considering net clinical analysis supported by subanalyis of ENGAGE-AF TIMI 48)*

Last resort for elderly high-risk population Blizth= Nzt
Low dose 15 mg/d
(Considering low dose is better than no treatment - supported by ELDERCARE-AF)™ 18 80yr with eClr 15-30,

or BW <45 kg, or
bleeding history, or
JACC: Asia. 2023 Oct, 3 (5) 707-723 NSAID/APT user



https://www.jacc.org/journal/jacc-asia

2023 American Geriatrics Society Beers Criteria (AN BT E = %

Rationale Recommendation Quality of | Strength of
evidence | recommendation

Warfarin Higher major bleeding risks(esp. ICH), similar or  Avoid unless High Strong
(VKA) lower effectiveness than warfarin. contraindicated to
DOAC:s are preferred choice for most people DOAC
If long term warfarin
use with TTR>70% and

no ADR, may keep VKA

Rivaroxaban Higher risk of major bleeding and GIB than other Avoid if safer Moderate Strong
DOAC s, particularly apixaban. anticoagulant

Reasonable when once daily dosing is necessary alternatives

for better compliance

All DOACs confer lower risk of ICH than warfarin

Increase GIB risk compared with VKA, Increase Use with caution Moderate Strong

GIB/major bleeding compared with apixaban.

Dabigatran

J Am Geriatr Soc. 2023;71:2052-2081. Ther Adv Chronic Dis 2019, Vol. 10: 1-21



Case scenario 1

* Antithrombotic agent for 80 yr female, 150 cm, 45 kg, AF, stroke, HTN,
CKD (Scr 1.8, eClcr 18 ml/min) CHA,DS,-VA = 5 (Age, stroke, HTN)
e (A) Apixaban 2.5 mg bid (Age >80yr, BW < 60 kg, Scr>1.5)
e (B) Edoxaban 30 mg qd (BW <60 kg, eClcr 15-50 ml/min)
° (C) Edoxaban 15 mg CId (Age > 80 yr with BW <45 kg and eClcr 15-30 ml/min, Eldercare-AF)
e (D) Clopidogrel + Rivaroxaban 2.5 mg bid
e (E) Dabigatran 110 mg bid
 (F) Clopidogrel 75 mg gd + edoxaban 15 mg qd
* (G) Warfarin 2.5 mg hs



Case scenario 2

» Antithrombotic agent for 75 yr male, 165 cm, 70 kg, AF, DM, ACS s/p
PCl 2 months ago, Scr 1.1 (eCLcr 57.4 ml/min)

CHA,DS,-VA = 4 (Age, DM,

* (A) Aspirin + clopidogrel + edoxaban 15 mg qd Vascular disease)
* (B) Ticagrelor + rivaroxaban 15 mg qd

e (C) Prasugrel + dabigatran 110 mg bid

* (D) Clopidogrel + apixaban 2.5 mg bid @

* (E) Clopidogrel + apixaban 5 mg bid
* (F) Clopidogrel + edoxaban 30 mg qd




Antithrombotic regimen in AF + PCI (ACS/CCS)

DOACs rather than VKA are recommended in eligible patients when combining with antiplatelet therapy

(Class I)
(Class Ill)
VWhen using VKA in combination with antiplatelet therapy, keep INR 2.0-25 and TTR =70% VKAZINR 2.0-3.0
(Class lla) (Class 1)

Clopidogrel is the preferred P2Y _i when combining with any OAC

« DOACIERVKA + 7B =R R {EDOACHE| = (use appropriate DOAC use)
« MNREAVKARIZERFINR 2-2.5 ( MB) KTTR>70%
« SHFDOACHT - P2Y12#] I {2 St 2 clopidogrel

European Heart Journal (2024) 00, 1-101




Antithrombotic regimen

in AF + PCI (ACS/CCS)

ACS, PCl or CCS Up to | week | month 6 months |2 months
R o %2 HA{E FATAT (Triple
.".--- - \.
undI:EgSning mfgﬁ: - (DAE + P2Y i (Class I) ) (mc only (CRass |}> anti- thLC_)fﬂ botic agents)

PCI =y )\ Y, EHH'{ ﬁﬁasp|r|n(<1
ACS high -’fmcﬂ’l‘r’.li :%"( W( > Week) (Class I)
schae:‘- ic | + aspirin E}AC + P2Y i (Class [) j OAC only (Class [)

risk ﬁ“‘_: (Class lla) ':;I.-f’f’l; LS J]:Il

ACS Vs 1 ( \ * =) ﬁ;l }—l/ B % 1% }EH
rnedicall: |( OAC + P2Y i 8 - CDAC only TA-)I- E_ -F ﬂﬁl ﬁ (C | dSS
managed  \_ 2\ lla

cCs cw:: + P2Y, |
uncnmplicated + aspirin DAE + P2Y i (Class I)
FCI {Cliss 1)

] ( OAC only (Class 1)
AN

» FEFEE(CCS)

BACS)IBEEZEHR
OACE[ O] (class 1)

CCS high ’Eom: + P2Y | = ( (
ischaemic + aspirin | [ OAC + P2Y i (Class 1) W OAC only (Class 1)
risk® \Q (Class l1a) :ﬁ; N VAN
~
Stable CCS E—

)
:

European Heart Journal (2024) 00, 1-101



Use appropriate DOAC dose

[F{ivarm{aban 15 mg once dail}#]should be considered e
- BRAEERRESE - MRES

uuﬂ]lHB kﬁAﬁkﬂ]lHBM(ex sz 28
BRRE - PRE) AIoZERSE
rivaroxaban (15mg/d)sk
dabigatran (110 mg bid)

in preference to rivaroxaban 20 mg once daily when
combined with antiplatelet therapy in patients where lla
concerns about bleeding risk prevail over concerns

about stent thrombosis or ischaemic stroke.”®>

[ Dabigatran 110 mg twice daily]sh-::ulcl be considered

in preference to dabigatran 150 mg twice daily when BRI 5 55 S | S R E A
¢ = 1L 71X ==R:
Z:EE%@EU%EE%

combined with antiplatelet therapy in patients where lla

concerns about bleeding risk prevail over concerns

about stent thrombosis or ischaemic stroke.”®®

2020 ESC AF n patients a{high bleeding risk (HAS-BLED >3), rivaroxaban 15 mg o.dJshould be considered in preference to rivaroxaban 20 mg
o.d. for the duration of concomitant single or DAPT, to mitigate bleeding risk.'%®°

In patients a&igh bleeding risk (HAS-BLED >3), dabigatran 110 mg b.i.d should be considered in preference to dabigatran 150 mg
k.1079

b.i.d. for the duration of concomitant single or DAPT, to mitigate bleeding ris



Case scenario 2

» Antithrombotic agent for 75 yr male, 165 cm, 70 kg, AF, DM, ACS s/p
PCl 2 months ago, Scr 1.1 (eCLcr 57.4 ml/min)
* (A) Aspirin + clopidogrel + edoxaban 15 mg qd
* (B) Ticagrelor + rivaroxaban 15 mg qd
e (C) Prasugrel + dabigatran 110 mg bid
* (D) Clopidogrel + apixaban 2.5 mg bid (off label under dose)
* (E) Clopidogrel + apixaban 5 mg bid (Age <80 kg, BW 260 kg, Scr < 1.5)
 (F) Clopidogrel + edoxaban 30 mg qd (eClcr >15-50 ml/min)



Pillars for AF Management
Access to All Aspects of Care for All

—_— (ISt | e
Symptom
Management

Shared Decislon-Maklng

Treat Risk Factors and Enact Behavioral Changes

Circulation. 2024;149:el - e156.



Summary

e 2024 ESC AF guideline update
* CARE: HIREIE ~ WL PE/ 1% - AEARAERE - FHEDR
« CHA,DS,-VA score (BUHsex issue)
* Use appropriate DOAC dosing, drug compliance!

* DOAC use in the elderly
* Frail, fragile, East-Asia population
* DOAC > warfarin unless contraindication, apixaban/edoxaban preferred

* Dose adjustment criteria
* Apixaban (Age, BW, Clcr), edoxaban (BW, Clcr, DDI), Rivaroxaban (Clcr), Dabigatran (Clcr)
* Antithrombotic regimen when AF+ACS/CCS: short aspirin duration,
clopidogrel as P2Y12 inhibitor when combine DOAC use

» Shared Decision Making (SDM)




