Sinh hoat khoa hoc
Bao cao nghién ctu NOAH — AFNET 6

Bs. Pao Minh Blc
Phong C9, Vién Tim mach, Bv Bach Mai



Universitares
Herz- und GefaRzentrum AN

Hamburg —  TREET T s

Anticoagulation with Edoxaban In
Patients with Atrial High-Rate Episodes
(AHRE)

Results of the NOAH —AFNET 6 Trial

Paulus Kirchhof, Tobias Toennis, Andreas Goette, A John Camm, Hans Christoph Diener, Nina
Becher, Emanuele Bertaglia, Carina Blomstrom Lundqvist, Martin Borlich, Axel Brandes, Nuno
Cabanelas, Melanie Calvert, Gregory Chlouverakis, Gh.-Andrei Dan, Joris R. de Groot, Wolfgang
Dichtl, Borys Kravchuk, Andrzej Lubinski, Eloi Marijon, Béla Merkely, Lluis Mont, Ann-Kathrin Ozga,
Kim Rajappan, Andrea Sarkozy, Daniel Scherr, Rafat Sznajder, Vasil Velchev, Dan Wichterle,
Susanne Sehner, Emmanuel Simantirakis, Gregory Y. H. Lip, Panos Vardas, Ulrich Schotten,
Antonia Zapf

p.kirchhof@uke.de



mailto:p.kirchhof@uke.de

Nguy co thuyén tac cla rung nht
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Khuyén cao diéu tri chong dong d BN Rung

nhi

Patient with Atrial Fibrillation; Eligible for Oral Anticoagulation

v
( AF patients with prosthetic mechanical heart valves or moderate-severe mitral stenosis?

1 1
No Yes
v v

Step 1 Identify low-risk patients VKA with high time in
therapeutic range
(target INR range depends

v on type of

Low stroke risk?

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

valve lesion or prosthesis)

Address modifiable bleeding risk factors in all AF patients.
Calculate the HAS-BLED score.

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

I I
No Yes
v v
Step 2 No antithrombotic
Consider stroke prevention (ie. OAC) in all AF patients with treatment
CHA,DS,-VASc =1 (male) or =2 (female)

v

[ CHA,DS,-VASc ]

T
=1 (male) or =2 (female)

v

T
>2 (male) or 23 (female)

v

OAC should be considered OAC is recommended
(Class lla)
v

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

#f a VKA being considered, calculate SAMe-
TT,R, score: if score 0-2, may consider VKA
treatment (e.g. warfarin) or NOAC; if score >2,
should arrange regular review/frequent INR
checks/ counselling for VKA users to help good
anticoagulation control, or reconsider the use
of NOAC instead; TTR ideally >70%.
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2020 ESC Guidelines for the diagnosis and management of atrial fibrillation
(European Heart Journal 2020-doi/10.1093 /eurheartj/ehaa612)



Cac cHng cu dé tam sodt rung nhi
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Patient initiated (or medical

O || s || mmeiee Figure 6 Systems used for AF screening

smartphone smartwatch or wearable dedicated connectable device
- AN AN J
4 N N N

Intermittent smartwatch ECG
initiated by semi-continuous
photoplethysmogram with prompt Wearable belts for continuous Stroke unit/in hospital telemetry
notification of irregular rhythm or recordings monitoring
\symptoms VAN VAN J
4 N [ N N
Patch IcM
~ / Pulse palpation, automated BP monitors, single-lead ECG devices, PPG devices, other sensors (using
J seismocardiography, accelerometers, and gyroscopes, etc.) used in applications for smartphones,

wrist bands, and watches. Intermittent smartwatch detection through PPG or ECG recordings.

Smartwatches and other ‘wearables’ can passively measure pulse rate from the wrist using an optical O
\L“"“"m Holcer ) \"2‘”°°“‘°"”““°“‘E°°”““°‘/ t“"'“"""'°“"*“'“°"“°” ) sensor for PPG and alerting the consumer of a pulse irregularity (based on a specific algorithm for AF &)

©)

www.escardio.org/guidelines 2020 ESC Guidelines for the diagnosis and management of atrial fibrillation
(European Heart Journal 2020-doi/10.1093 /eurheartj/ehaa612)

detection analysing pulse irregularity and variability
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Thiét bij cdy ghép dién (CIED) ghi tin hiéu trong nhi va
that

@ Atrial bipolar, autogain (4 mm/mV)
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@ Ventricular tip unipolar, autogain (0.8 mm/mV)
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» Udc tinh trén thé giéi moi ndm co khoang 1,2-1,4 triéu CIED duoc
cay ghep

Kusumoto FM, et al. Heart Rhythm 2017 ;14(12):e503-e551



Pinh nghia cua AHRE ( Atrial high rate episodes )

...........................................................................................................................................................................

e Tan sO nhi = 180 chu ky/phut
* Thoi gian kéo dai trén 5-6 phut
* Phat hién bdi cac thiét bi cay ghép (CIED)




Ty |é phat hién roi loan nhip nhi

PPG-based screening ECG-based screening Continuous monitoring by CIED
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% Con AHRE xay ra 25-30% & bénh nhan
2 cao tudi khdong cé rung nhi khi theo déi
20 bang cac thiét bi theo ddi lién tuc
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Atrial arrhythmia detection rate
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Apple heart Huawe Fitbit eBRAVE-AF Smart in OAC VITAL-AF STROKESTOP  SCREEN-AI ASSERT ASSERT Il LOOP
study MAFA Il

Toennis T, et al. EP Europace 2023;2%(7):euad166, https.//doi.org/10.1093/europace/euad166

ESC Congress 2023
Amsterdam & Online



Nguy co thuyén tac ciia AHRE ?

Table ll. Annualized rate of stroke and cardiovascular death in
patients with device-detected AHRE

Study/population Stroke  Cardiovascular death  Sum
ASSERT, % 261 pts, 2.5y FU 1.7 2.9 45
MOST, 26 160 pts, 2.25 FUt 5 4.2 9.2

AT500,”> 725 pts, 1.8-y FUt 3.6
Botto et al,”® 223 pts, 1-y FU 3.2
TRENDS,*° 1.4-y FUt 1.2
SOS,%” 10,106 pts, 2.2-y FU"  0.4-0.8

Kirchhof P, et al. Am Heart J 2017:190:12-18.



Nguy co thuyén tac ctia AHRE

Stroke rates® per AHRE burden and CHA,DS,-VASc category
(n =21 768 device patients not taking OAC)

Baseline maximum daily burden

CHADS;-VASc No AF AF6min-235h | 7okl
score
0 0.33% 0.52% 0.86%
0.62% 0.32% 0.50%

2020 Guidelines for Management of Atrial Fibrillation

0.251 persistent vs. Paroxysmal:
Hazard ratio, 1.43 (95% CI, 1.04-1.96), P value, 0.03
0.20- Permanent vs. Paroxysmal:
2 Hazard ratio, 2.04 (95% CI, 1.60-2.61), P value, <0.001
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Paroxysmal 1576 1226 766 604 310
Persistent 1136 846 502 386 174
Permanent 3854 2909 1975 1505 685

https://doi.org/10.1093/eurheartj/ehu307



Tiém can vdi chi dinh chdng déng @ BN Rung nhi

Condition Points CHA,DS,-VASc score Stroke Risk %
C  Congestive heart failure 1 0 0
H Hypertension 1 1 1.3
A, Age > 75 years 2 2 2.2
D Diabetes mellitus 1 3 3.2
S, Prior Stroke or TIA or 2 4 4.0
Thromboembolism
V Vascular disease 5 6.7
A Age 65—-74 years 6 9.8
STt Sex category / 9.6
8 12.5
9 15.2

CHA,DS,-VASC score = congestive heart failure, hypertension, age, diabetes mellitus, prior stroke or
TIA or thromboembolism, vascular disease, age, sex category.



Con AHRE duoc goi

\

a “Rung nhi dudi lam sang”

No symptoms attributable to AF and
NOT previously diagnosed with clinical AF

Physician-confirmed:
* CIED-recorded electrograms with AHRE
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* |CM-recorded AF

Pacemaker/implantable Insertable Cardiac
defibrillator inserted Monitor (ICM)
under the skin

Electrodes

—>Q3—>

No AF on ECG

Subclinical

I'{Entirre conventional

ECG showing AF

(physician-confirmed)

N

|2-lead ECG, or
* An ECG strip with
=30 sec of AF (including
wearable-recorded ECGs)
) R Y O i
* AF symptoms present or
absent

AF

- S

Manage AF

www.escardio.org/guidelines

2020 ESCG
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Figure 1 Diagnosis of
AHRE/subclinical atrial
fibrillation

GBEDs with an atrial lead can monitor atrial rhythm and store
the tracings. IGM have no intra-cardiac leads but
continuously monitor cardiac electrical activity by recording
and analysing a single-lead bipolar surface EOG based on
specific algorithm.

Left-bottom image: pacemaker with a right atrial lead, and a
ventricular lead in the right ventricular apex. In addition

to pacing at either site, these leads can sense activity in the
respective cardiac chamber. The device can also detect
pre-programmed events, such as AHRE

Rght-bottom image: subcutaneous IOM: these devices have
no intra-cardiac leads and essentially record a single, bipolar,
surface EOGwith inbuilt algorithms for detection of AHRE or
AF.

©ESC

uidelines for the diagnosis and management of atrial fibrillation
(European Heart Journal 2020-doi/10.1093/eurheartj/ehaa612)



Cé chi dinh chéng déng cho BN AHRE khéng?

MOt vai ly do ma nguoi ta than trong hon khi danh gia AHRE

(1) Chi 1 s6 it bénh nhan dét quy cé AHRE xay ra dot quy lién quan dén
thoi gian AHRE

(2) M6t s6 tin hiéu AHRE cé thé ko phai rung nhi ma lién quan dén roi
loan nhip khac, nhiéu day dién cuc...

(3) Cu thé 1 nghién c&ru cho thay khodng 15% c6 AHRE phéan loai la
rung nhi nhung trén Holter khong ghi nhdn AHRE = do nhay cao

nhung do dac hiéu khong cao cua AHRE

(4) Chi khoang 15% bénh nhan AHRE ghi nhdn dugc rung nhi sau
khoang 2,5 nam theo doi

American Heart Journal - May 2017 DOI: 10.1016/j.ahj.2017.04.015



Chéng ddng khdng hiéu qua

o0 bénh nhan AHRE

Enrolment and Randomization

Control
Home monitoring for safety only
Physiclan-directed anticoagulation

Intervention

Home moniioring fully enabled

Protocol defined anticoaguiation

(" Stat Anticoagulat )
icoagulation Continuous monitoring for
AT in two consecutive days for atrial arhythmias using
CHADS; 1or2: 2480 home monitoring

CHADS; 3or4: 2240

Free of AT
Consacutive days for

Continuous monitoring for

( Start and maintain
anticoagulation
CHADS; 5 or 6 or prior thrombo-

L embolism: any duration of AT

e

atrial arrtyythmias using
home monitoning

CHADS; 1 or 2: >30 days
CHADS; 3 or 4: >80 days

Stop anticoagulation
\

Re-detect AT
CHADS; 1,2, 3, or 4: any

Restart anticoagulation
duration of AT

« Nghién clru ngau nhién st dung
chdng dong ngat quang & bénh nhan
co AHRE phat hién trén may ICD

hoac CRT-D

e Tuyén chon 2718 bénh nhan cé

AHRE

« Ké&t qua: Chién lvgc dung
dong & bénh nhan AHRE
thay doi bién cé chinh ( d
d3au, tdc mach hé théng v

chéng
khong lam
Ot quy lan
a chay mau

100

(o) © O
o, o (4

Event-free survival (%)

(o]
o

N, Events
Control
Intervention

JOURNAL ARTICLE EDITOR'S CHOICE

Randomized trial of atrial arrhythmia
monitoring to guide anticoagulation in
patients with implanted defibrillator and

cardiac resynchronization devices @

David T. Martin, Malcolm M. Bersohn, Albert L. Waldo, Mark S. Wathen,
Wassim K. Choucair, Gregory Y.H. Lip, John Ip, Richard Holcomb,

Joseph G. Akar, Jonathan L. Halperin & on behalf of the IMPACT Investigators

European Heart Journal, Volume 36, Issue 26, 7 July 2015, Pages 1660-1668,

| - Control — Intervention
;j P=0.777
T T T T |
0 1 2 3 4 5
Time (years)
1361, 0 928, 27 543, 43 228, 57 75, 60 2,61
1357, 0 906, 28 538, 49 214,59 66, 62 3,63

https://doi.org/10.1093/eurheartj/ehv115



Nghién cdtu NOAH — AFNET 6

Probing oral anticoagulation in patients with () ces
atrial high rate episodes: Rationale and
design of the Non-vitamin K antagonist Oral

anticoagulants in patients with Atrial High
rate episodes (NOAH-AFNET 6) trial

Paulus Kirchhof, MD, *”“** Benjamin F. Blank ¢ Melanie Calvert, PhD, “‘ A. John Camm, MD, ® Gregory Chlouverakis, PhD, "
Hans-Christoph Diener, MD, ? Andreas Goette, MD, "’ Andrea Huening, MD, * Gregory Y. H. Lip, MD, !

Emmanuel Simantirakis, MD, ™ and Panos Vardas, MD ™ Birmingbam, London, United Kingdom; Muenster, Essen,
Paderborn, Munich, Germany; Crete, Greece; and Aalborg, Denmark

Muc tiéu: Pdanh gid hiéu qud chéng déng Edoxaban trong phong dét quy va thuyén tac mach &
bénh nhédn AHRE va c6 yéu té nguy co dét quy so voi khéng st dung chéng déng




Thiét ké nghién ctru: Ngau nhién, mu déi,

gia doi,

Thwc hién tai 206 trung tam & 18 quoc gia

chau Au

La dw an chung cua mang Iv@i Rung nhi (AFNET) va
Hoi Tim mach Chau Au

AFNET la nha tai trgg cho nghién ctru

Tién hanh v&i sy ho tro cia vién nghién clru 1dm sang
co tru s& tai Munich, Blrc va c6 ban giam sat va kiém
tra an toan di liéu

Puoc hé tro béi cdng ty Daiichi- Sankyo Chau Au,
Trung tdm nghién cru tim mach Bc (DZHK ) va B6
giao duc va nghién cwu Duc

() Daiichi-Sankyo :

DEUTSCHES ZENTRUM FUR
HERZ-KREISLAUF-FORSCHUNG E.V.

AAAAAA

Kirchhof Pet al. Am Heart J 2017;190:12-18. DOI: 10.1016/j.ahj.2017.04.015.



SO DO NGHIEN CUUNOAH — AFNET 6

AAAAAA

3.

Bénh nhan gom

1. ConAHRE dai trén 6 phut va tan so 2170 chu ky/phut ‘
2. Tubi =65 kém theo it nhat mét yéu t0: Suy tim, THA, BTD, Tién s dot quy, bénh mach mau

hoac tudi > 75.

Loai trr (da dwoc chan doan rung nhi, ¢ chi dinh dung chéng déng, chéng chi dinh dung
1:1 Phan ngau nhién

chong dong)

e —————

A 4

Nhém chirng (1,266 bénh nhan)
Mu dbéi, gia doi

Gia dwoc hoac dung acetylsalicylic acid 100 mg

néu co6 chi dinh (PAD, CAD/MI, stroke)

Chong déng (1,270 bénh nhan)
Mu doi, gia doi
Edoxaban liéu 60 mg, hoéc liéu

30 mg néu co tiéu chi giam liéu

Primary outcome: Cdng gop ty |& ddt quy, thuyén tadc mach hé théng hoac t& vong tim mach.
Safety outcome: Cong gbép chay mau lén theo ISTH hoac t&r vong do moi nguyén nhan
Chuyén sang dung chéng déng néu cé bang chirng Rung nhi trén ECG
ECG: Theo dbi khi bat dau va mdi sau 6 thang sau khi di kham

TAt ca bénh nhan dwoc theo ddi cho dén khi két thdc nghién clru
Kirchhof Pet al. Am Heart J 2017;190:12-18. DOI: 10.1016/j.ahj.2017.04.015.



Pac diém bénh nhan

Edoxaban Placebo

Characteristics (N=1270) (N=1266)
Age, mean £ SD 77.4% 6.5 7.5+ 68
Age > 75 years, N 845/1270 (66.5%) 855/1266 (67.5%)
Female Sex, N (%) 469/1270 (36.9%) 480/1266 (37.9%)
Acetylsalicylic acid indication at randomization, N (%) 680/1270 (53.5%) 682/1266 (53.9%)
CHA:DS,-VASc score, median (IQR) 4.0 (3.0, 5.0) 4.0 (3.0, 5.0)
AHRE with atrial rates >200 beats per minute, N (%) 918/944 (97%) 896/925 (97%)
AHRE episode duration [hours:minutes], median (IQR) 2:50 (0:50, 9:14) 2:47 (0:43, 9:28)
Device recording AHRE, N (%)

Pacemaker 1017/1270 (80.1%) 1055/1266 (83.3%)

Defibrillator 100/1270 (7.9%) 88/1266 (7.0%)

Cardiac Resynchronization device 138/1270 (10.9%) 113/1266 (8.9%)

Implanted loop recorder 15/1270 (1.2%) 10/1266 (0.8%)

Kirchhof Pet al. Am Heart J 2017;190:12-18. DOI: 10.1016/j.ahj.2017.04.015.



Pac dié

Heart failure — r;o./total no. (%)$
Hypertension — no./total no. (%)9
Diabetes mellitus — no./total no. (%)

Previous stroke or transient ischemic attack —
no./total no. (%)

Previous myocardial infarction, PCI, or CABG
— no./total no. (%)

Indication for acetylsalicylic acid at random-
ization — no./total no. (%) |

Indication for edoxaban dose reduction to 30
mg once daily — no./total no. (%) |

Estimated creatinine clearance — ml/min
Hemoglobin — g/liter**
Heart rate — beats/min{
Cardiovascular therapies — no./total no. (%)
Beta-blockers
Antihypertensive therapy

ACE inhibitors, ARBs, or sacubitril-val-
sartan

Loop diuretics
Mineralocorticoid-receptor antagonists
Statins

m bénh nhan

361/1270 (28.4)

1096/1270 (86.3)
350/1270 (27.6)
122/1270 (9.6)

353/1270 (27.8)
684/1270 (53.9)
365/1270 (28.7)

66.4+23.6
138.9+17.5
68.9+10.8

741/1263 (58.7)
1155/1263 (91.4)
889/1263 (70.4)

325/1263 (25.7)
209/1263 (16. 5)
762/1263 (60.3)

335/1266 (26.5)
1109/1266 (87.6)
331/1266 (26.1)
131/1266 (10.3)

316/1266 (25.0)
683/1266 (53.9)
382/1266 (30.2)

65.7+£23.2
138.6+16.9
68.4+10.8

735/1250 (58.8)
1141/1250 (91.3)
869/1250 (69.5)

331/1250 (26.5)
189/1250 (15.1)
732/1250 (58.6)

696/2536 (27.4)
2205/2536 (86.9)
681/2536 (26.9)
253/2536 (10.0)

669/2536 (26.4)
1367/2536 (53.9)
747/2536 (29.5)

66.0+23.4
138.8+17.2
68.6+10.8

14762513 (58.7)
2296/2513 (91.4)
17582513 (70.0)

656/2513 (26.1)
398/2513 (15.8)
1494/2513 (59.5)

Kirchhof Pet al. Am Heart J 2017;190:12-18. DOI: 10.1016/j.ahj.2017.04.015.




Nghién ciru phai két thic sé&m

Thei gian theo doi : 21 thang

Study start date: 01/02/2016

Planned recruitment end date: 01/05/2019
Final recruitment end date: 08/09/2022
Study end date: 31/12/2022

Edoxaban (1270 BN):
232 BN xuat hién rung nhi (8.7%/nam)
134 xin duwng tham gia

Nhom chirng/ASA (1266 BN):
230 BN xuat hién rung nhi (8.8%/nam)
134 xin duwng tham gia

So6 sw kién toi thieu dw kién: 222
So sw kién ghi nhan bién co theo tiéu chi chinh: 184

Edoxaban (1270 BN):

Bi€n cd thuyén tac /TVTM: 83 (3.2%/nam)
Ty lé dot quy: 0.9%/nam

Bién c6 chay mau nang/TV: 149 (5,9%/nam)

ESC Congress 2023
Amsterdam & Online

Nhom chirng/ASA (1266 BN):
Bi€n co thuyén tac/TV TM: 101 (4.0%/n3m)
Ty lé dot quy: 1.1%/nam
Bién c6 chay mau nang/TV: 114 ( 4,5%/nam)
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|& thuyén tac/tlr vong tim mach

Table 2. Efficacy Outcomes.*

Outcome

Primary composite efficacy outcomet

Ischemic stroke

Systemic embolism
Myocardial infarction
Pulmonary embolism
Peripheral limb embolism
Abdominal embolism

Cardiovascular death

Death due to acute myocardial infarction

Sudden cardiac death
Death due to heart failure
Death due to stroke

Death due to cardiovascular hemorrhage

Death due to other cardiovascular cause

Death of unknown cause, counted as car-

diovascular cause

Edoxaban Placebo
(N=1270) (N=1266)
no. of patients with event /patient-yr
(% per patient-yr)
83/2557 (3.2) 101/2495 (4.0)
22/2573 (0.9) 27/2519 (1.1)
14/2579 (0.5) 28/2515 (1.1)

10/2589 (0.4)
3/2589 (0.1)
1/2592 (<0.1)

0

52/2595 (2.0)
1/2595 (<0.1)

18/2595 (0.7)

13/2595 (0.5)
1/2595 (<0.1)
2/2595 (0.1)
1/2595 (<0.1)

16/2595 (0.6)

16/2524 (0.6)
9/2533 (0.4)
3/2536 (0.1)
1/2540 (<0.1)

57/2540 (2.2)
4/2540 (0.2)

13/2540 (0.5)

15/2540 (0.6)
3/2540 (0.1)
1/2540 (<0.1)
4/2540 (0.2)

17/2540 (0.7)

Kirchhof Pet al. Am Heart J 2017;190:12-18. DOI: 10.1016/j.ahj.2017.04.015.

Adjusted Hazard Ratio
(95% Cl)

0.81 (0.60 to 1.08)
0.79 (0.45 to 1.39)
0.51 (0.27 to 0.96)

0.90 (0.62 to 1.31)




Tiéu chi gidam thiéu ty |& thuyén tac/tl vong tim mach

A Stroke, Systemic Embolism, or Death from Cardiovascular Causes

100-
3¢-HR 0,81 (95% CI 0,6 — 1,08; p=0,15)
_ 90 25
X N
oy $0 20
Placeb
:3, 70 5. acebo
G
(=] . -
8 60 10 Edoxaban
] 04 5+
= 5
(&)
£ 40— 0 T T T T 1
g 0 1 2 3 4 5
' 30-
-
E  20-
o
10+
0 I | | 1 1
0 1 2 3 4 5
Years since Randomization
No. at Risk (no. of events)
Edoxaban 1270 (37) 873 (20) 559 (19) 327 (3) 148 (4) 42
Placebo 1266 (44) 822 (30) 534 (16) 329(7)  137(1) 50

Khong cé sw khac biét vé ty 1&é dot quy, thuyén tac mach hé théng va tlr vong tim mach & nhém

dung edoxaban va nhédm chirng

Kirchhof Pet al. Am Heart J 2017;190:12-18. DOI: 10.1016/j.ahj.2017.04.015.



Tiéu chi giam thiéu ty 1é thuyén tac/tl vong tim mach

Table lIl. Annualized rate of stroke and cardiovascular death in
L_l

natients with devicedetected AHRE Estimated stroke rate:1.9%/year
Study/population Stroke  Cardiovascular death  Sum Estimated CV death rate: 3.3%/year

L] L] O o
ASSERT,2 261 pis, 25y FU 17 53 " Estimated primary outcome: 5.3%/year

MOST,%; 160 pts, 2.25-y FUt S5 4.2 9.2 Kirchhof P, et al. Am Heart J 2017;190:12-18.
AT500,°° 725 pts, 1.8y FUt 3.6

Botto et al,>* 223 pts, 1-y FU 3:2
TREN‘DS,}U 1.4-y FUT 1.2
SOS,7 10,106 pts, 2.2-y FU'  0.4-0.8

Edoxaban Placebo Adjusted hazard ratio (95% Cl) P value

Primary Outcome 83 (3.3) 101 (4.0) 0.81 (0.60 to 1.08) 0.15

Ischemic stroke 22 (0.9) 27 (1.1) 0.79 (0.45 to 1.39)

Systemic embolism 14 (0.5) 28 (1.1) 0.51 (0.27 to0 0.96)

Cardiovascular death 52 (2.0) 57 (2.2) 0.90 (0.62 to 1.31)

Ischemic strok temi

S AT 25 (1.0) 38 (1.5) 0.65 (0.39 to 1.07)

Kirchhof P et al. NEJM published online 25 August 2023. doi: 10.1056/NEJM0a2303062

ESC Congress 2023 o

Amsterdam & Online



Tiéu chi chay mau

nang/ t& vong do moi nguyén nhan

Table 3. Safety Outcomes.*

Outcome

Composite safety outcomeT

Death from any cause
Cardiovascular death
Cancer-related death
Covid-19-associated death

Death due to acute infection
or sepsis

Death due to frailty or old age

Death due to accident or poly-
trauma

Death due to lung disease
Death due to acute abdomen
Kidney-related death
Dementia-related death
Suicide

Major bleeding

Mean no. of major bleeding
events per patient

Edoxaban
(N=1270)

Placebo
(N=1266)

no. of patients with event/patient-yr
(% per patient-yr)

149/2534 (5.9)
111/2595 (4.3)
52/2595 (2.0)
22/2595 (0.8)
15/2595 (0.6)
12/2595 (0.5)

3/2595 (0.1)
3/2595 (0.1)

2/2595 (0.1)
0

1/2595 (<0.1)

0

1/2595 (<0.1)

53/2534 (2.1)
0.06:0.35

114/2508 (4.5)
94/2540 (3.7)
57/2540 (2.2)

9/2540 (0.4)
12/2540 (0.5)
9/2540 (0.4)

2/2540 (0.1)

1/2540 (<0.1)

1/2540 (<0.1)

2/2540 (0.1)
0

1/2540 (<0.1)

0
25/2508 (1.0)
0.02+0.16

Adjusted
Hazard Ratio
(95% Cl)

1.31 (1.02 to 1.67)
1.16 (0.88 to 1.53)

2.10 (1.30 to 3.38)
3.06 (1.74 to 5.36)

P Value

0.03
0.28

0.002
<0.001

Kirchhof Pet al. Am Heart J 2017;190:12-18. DOI: 10.1016/j.ahj.2017.04.015.




Edoxaban
Placebo

Cumulative Incidence of Event (%)

B Major Bleeding or Death from Any Cause

No. at Risk (no. of events)

100 30- Edoxaban
90
25+ HR 1,31, p=0,03)
80“ 20_
70 15 Placebo
60 104
504 5
40— 0+ T 1 T 1 1
0 1 2 3 4 5
30
20
10+
0_ I 1 1 | 1
0 1 2 3 4 5
Years since Randomization
1270 (57) 866 (41) 551 (30) 324 (11) 145 (10) 44
1266 (42) 829 (36) 538 (17) 332(9)  138(5) 49

nay mau nang/ ti vong do moi nguyén nhan

Nhom dung edoxaban co
ty 1& chay mau ndng va ti
vong chung cao hon
nhdm ching co6 y nghia
thong ké

Kirchhof Pet al. Am Heart J 2017;190:12-18. DOI: 10.1016/j.ahj.2017.04.015.




Cac két qua khac cua nghién clru

* Diém trung binh trong bang cdu héi danh gid chat lvong cudc séng (
EQ -5D-5L) tr& nén t6i té hon & ca 2 nhdm

e Chirc ndng nhan thirc va trang thai tinh than khéng thay déi trong
sudt nghién ctru



Piem manh cuta nghién ciru

 CO bd phan nghién ctru va giam sat, theo doi va danh gia

 Ngau nhién, mu ddi, gia doi

«  Nhom chirng ciling dwoc toi wu hda ndi khoa (aspirin s dung néu cé chi dinh: 54%).
 Hoan thanh theo ddi b&nh nhan dén hét nghién ctu

Piem han ché cta nghién ctru

« Ty lé sy kién bién c6 thap hon du kién = c6 thé anh lam gidm s&c manh
thong ké sw khac biét ?

+ Chi st dung 1 loai NOAC (edoxaban). > C6 thé khdng dai dién cho cac
NOAC khac

* Hiéu qua trén cac chung tdc/qudc gia khac khdng dwoc biét ré do nghién
ctru trén nhom BN da trang va cac qudc gia chau Au (18 qudc gia)

ESC Congress 2023 e O
Amsterdam & Online Kirchhof P, et al. Am Heart J 2017;190:12-18.



Két ludn cta nghién clru

e O cic bénh nhan cé AHRE kém theo cac yéu t6 nguy co dot quy, chéng
dong Edoxaban véi liéu khuyén cdo khong lam giam ty |1é dot quy,
thuyén tac va t{ vong tim mach so v&i nhdm khéng dung

* Ngwoc lai, con lam gia tang ty 1é chay mau nang, t&r vong do moi
nguyén nhan

e Ty & dot quy la thap & ca nhdm dung va khong dung chdong dong
(edoxaban)

* Dua trén két qua nghién ctu nay 2 khong nén st dung chong dong &
cac bénh nhan c6 AHRE cho dén khi c6 bang chirng “RUNG NHI” trén
lam sang

* Can cé thém cdc phuong phdp b6 sung dé wdc tinh nguy co dét quy &
cac bénh nhan co AHRE

Kirchhof P, et al. Am Heart J 2017;190:12-18.



Tac ddng dén khuyén cdo hién hanh

Recommendations Class Level

In patients with AHRE/subclinical AF detected by CIED or insertable cardiac

monitor, it is recommended to conduct:

e Complete cardiovascular evaluation with ECG recording, clinical risk
factors/comorbidity evaluation, and thromboembolic risk assessment using
the CHA,DS,-VASc score.

e Continued patient follow-up and monitoring (preferably with the support of
remote monitoring) to detect progression to clinical AF, monitor the
AHRE/subclinical AF burden (especially transition to 224 hours), and detect
changes in underlying clinical conditions.

2020 Guidelines for Management of Atrial Fibrillation



Tac ddng dén khuyén cdo hién hanh

@ESC

European Society

Figure 25 Proposed management of AHRE/subclinical AF

2020 Guidelines for Management of Atrial Fibrillation
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“Chung ta nén thdn trong ho'n khi st dung chéng déng
o cdc bénh nhén AHRE”

Elena Arbelo . hién ct s mot s& dié
Arrhythmia Section, Cardiology Department, Ng IenA,CU’u COch_)l;SO lem
Hospital Clinic, Universitat de Barcelona, han ché nhw c& mau duorc
Barcelona, IDIBAPS, Institut d'Investigacio diéu chinh giam lam giam
August Pi i Sunye‘r (IQIBAFS), ’Bgrcelona, strc manh théng ké

Centro de Investigacion Biomédica en Red de o . i
Enfermedades Cardiovasculares (CIBERCV), * Tyle dot quy thap dang ngac
Madrid, European Reference Network for nhién o cd 2 nhém

rare, low prevalence and complex diseases of e Tdm sodt ECG moi 6 thdng

the heart — ERN-GUARD HEART, Barcelona, 1//an 6 thé bé qua ddng k&

bn rung nht

“Nhirng phat hién trén tuw nghién ciru khong
da dé lam thay déi khuyén cdo”



