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History of anticoagulant therapy
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Novel Anticoagulants for Stroke
Prevention in AF

Dabigatran?® Apixaban®
« RE-LY « ARISTOTLE
*« Open Label * Double Blind
« Two Doses « Two Doses
« Twice Daily « Twice Daily

2011 2012 2013 2014

Rivaroxaban® Edoxaban®
« ROCKET-AF « ENGAGE
* Double Blind * Double Blind
« Two Doses « Two Doses
« Once Daily « Once Daily

a.Connolly SJ, et al. N Engl J Med. 2009;361:1139-1151.1%
b.Patel MR, et al. N Engl J Med. 2011;365:883-891.1'%
c.Granger CB, et al. N Engl J Med. 2011,365:981-992.1")
d.Giuliano RP, et al. N Enql J Med. 2013;369:2093-2104.'2



Sw phat trién cta khang déng dwéng uéng
Sw ra d&i cua thuoc khang déng dwéng uong mé dau cho
mét th&i dai m&i caa viéc str dung thuoc khang déng

1 0 Thudc khang déng dwéng udng dau tién
. Thudc khang Vitamin K bao vé t6t cho bénh nhan khoi cac bién ¢ thuyén tac

1. Turpie. Eur Heart J 2008; 2. Khoo et al. Int J Clin Pract 2009

Tuy nhién, VKA c6 han ché:2

Ctra s6 diéu tri hep

Dwoc dong hoc/duoc lwc hoc bién
thién va kho tién doan

Twong tac véi thube va thirc an
Can kiém soat khang dong thwong
quy va diéu chinh liéu

Khéi phat va cham dut hoat tinh
cham



(4

Thuoc khang dong dwong uong thé hég méi
(NOACSs) v&i nhieu loil diem

50 nam sau thudc khang dong dwong uéng dau tién
2.0 NOACs khac phuc nhiéu han ché cla VKA

e Cac TNLS ctia NOACs da chirng minh
uwu thé vé hiéu qua va an toan so vdi
warfarini=

* Phan tich tdng hop cic nghién ciru cho
thay NOACs:
- Gidm nguy co dot quy/ thuyén tac hé thdng,
chdy mau nang, va xuat huyét ndi so trong
phong nglra dét quy & bénh nhan rung nhi®

—  Hiéu qua tuwong dwong va giam nguy co chay
mau nang trong diéu tri VTE cap’

SE, systemic embolism

1. Connolly et al. N Engl J Med 2010; 2. Connolly et al. N Engl ) Med 2014; 3. Patel et al. N Engl J Med 2011;
4. Granger et al. N Engl J Med 2011; 5. Giugliano et al. N Engl J Med 2013; 6. Ruff et al. Lancet 2013;

7.van Es et al. Blood 2014



Cap nhat ESC 2020 quan ly bénh nhan rung nhi

ESC GUIDELINES

doi:10.109 Jeurheartjiehw210

@ European Heart journal (2016) 37, 2893-2962

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)

Authors/Task Force Members: Paulus Kirchhof* (Chairperson) (UK/Germany),
Stefano Benussi*' (Co-Chairperson) (Switzerland), Dipak Kotecha (UK),

Anders Ahlsson' (Sweden), Dan Atar (Norway), Barbara Casadei (UK),

Manuel Castella’ (Spain), Hans-Christoph Diener? (Germany), Hein Heidbuchel
(Belgium), Jeroen Hendriks (The Netherlands), Gerhard Hindricks (Germany),
Antonis S. Manolis (Greece), Jonas Oldgren (Sweden), Bogdan Alexandru Popescu
(Romania), Ulrich Schotten (The Netherlands), Bart Van Putte' (The Netherlands),
and Panagiotis Vardas (Greece)

To further improve the structured
management of AF patients,
promote patient values, and improve
patient outcomes

2020

@ ESC European Heart Journal (2020) 00, 1—126 ESC GUIDELINES

European Society doi:10.1093/eurheartjehaaél2
of Cardiology

2020 ESC Guidelines for the diagnosis and
management of atrial fibrillation developed in
collaboration with the European Association for
Cardio-Thoracic Surgery (EACTYS)

The Task Force for the diagnosis and 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

Authors/Task Force Members: Gerhard Hindricks* (Chairperson) (Germany),
Tatjana Potpara* (Chairperson) (Serbia), Nikolaos Dagres (Germany), Elena Arbelo
(Spain), Jeroen ). Bax (Netherlands), Carina Blomstrém-Lundqvist (Sweden),
Giuseppe Boriani (Italy), Manuel Castella’ (Spain), Gheorghe-Andrei Dan
(Romania), Polychronis E. Dilaveris (Greece), Laurent Fauchier (France),
Gerasimos Filippatos (Greece), lonathan M. Kalman (Australia), Mark La Meir’
(Belgium), Deirdre A. Lane (United Kingdom), Jean-Pierre Lebeau (France),
Maddalena Lettino (Italy), Gregory Y. H. Lip (United Kingdom), Fausto J. Pinto
(Portugal), G. Neil Thomas (United Kingdom), Marco Valgimigli (Switzerland),
Isabelle C. Van Gelder (Netherlands), Bart P. Van Putte’ (Netherlands),
Caroline L. Watkins (United Kingdom)



Tiép can ABC trong quan ly rung nhi

CC ABC Confirm AF

J"“Q”"“ﬂ”"‘“jr A 12-lead ECG or a rhythm strip showing AF pattern for 230 s

Characterise AF (the 45S-AF scheme)

Stroke risk (St) Severity of AF burden (Sb)

Symptom severity (Sy) Substrate severity (Su)

EHRA, European Heart Rhythm Association Hindricks et al. Eur Heart J 2020; doi:10.1093/eurheartj/ehaa612



Khuyén cao NOAC so vé&i khang vitamin K

reat AF: The ABC pathway

ABC "

Avoid stroke

Anticoagulation/

Better
symptom
control

C

Comorbidities/
Cardiovascular
risk factor

management

1. Identify low-risk patients

CHA,DS,-VASc 0(m), 1(f) Assess symptoms, c L idities and
iant’ omorbidities an
2. Offer stroke prevention if Qol, and patient's cardiovascular risk factors
CHA,DS,-VASc >1(m), 2(f) preferences . .
Assess bleeding risk, address Optimize rate control L|festyd|e cthanges (olbe5|ty
modifiable bleeding risk Consider a rhvthm recuction, regtriar
factors y exercise, reduction of
control strategy (CV, alcohol use, etc)
3. Choose OAC (NOAC or VKA AADs, ablation)

with well-managed TTR)

AAD, antiarrhythmic drug; CV, cardioversion; Qol, quality of life; TTR, time in therapeutic range
1. Hindricks et al. Eur Heart J 2020; doi:10.1093/eurheartj/ehaa612; 2. Lane, Lip. Eur Heart J Suppl 2020;22(Suppl 0):014

The AF Better Care (ABC) approach aims to further improve the structured management of AF patients, promote patient values,

and improve patient outcomes?2



Lam thé nao dé Iwa chon
mot thuéc khang dong dwong uodng?

Co6 tac nhan
doi khang

ChL"’CA”éng Phwong an
than Ia chon

Bang

Bénh chwng trén
déng mac thyee té

Diener et al. Eur Heart J 2016




Tat cA NOACs déu

giong nhau ?




4 thu nghiém lam sang pha III trén 71.000 BN
so sanh NOACs v@i warfarin trong du phong dot quy
¢ bénh nhan rung nhi
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150 mg 110 mg w 20 mg 15 mg w 5mg 25mg W 60 mg 30 mg 30 mg 15 mg
BID BID oD oD BID BID
Dabigatran vé&i s6 lwgng bénh nhan nhiéu va can bang giira hai liéu dung
cung cap thém bang chirng manh mé cho viéc sw dung ca thé hoa cac liéu dung
W, warfarin

1. Connolly et al. N Engl J Med 2009; 2. Fox et al. Eur Heart J 2011;
3. Granger et al. N Engl J Med 2011; 4. Giugliano et al. N Engl J Med 2013




Bién c6 dot quy va thuyén tac mach hé thong:
NOACs giam t6t hon hoac twong dworng warfarin

HR || 95% ClI
Dabigatran 150 mg BID"2 —— i 0.65/|0.52-0.81
Dabigatran 110 mg BID'2 _._._ 0.89|0.73-1.09
Apixaban 5/2.5 mg BID? —— i 0.79//0.66-0.95
Rivaroxaban 20/15 mg OD* —e—- 0.88/|0.75-1.03
Edoxaban 60/30 mg OD*® _._E_ 0.87]|0.73-1.04
Edoxaban 30/15 mg OD*S _E_._ 1.13/]/0.96-1.34
Favours NOAC i
0 0.5 1 1.5 2
| T i T |

Not head-to-head comparison — no clinical conclusions can be drawn — adapted from references 1-5
*Edoxaban dose halved (from 60 mg to 30 mg OD in the high-dose group; from 30 mg to 15 mg OD in the
low-dose group) if creatinine clearance (CrCl) 30-50 mL/min, weight <60 kg, or concomitant verapamil,
quinidine, or dronedarone

1. Connolly et al. N Engl J Med 2009; 2. Dabigatran®: EU SPC, 2015; 3. Granger et al. N Engl J Med 2011;
4. Patel et al. N Engl J Med 2011; 5. Giugliano et al. N Engl J Med 2013
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Tat caA NOACs déu giam bién c6 xuat huyét ndi so

Haemorrhagic stroke

Dabigatran 150 mg BID'
Dabigatran 110 mg BID'

Rivaroxaban 20/15 mg OD?

Apixaban 5/2.5 mg BID3
Edoxaban 60/30 mg OD*

ICH
Dabigatran 150 mg BID?

Dabigatran 110 mg BID'
Rivaroxaban 20/15 mg OD?
Apixaban 5/2.5 mg BID3

Edoxaban 60/30 mg OD#

1. Connolly et al. N Engl J Med 2010; 2. Patel et al. N Engl J Med 2011; 3. Granger et al. N Engl J Med 2011;

NOAC
12 (0.10)

14 (0.12)
29 (0.26)
40 (0.24)

49 (0.26)

38 (0.32)
27 (0.23)
55 (0.5)

52 (0.33)
61 (0.39)

4. Giugliano et al. N Engl J Med 2013

Warfarin
45 (0.38)

45 (0.38)
50 (0.44)
78 (0.47)

90 (0.47)

90 (0.76)
90 (0.76)
84 (0.7)
122 (0.80)
132 (0.85)

S6 lwong bién c6 (%/nam)

| HR  95%CI

—— 026  0.14-0.49

. 0.31  0.17-0.56

o 059  0.37-0.93

0.51  0.35-0.75

. 0.54  0.38-0.77

I 0.41  0.28-0.60

—— 0.30  0.19-0.45

. 0.67  0.47-0.93

S 0.42  0.30-0.58

S — 047  0.34-0.63

| uvuménorc |

0.0 0.5 1I.0 ’II.5 2I.0




Nghién ctru gitra Dabigatran va
Warfarin trén thwc té 1am sang




Phan tich doc lap tu FDA vao nam 2015
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ORIGINAL ARTICLE

Cardiovascular, Bleeding, and Mortality Risks in Elderly Medicare
Patients Treated With Dabigatran or Warfarin for Nonvalvular
Atrial Fibrillation

David J. Graham, Marsha E. Reichman, Michael Wernecke, Rongmei Zhang, Mary Ross Southworth, Mark Levenson, Ting-Chang Sheu,
Katrina Mott, Margie R. Goulding, Monika Houstoun, Thomas E. MaCurdy, Chris Worrall, Jeffrey A. Kelman

Graham et al. Circulation 2015



Ischemic Stroke Major Gl Bleeding
100.0- 100.0-
£ s E s
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0 30 60 %0 120 150 180 0 30 80 %0 120 150 180
Observable Days Observable Days
Number at Risk Number at Risk
Warfarin (W) 67,207 60,238 40,757 31,740 17,550 13812 11,389 Warfarin (W) 67,207 60,238 40,757 31,740 17.550 13,812 11,389
Dabigatran (D) 67,207 61,498 34,258 25,686 17,365 13,715 11,208 Dabigatran (D) 67,207 61,498 34258 25686 17,365 13,718 11,208
100.0- 100.0-
E 995 E 995
£ £
¥ 3
ﬁ 9.0 2 990
§ 98.5- § 98.5-
8.0 98.0-
[} ") 0 90 120 150 180 0 30 ) %0 120 150 180
Observable Days Observable Days
Number at Risk Number at Risk
Wartarin (W) 67,207 60,238 40,757 31,740 17.550 13,812 11,389 Wartarin (W) 67 207 60,921 41,062 31,907 17.659 13,875 11,440
Dabigatran (D) 67 207 61,498 34,258 25686 17,365 13,715 11,208 Dabigatran (D) 67,207 62,145 34537 25,852 17,468 13,765 11,255

Figure. Kaplan—-Meier plots showing risk of ischemic stroke, major gastrointestinal (Gl) bleeding, intracranial hemorrhage, and mortality in
propensity score-matched cohorts treated with dabigatran (D; dotted line) or warfarin (W; solid line) for nonvalvular atrial fibrillation.

Graham et al. Circulation 2015



D liéu trén thuc hanh |am sang chirng minh
wu thé vé an toan cla Dabigatran so véi Warfarin

Nguy co chay mau nang cua dabigatran so véi VKA

Larsen 2016, n=48 137

Chan 2016, n=19 853

Larsen 2014, n=21 189

Lip 2016, n=9030

Seeger 2015, n=44 672

Yao 2016, n=28 614

Villines 2015, n=25 586

Graham 2015, n=134 414

—@—

Favours dabigatran

Sponsor

Boehringer Ingelheim
Other NOAC companies
FDA

Independent academic centres

Nhirng nghién ctru dabigatran so v&i warfarin da
dwoc cong bé tir
2014 dén 2017

0 0,2

0,4

0,6

0,8

1
HR (95% ClI)

1,2

1,4 1,6 1,8 2

*Robustness assessed based on sample size, new-user design, use of propensity-score matching, and/or adjustment for patient
characteristics. Sample sizes for comparison of dabigatran vs warfarin; Definition of major bleeding may differ across studies.

References in notes




NOACs chirng minh duoc lgi ich vé mat an toan va hiéu qua
khi so sanh vadi Warfarin trén bénh nhan rung nhi

Chay mau
nang

Dot quy
thuyén tac

bot quy,
xuat huyét

Dabigatran!?

150 mg BID 110 mg BID

Twong duong 1 20%

24% Tuwong duvong

Apixaban3#

5/2.5 mg BID

31%

Tuong duong

49%

Rivaroxaban®

20/15 mg OD

Tuong duong

Tuong duvong

J a2

Edoxaban

60/30 mg OD

20%

Tuong duong

Tuong duong

No direct head-to-head comparisons.

Relative risk reductions vs warfarin. TTHT: Thuyén téc hé théng.

1. Connolly et al. N Engl J Med 2014, 2. Dabigatran EU SPC 2017; 3. Granger et al. N Engl J Med 2011; 4. Lopes et
al. 2012; 5. Patel et al. N Engl J Med 2011; 6. Giugliano et al. N Engl J Med 2013




Duy nhat Dabigatran 150 mg BID giam nguy co’
dot quy thieu mau cuc bo

S6 lwong bién cb (%/nam)
NOAC Warfarin

HR 95% ClI

Dabigatran 150 mg BID 104 (0.86) 134 (1.14) |—*— 0.76 0.59-0.98

(ITT)! i

Dabigatran 110 mg BID 152 (1.28) 134 (1.14) Lo 113 0.89-1.42
(ITT)! i

Rivaroxaban 20/15mg OD 149 (1.34) 161 (1.42) .~ 0.94  0.75-1.17
(Safety AT)? !

Apixaban 5/2.5mg BID 140 (1.54) 136 (1.50) S 1.02  0.81-1.29
ITT)3 !

Edoxaban 60/30 m(g oIJ 236 (1.25) 235 (1.25) —e 1.00  0.83-1.19
(ITT)* |
| v tné Noac

I I I
0.5 1.0 1.5

No head-to-head comparison. Bold values indicate statistical significance
Adapted from references’; 1. Dabigatran®: EU SPC, 2016; 2. Patel et al. N Engl J Med 2011; 3. Lopes et
al. Lancet 2012; 4. Giugliano et al. N Engl J Med 2013




Phan tich tdng hop

Tiéu chi Hiéu qua va an toan thir phat

Pooled NOAC Pooled warfarin RR (95% (1) P

(events) (events)
Efficacy
Ischaemic stroke 665/29292 724/29221 —e—- 0-92 (0-83-1.02) 010
Haemorrhagic stroke 130/29292 263/29221 —e— 0-49 (038-0-64) <0-0001
Myocardial infarction 413/29292 432/29221 —€>— 0-97 (0-78-1-20) 077
All-cause mortality 2022/29292  2245/29221 S 0-90 (0-85-0-95)  0.0003
Safety
Intracranial haemorrhage  204/29287 425/29211 —e— 0-48 (0-39-0-59)  <0-0001
Gastrointestinal bleeding  751/29287  591/29211 —— 125(1.01-1.55) 0043

02 05 1 2
4+ —p
Favours NOAC Favours warfarin

Figure 2: Secondary efficacy and safety outcomes

Data are n/N, unless otherwise indicated. Heterogeneity: ischaemic stroke I'=32%, p=0-22; haemorrhagic stroke I’=34%, p=0-21; myocardial infarction ’'=48%,
p=0-13; all-cause mortality I’=0%, p=0-81; intracranial haemorrhage I’=32%, p=0-22; gastrointestinal bleeding I'=74%, p=0-009. NOAC=new oral anticoagulant.
RR=risk ratio.

Tiéu chi Chay mau nang

NOAC (events) Warfarin (events) RR (95% (1) P
RE-LYS* 375/6076 397/6022 o m 094(0:82-1.07) 034
ROCKET AF&t 395/7111 386/7125 e 1.03 (0-90-1-18) 072
ARISTOTLE$ 327/9088 462/9052 — B 071 (0-61-0-81)  <0-0001
ENGAGE AF-TIMI 488§ 444{7012 557/7012 —— 0-80(0-71-0-90) 0-0002
Combined (random) 1541/29287 1802/29211 —@— 0-86(0-73-1.00) 0.06
I . |
05 1:0 20
Favours NOAC Favours warfarin

Figure 3: Major bleeding
Data are n/N, unless otherwise indicated. Heterogeneity: [*=83%; p=0-001. NOAC=new orasl anticoagulant. RR=risk ratio. *Dabigatran 150 mg twice daily.
tRivaroxaban 20 mg once daily. $Apixaban 5 mg twice daily. §Edoxaban 60%%@%”699%@ Ruff et al Lancet 2014, Volume 383, Issue 9921, Pages 955-962




CHEST

AL\

Antithrombotic Therapy for Atrial ® s
Fibrillation
CHEST Guideline and Expert Panel Report

9. In patients with prior unprovoked bleeding,
warfarin-associated bleeding, or at high risk of
bleeding, we suggest using apixaban, edoxaban, or
dabigatran 110 mg (where available) as all
demonstrate significantly less major bleeding
compared with warfarin (Weak recommendation, very
low quality evidence).

Remark: In patients with prior gastrointestinal bleeding
apixaban or dabigatran 110 mg bid may be preferable as
they are the only NOACs associated without an
increased risk of gastrointestinal bleeding compared
with warfarin.

Remark: Dabigatran 150 mg twice daily recommended
in patients at high risk of ischemic stroke as only agent/
dose with superior efficacy compared with warfarin.
However, bleeding risk would need to be assessed and
patients monitored.

Trén nhitng doi tuong bénh nhan cé tién
str:chay mau khong ro nguyén nhéan, chay
mau lién quan warfarin, hoac nguy co chay
mau cao, khuyén cdo s dung apixaban,
edoxaban hay dabigatran 110mg chirng minh
it nguy co chay mau nang hon so véi warfarin
(khuy&n cdo muirc do yéu, bang chirng rat
thap)

- Luwu y: Bénh nhén cé tién sir xuat huyét
tiéu hoa, apixaban va dabigatran 110 duoc
lwa chon vi la nhitng NOACs duy nhat
khong gia tang nguy co xudt huyét tiéu
hda so vai VKA

- Dabigatran 150 mg BID la nhan to/liéu
dung duy nhat wu thé hon vé hiéu qua so
v&i VKA va duoc khuyén cdo & bénh nhéan
cd nguy co dot quy thi€éu mau cao. Tuy
nhién, cdn xem xét va quan ly nguy co
chay mau cho bénh nhan.




Nghién cliru RE-LY® |4 mdt nghién clru ngau nhién s

DY

dung ca 2 liéeu dung cua Dabigatran so sanh v&i Warfarin

Bénh nhan rung nhi ¢o it nhat 1 yéu té nguy co;

khéng c6 chdng chi dinh; 18 113 trén 951 trung tam & 44 nuéc!

Warfarin (INR 2.0-3.0)

Dabigatran 150 mg BID Dabigatran 110 mg BID

n=6076 n=6015 n=6022

INR control: mean TTR=64%

Nhan mé

Két cuc chinh: D6t quy/ thuyén tac hé thong

C4 hai liéu dabigatran cho thay su twong dong vé mat hiéu qua va an toan

Théng tin ké toa tai Chau Au khuyén cao liéu 150 mg BID nhw la liéu chuan cta dabigatran

va 110 mg BID cho bénh nhan tir 80 tudi hodc dung dong thoi véi verapamil*2

*Dose selection based on individual assessment of thromboembolic and bleeding risk in patients

aged 75-79 yrs or with moderate renal impairment, gastritis, oesophagitis, GERD, or other risk I/A R E LY@
factors for bleeding. RE-LY® followed a PROBE (prospective, randomized, open-label with blinded 4/ -
endpoint evaluation) design. R, randomization; TTR, time in therapeutic range Study of stroke prevention

1. Connolly SJ et al. N Engl J Med 2009; 2. Dabigatran®: EU SPC, 2016 weatzaktioniiation



Ca hai lieu Dabigatran cho thay sw an toan va hiéu qua khi
so sanh v&i warfarin trén nghién clru RE-LY®

150 mg BID /
bot quy/

Chay mau ning XH néi so thuyén tac HT

T vong tim
mach

Dot quy xuat huyét Pot quy, thiéu mau

110 mg BID K

Chay mau nang XH néi so

Dot quy/

g Pét quy xuat huyét\Dot quy thiéu mau
thuyén tac HT PLauy. y oL quy.

Dot quy thiéu mau

o

1. Connolly SJ et al. N Engl J Med 2010; 2. Connolly SJ et al. N Engl J Med 2014, 3. Dabigatran EU SPC, 2016



Ti 1& dot qui hoac thuyén tac hé thong

RR 0.90 (95% Cl: 0.74—1.10)

—_ P<0.001 (NI)

k= . RR 0.65 (95% CI: 0.52-0.81)

S " P<0.001 (Sup) I

o~

o 1.5 4 RRR

« 35%

2 12 -

Q-

e

o 09 A

°S

S 0.6 -

>

e

Z 0.3 -

=

O

‘8 Dabigatran Dabigatran Warfarin
110 mg BID 150 mg BID

Events/n: 183/6015 134/6076 202/6022

Connolly SJ et al. N Engl J Med 2010; 363:1875-6



Chay mau nang

RR 0.80 (95% CI: 0.70-0.93)
P=0.003 (Sup)

4.0 - RR 0.93 (95% ClI: 0.81-1.07)
35 RRR P=0.32 (Sup)
’g 20%
iCU 3.0 1
S 25-
(@)
c
T 2.0 A
T
E 15 .
T
‘T 1.0 1
@)
0.5 1
00 — T T
Dabigatran Dabigatran Warfarin
110 mg BID 150 mg BID
Bién cb/n: 342/6015 399/6076 421/6022

Connolly SJ et al. N Engl J Med 2010; 363:1875-6



RE-LY®* phan loai bién cd chay mau

© Giam haemoglobin >20 g/L

© Truyén =2 don vi mau

© Chay mau co triéu ching tai cac cd quan/td chirc
quan trong

© Chay mau nang

Phan nhom nho cua chay mau nang:

© Chay mau tu vong

XHNS co triéu ching

Chay mau giam haemoglobin >50 g/L

Chay mau can truyén >4 don vi mau hoac tac
nhan ho trg su co that cta tim hodc can phau
thuat

© Chay mau de doa
tinh mang

© Tat ca cac bién co6 chay mau khong thich hgp vai

© Chay mau nhe L a1 A
y ' cac dieu kien tren

Connolly SJ et al. N Engl ) Med 2009;361:1139-51



Dabigatran | Dabigatran . . Edoxaban
— S0 lan dung/ngay BID BID oD oD N
RCTs: chay mau Not Not
néng vs warfarin'*  significant - .’ significant -

e I W W W P
Not Not

RCTs: Dot .

quy/thuyén tac he ‘.’ significant - significant significant

théng vs warfarin'

RCTs: dét quy thiéu .. Not Not Not Not
mau vs warfarin3-6 significant  significant significant significant

Nghién ctru lam

sang cling co b&i ‘
phan tich cua FDA?
No head-to-head RCT comparison. ICH intracranial haemorrhage; SE, systemic embolism

1. Connolly et al. N Engl J Med 2014; 2. Granger et al. N Engl J Med 2011; 3. Patel et al. N Engl J Med 2011; 4. Giugliano et al. N Engl J Med 2013;
5. Dabigatran®: EU SPC, 2016; 6. Lopes et al. Lancet 2012; 7. Connolly et al. N Engl J Med 2010; 8. Graham et al Circulation 2015

Chét doéi khang
chuyén biét




RE-LY® ROCKET AF ARISTOTLE

50% nhom dabigatran 10% nhom rivaroxaban 4.7% nhom apixaban
nhan lieu 110 mg? nhan lieu15 mg? nhan 2.5 mg*

D 4 . 4
v Rivaroxaban 15 mg OD va apixaban 2.5 mg BID
dwoc chi dinh trén dan sb nhé suy than trong

Dabigatran 110 mg BID dwoc nghién ctru pha lll
danh gia trén tat ca bénh nhan However, there is some rationale for reducing the dose of
trong nghién ctru RE-LY®, va do NOACs in patients with a high bleeding risk and/or when a higher
do co th‘é xem xét gia tri cua plasma level of the drug can be anticipated based on a combination of
lieu dung nay factors.>'>" "> [Prospective clinical trial data only exist for ‘lower

doses’ of dabigatran (110 mg BID) and edoxaban (30/15 mg OD; but
not approved). For dabigatran 110 mg BID, a similar stroke risk and
reduced major bleeding vs. warfarin was observed?®; however, this
was in an unselected AF population and not in selected high-risk
patients in whom plasma levels may be increased and the benefit of a
reduction in major bleeding may be lost.’*?'>> For edoxaban 30/
15 mg OD a 412 higher ischaemic stroke risk compared with a well-
controlled warfarin arm (median TTR >68%) was observed leading

to non-approval of this dosing regimen; at the same time, a reduction
Not head-to-head comparison; no clinical P greg

conclusions can be drawn in major bleeding, cardiovascular- and all-cause mortality was
1. Lip et al. Eur Heart J 2014; - - 31,153

2. Connolly N Engl J Med 2009: observed compared with warfarin. These data represent the
3. Foxetal. Eur Heart J 2011; only available RCT evidence of a ‘lower dose’ of a NOAC for stroke
4. Granger et al. Engl J Med 2011 5 . e . 2831 .

5. European Heart Journal (2018) 00, 1-64 prevention in AF on hard clinical endpoints. In contrast, no ‘lower

dose’ armm was included in ROCKET-AF (for rivaroxaban) or



Trong nhém NOAC, dabigatran cé liéu dung nhat quan
trong tat ca cac nghién ciru lam sang ngau nhién.

NOAC SPAF Cardioversion Ablation Post-PCI
D150 mg BID!™> RE-CIRCUIT
RE-LY *
(and RELY-ABLE) RE-LY RE-DUAL PCI

D110 mg BIDY-35
R20 mg OD%2 VENTURE-AF

ROCKET AF X-VeRT
R15 mg OD%8:10
R10 mg oD'10 PIONEER AF-PCI*

R2.5 mg BID"10

*Subgroup analysis of RE-LY;3 "Doses not evaluated for SPAF

1. Connolly et al. N Engl J Med 2009; 2. Ezekowitz et al. Europace 2016; 3. Nagarakanti et al.
Circulation 2011; 4. Calkins et al. N Engl J Med 2017; 5. Cannon et al. N Engl J Med 2017; 6. Patel
et al. New Engl J Med 2011; 7. Fox et al. Eur Heart J 2011; 8. Cappato et al. Eur Heart J 2014; 9.
Cappato et al. Eur Heart J 2015; 10. Gibson et al. N Engl ] Med 2016



@ ESC

. Eurcopean Heart Journal (2018) 00, 1-64
European Society doi:10.1093/eurheartj/ehy136

SPECIAL ARTICLE

The 2018 European Heart Rhythm Association
Practical Guide on the use of non-vitamin K
antagonist oral anticoagulants in patients

with atrial fibrillation

Nhirng nghién ctru ti€n ciru cho thay cum tir “ liéu thap” chi ton tai danh riéng cho
dabigatran 110 mg va edoxaban. Nguoc lai, khéng cé nhanh liéu thap trong nghién
clru ROCKET AF (rivaroxaban) hoac ARISTOTLE (apixaban) nén do d6, khong coé dir kién
vé viéc gidm liéu trén cac thubc nay.

Table I3 NOACs and approved/studied doses across indications

Stroke prevention in atrial fibrillation (SPAF)
Standard dose Comments/dose reduction
Apixaban™® 2x5mg 2 x 2.5mgif two out of three: weight <60kg, age >80 years,
serum creatinine >133 pmol/(1.5 mg/dL) [or if CrCl 15-29 mL/min]
Dabigatran® 2x150mg/2x 110mg No pre-specified dose-reduction criteria®
Edoxaban®" 1x60mg 1 x 30 mg if: weight <60 kg, CrCl <50 mL/min, concomitant therapy
with strong P-Gp inhibitor (see chapter 5)
Rivaroxaban®’ 1x20mg 1 x 15mg if CrCl <50 mU/min
SC-VN-00275

Eur Heart J. Published online March 19, 2018. doi:10.1093/eurheartj/ehy136



Khuyén cao tir théng tin ké toa tai Chau Au ve liéu dung
dabigatran phu hop

Khuyén cao danh cho bénh nhan <80 tubi

Khuyén cao cho bénh nhan =80 tudi, va bénh nhan nhan
diéu tri dong thoi voi verapamil

Panh gia trén nguy co thuyén tc va chay mau cla tirng cé

thé:

« Bénh nhan 75-80 tudi

* Bénh nhan suy than muc dé trung binh

* Bénh nhan viém da day, viém thwc quan, trao ngwoc da
day thwc quan.

* Nhirng bénh nhan co gia tang nguy co chay mau.

Dabigatran®: EU SPC, 2015




So sanh vé duwoc dong hoc ciia cac NOACs

Dac tinh Dabigatran Rivaroxaban Apixaban Edoxaban
Muc tiéu lla Xa Xa Xa
Sinh kha dung 7% 60%-80% 80% 50%
Theoi gian dat 2-3 0.5-3 3 1.5
néng doé dinh

Thei gian ban 12-17 gi®» 7-11 gi®& 12 gio» 9-11 gi®
huy
Do thanh thai 80% qua than 60% qua than 25% qua than 45% qua than
33% qua mat 75% qua mat
Chuyén hoa Gan lién véi CYP3A4 CYP3A4
glucuronides CYP2J2
hoat hoa
Twong tac P-GP Co Co it Co

Galanis T et al Thromb Thrombolysis 2011;31:310-320




Nghién ctru tinh anh hudng thudc 2 lan/ngay va
1 1an/ngay trén van deé tuan tri

Europace (2015) 17, 514-523 REVIEW

surorean  doi:10.1093/europace/euu31
SOCIETY OF
CARDIOLOGY *

Non-vitamin K antagonist oral anticoagulants:
considerations on once- vs. twice-daily regimens
and their potential impact on medication
adherence

Bernard Vrijens'? and Hein Heidbuchel3*

"MWV Healthcare, Rue des Cyclistes Frontiére 24, 4600 Visé, Belgium; *Department of Biostatistics and Medical Informatics, CHU Sart Tilman, Liége; and *Hasselt University and Heart
Center, Jessa Hospital, Jessa Ziekenhuis, Stadsomvaart 11, 3500 Hasselt, Belgium

Received 7 August 2014; occepted ofter revision 14 October 2014; online publish-ahead-of-print 18 February 2015



Tinh dn dinh cao hon & liéu 2 [aAn/ngay so v&i 1 lan/ngay

Sw 1ap lai cha cac liéu dwoc gia 1ap trén mot bénh nhan tuan trj hoan toan

| — 2 [3n/ngay
— 11an/ngay
véi T,,=12 hr;
7 Ta=3 hr

Mat do thuodc

o o o o o o
-9 6 6 06 6 6 o6 o o o o
| | | | | |
5 6 7 8 9 10
Day

Vrijens B, Heidbuchel H. Europace 2015;17:514



Su chénh léch nong d6 thudc khi uéng qua 1 liéu

— 2 lan/ngay
— 11an/ngay
-.E T.=3 hr
T
()
5]
c
o |
(&)
0
9,
o O O ° @) @
106 & & &6 o6 o o o o o o
| | | | | |
5 6 7 8 9 10
Day

Virijens B, Heidbuchel H. Europace 2015;17:514



Sw chénh léch nong d6 thudc khi quén 1 liéu

— 2 lan/ngay
— 1lan/ngay
3 \ {\ Tna=3 hr
-
2 \
Q
3]
c
o .
&)
[ O O i O O
/1@ @ O o O O : O O O O : Msseddose
| | | | | |
5 6 7 8 9 10

VrijétiseBs e ideidbhehel H ruppee00 55117514



KET QUA KIEM CHU'NG TREN LAM SANG
NOI LEN PIEU GI?




¢ Loi ich va nguy co ludn tén tai song song khi thwc hanh st
dung thudc khang dong. Can can nhac dé gitp bénh nhan dat
dwoc du phong toét nhat.

% S& dung liéu 1 1an/ ngay cd thé gilp cho viéc tuan tri dwoc dé
dang hon, tuy nhién liéu 2 l[an/ngay co thé cho phép viéc quén

lieu ma van dam bao viéc tuan tri gan nhw & mirc tdi wu.

¢ Liéu 2 lan/ngay cia NOACs cé thé gitp duy tri tdc dung cla

thuéc ma khdng lam cho néng d6 thudc dao ddng qua nhiéu.



Drug Safety
https://doi.org/10.1007/540264-019-00842-1

SYSTEMATIC REVIEW

Comparative Effectiveness and Safety of Direct Oral Anticoagulants
in Patients with Atrial Fibrillation: A Systematic Review
and Meta-Analysis of Observational Studies

Antonios Douros’ 23 . Madeleine Durand? - Carla M. Doyle’2 - Sarah Yoon'2 - Pauline Reynier’ -
Kristian B. Filion'-2-5

© Springer Nature Switzerland AG 2019

Study Hazard Ratio HR  (95%Cl)  Weight (%)
Rivaroxaban vs Dabigatran

Adeboyeje* — 149 (1.28 -1.72) 18.1
Andersson*! — 135  (0.91 -2.00) 15.3
Blin%? — 169 (1.11 -2.56) 14.9
Lip® —_— 105 (0.74 -1.49) 15.9
Noseworthy ** —— 130  (1.10 -1.53) 17.9
Villines %° - 122  (1.03 -1.43) 18.0
Random effects model <o 1.33 (1.20 -1.47) 100.0
Heterogeneity: 1* = 22%, p = 0.27

[ |
0.2 0.5 1 2 5

Fig.2 Forest plots demonstrating individual and pooled relative risks of major bleeding for head-to-head comparisons among different direct
oral anticoagulants in patients with atrial fibrillation. CI confidence interval, HR hazard ratio



Bénh nhan rung nhi can phai str dung khang déng suot doi

Cudc sbng khdng thé doan trwdc trwdc dwoec. ..

Quyét dinh A L )
khéi tri OAC Bénh nhan can cat dot rung nhi

Theo déi thwong quy Theo do6i sau thu thuat

Bénh nhan dwoc chan doan rung nhi
Bénh nhan céan can thiép vanh é nga?

Bénh nhan can phau
thuat khan can héa giai
Bénh nhan can phau hoat tinh khang déng
thuat khan can hoéa giai

hoat tinh khang déng

Theo Boutime fiolldhwiaps

. ) R Theo d6i thwong quy, vd: danh gia
Tai nan giao théng? didu chinh lidu OAC

D150, dabigatran 150 mg BID; D110, dabigatran 110 mg BID



Bénh nhan sir dung khang dong c6 thé phai trai qua
phau thuat hoac can thiép khan

Nguy co & bénh nhan rung nhi
dac biét cao hon binh thwéng

Phau thuat khan c6 thé tré nén can
thiet bé&i nhirng ly do khac nhau

Ly giai huyét khéi khan cap & bénh

Gay xwong
nhan dét quy nhéi mau

Bénh ly bung céap tinh (vd viém ruét Dit stent khan trong hoi chirng vanh cép

thira)

Thoat vi Dat may tao nhip

Nhiém truing Suy than cap

Thong thuwong nhu cau phau thuat khan khong lién quan dén viéc sir dung thuéc khang dong

* Pollack et al. N Engl J Med 2017
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NOACs - REVERSAL OF ACTION

Thromboembolic events

Acute coronary syndrome E

Drug overdose ‘f@“

—srara. Ay



Chat doi khang tac dung nhanh giai trir hiéu qua khang déng la giai
phap trong nhirng trwroong hop khan cap

Chay mau khéng
kiem soat

D 4

Mot tac nhan doi khang cé thé giai trir NOAC
trong nhirng trroong hop dac biét

Trong khi chat déi khang chuyén biét c6 thé g’iéi triv hiéu‘qué Ighéng d(“?ng, nhwng phuo’ng
phép khac (vd phau thuat, dung dich thay thé) sé van can thiét dé khac phuc nguén con
gay chay mau va hé qua cua né.

References are provided in slide notes 12



Idarucizumab la tdc nhan déi khang chuyén biét dwoc chap
nhan va phd bién trén nhiéu nwéc danh cho Dabigatran

Nghién ctru trén Chap Pwoc lwu
Idarucizumab o . bénh nhan cér! thuan cua hanh réng
el G5 phiu thuat khan FDA rai, tuan
hoac chay mau 10/2015° theo phé
nang; hoan tat vao EMA duyét cua
10/2016%+ 11/20158 tirng nwéc

Muc tiéu: & nguwoi
dabigatran khoé manh

Hoan tat thu
Andexanet Chi nghién ciru tuc FDA8 Chap
trén bénh nhan 12/2015 thuan cua

alfa? Nghién cru
Ca @ nguweoi : . >

Mugc tiéu: kho% WEL] cl;lay s nan?; Pwoc xét duyét FDA

FXa inhibitors ' bat dau 1/2015 EMA 6/2018

8/20161°

Ciraparantag Nghién ctul &
(PER977)1 ngwei khod
Muc tiéu:

nhiéu loai thubc

FXa, activated Factor X

1. Greinacher et al. Thromb Haemost 2015; 2. Pollack et al. N Engl J Med 2017; 3. Pollack et al. Thromb Haemost 2015; 4.
Boehringer Ingelheim, data on file; 5. US FDA 2015 press release, 16 October 2015; 6. European Commission Community Register
of Medicinal Products for Human Use 2015; 7. ClinicalTrials.gov Identifier: NCT02329327;

8. Portola Pharmaceuticals press release, 18 Dec 2015; 9. Portola Pharmaceuticals press release, 17 August 2016;

10. Portola Pharmaceuticals press release, 19 August 2016; 11. Ansell et al. N Engl J Med 2014; 12. Ansell et al.

Thromb Res 2016



The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE

Idarucizumab for Dabigatran Reversal

Charles V. Pollack, Jr., M.D., Paul A. Reilly, Ph.D., John Eikelboom, M.B., B.S.,
Stephan Glund, Ph.D., Peter Verhamme, M.D., Richard A. Bernstein, M.D., Ph.D.,
Robert Dubiel, Pharm.D., Menno V. Huisman, M.D., Ph.D., Elaine M. Hylek, M.D.,

Pieter W. Kamphuisen, M.D., Ph.D., Jérg Kreuzer, M.D., Jerrold H. Levy, M.D.,
Frank W. Sellke, M.D., Joachim Stangier, Ph.D., Thorsten Steiner, M.D., M.M.E.,

Bushi Wang, Ph.D., Chak-Wah Kam, M.D., and Jeffrey |. Weitz, M.D.



Idarucizumab dang dwoc sw dung réng rai trén khap thé
gioi

Can biét bénh vién gan nhat c6 Idarucizumab

Idarucizumab is not approved in all countries. Please check your local prescribing information for details. This information is presented for medical education purposes only



Vai tro héa giai cua idarucizumab dwoc néu ro trong cac
khuyén céo

Managing reversal of direct oral anticoagulants
in emergency situations
Anticoagulation Education Task Force White Paper

Walter Ageno'; Harry R. Biiller?; Anna Falanga®; Werner Hacke?; Jeroen Hendriks>; Trudie Lobban’; Jose Merino®; lvan S. Milojevic®;
Francisco Moya'% H. Bart van der Worp''; Gary Randall'%; Konstantinos Tsioufis'3; Peter Verhamme'¢; A. John Camm'5-18

AHA SCIENTIFIC STATEMENT

Management of Patients on Non-Vitamin K
Antagonist Oral Anticoagulants in the Acute Care
and Periprocedural Setting

A Scientific Statement From the American Heart Association Keniling Cpinon

Thrombolysis and thrombectomy in
A s A— EHRA PRACTICAL GUIDE patients treated with dabigatran with
acute ischemic stroke: Expert opinion

Updated European Heart Rhythm Association
P . = P yt . : HC Diener', R Bernstein®?, K Butcher”, B Campbell5 G Cloud®,
Practical Guide on the use of non-vitamin K A Davalos;, S Davis®, JM Ferro’, M Grond'®, D Krieger'"'?,
. 3 . 5 B | .14 .15
antagonist anticoagulants in patients with Stibimos™aRolowdic"mnd E Touzs
non-valvular atrial fibrillation

Hein Heidbuchel'*, Peter Yerhamme?, Marco Alings®, Matthias Antz?,
Hans-Christoph Diener®, Werner Hacke®, Jonas Oldgren’, Peter Sinnaeve?,
A. John Camm®, and Paulus Kirchhof*1?

Ageno et al. Thromb Haemost 2016; Diener et al. Int J Stroke 2016; Heidbuchel et al. Europace 2015; Raval et al. Circulation 2017



Bleeding while using a NOAC @ESC

European Society
of Cardiology

* |nquire about last NOAC intake
* Blood sample to determine creatinine (clearance), hemoglobin etc.
* Rapid coagulation assessment, incl. plasma drug levels {if available)

v v v
e ot (s |

| 7+ I

Delay or discontinue next dose Supportive measures : * For dabigatran-treated patients:
Reconsider concomitant medication * Mechanical compression Idarucizumab 5g i.v.
Reconsider choice of NOAC, dosing * Endoscopic haemostasis if gastro-intestinal bleed . mnts:
(see chapters 2, 5, and 15 * Surgical haemostasis Andexanet alpha (pending approval

* Fluid replacement and availability)

* RBC substitution if needed

* Platelet substitution (if platelet count <60x10%/L) Otherwise, consider:

* Consider adjuvant tranexamic acid * PCC {e.g. Beriplex®, CoFact®) 50

* Maintain adequate diuresis U/kg; +25 U/kg if indicated

* aPCC (Feiba®) 50 U/kg; max 200
For dabigatran: U/kg/day
"wmConsider idarucizumab / hemodialysis (if
idarucizumab is not available)

From: 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 J. 2018;39(16):1330-1393. doi:10.1093/eurheartj/ehy136

Eur Heart J | Published on behalf of the European Society of Cardiology. All rights reserved. © The Author(s) 2018. For
permissions, please email: journals.permissions@oup.com.This article is published and distributed under the terms of the Oxford
University Press, Standard Journals Publication Model (https://academic.oup.com/journals/pages/about_us/legal/notices)
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BENH NHAN CAN PHAU THUAT KHONG THEO CHUONG TRINH

v

\

Tha thuat tie thoi
(th&i gian can TT tinh bang phut)

Hoa giai hoat tinh NOAC
Néu can thiét/tuy thudc vao nguy co
chady mau cla tha thuat (néu thubc hoa
gidi co san/ da dwoc phé duyét

Phau thuat

Xét nghiém lai chirc nang déng
mau

European Heart Journal (2018) 00, 1-64

Thu thuat khan
(th&i gian can 'LT tinh bang gi®)

Thu thuat nhanh chéng
(th&i gian can TT tinh bang ngay)

A 4

Y

L4y mau mau dé xét nghiém

chirc nang déng mau (bao gdm PT, aPTT, anti-FXa*, dTT*...)

¥ -
Tri hodn phAu thuat tir 12-24h Tri hoan phau thuat
néu co thé Twong ty phau thuat theo
\ 4 chuwong trinh
Hoa giai hoat tinhNOAC - - _W — =
Néu thudc hoa gidi 1a cin thiét/co Xeét nghiém lai chirc nang dong
san/ da dwoc phé duyét m\su
\ 4
. " . - Tri hoan thém
Xét nghiém Iarlncér:]uc nang dong (néu can thiét)
v v
Phau thuat Phau thuat
A4

Danh gia hiéu qua cdm mau can dwa vao két qua xét nghiém dong mau va bénh canh lam sang




2019 AHA/ACC/HRS Focused Update of the 2014 AHA/ACC/HRS
Guideline for the Management of Patients With Atrial Fibrillation

Recommendations for Interruption and Bridging Anticoagulation
Referenced studies that support new or modified recommendations are summarized in Online

Data Supplement 3.

Recommendations

1. Bridging therapy with unfractionated heparin or low-molecular-weight

heparin is recommended for patients with AF and a mechanical heart
valve undergoing procedures that require interruption of warfarin.
Decisions on bridging therapy should balance the risks of stroke and
bleeding.

. For patients with AF without mechanical heart valves who require

interruption of warfarin for procedures, decisions about bridging therapy
(unfractionated heparin or low-molecular-weight heparin) should balance
the risks of stroke and bleeding and the duration of time a patient will
not be anticoagulated (54.3-1).

MODIFIED: LOE was updated from C to B-R because of new evidence.
Section 4.1. in the 2014 AF Guideline)

. [ldarucizumabllis recommended for the reversal of dabigatran in the event

of life-threatening bleeding or ai urgent ﬂocedurel($4.3-2).

NEW: New evidence has been published about idarucizumab to support LOE
B-NR.

Andexanet alfa can be useful for the reversal of rivaroxaban and apixaban
in the event of life-threatening or uncontrolled bleeding (S4.3-3, 54.3-4).
NEW: New evidence has been published about andexanet alfa to support]
LOE B-NR.




Anticoagulation 3.0: dabigatran & idarucizumab dai dién
cho bwéc dot pha cudi cung cua lich str thuéc khang déng

Dabigatran cé wu thé vé mat an toan théng qua cac nghién ctru
lam sang va dwoc xac nhan qua cac nghién ctru trén thuwece te,
va la NOAC duy nhat c6 chat hoa giai

Idarucizumab cung cap viéc hoa giai hiéu qua khang déng cia

dabigatran va khong co chéng'chi dinh, khong c6 nhirng lwu y
vé mat an toan dwoc de cap den thei diem nay'-2

Idarucizumab cung cap thém mét giai phap trong xr tri cap
clru doi v&i bénh nhan dang diéu tri bang dabigatran bang
cach hoa giai tac dung cua dabigatran tirc thi.

Pollack et al. N Engl J Med 2017; Pollack et al. Presented at ISTH 2017

Idarucizumab is not approved in all countries. Please check your local prescribing information for details. This information is presented for medical education purposes only
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