Cap nhat cac nghién ctru dung
thuoc khang dong méi
trong phong ngtra dot quy tai phat

PGS.TS Cao Phi Phong



Gidi thiéu dot quy nao
-

DOT QUY va thiéu mau co tim la nguyén nhan thuong
gap gay twr vong va tan phé trén thé qgioi.

Nguyén nhan dét quy ndo: thiéu mau va xuat huyét

12%

Haemorrhagic

Cryptogenic Atherosclerotic
cerebrovascular
discase

20%




Cardioembolic stroke xay ra:
-

“Khi tim bom vét liéu khéng mong muén Ién
tuan hoan ndo bo, két qua lam tac mach
mau va ton thirong mo nao”

source in the absence of cerebrovascular
disease in a patient with a non-lacunar stroke”

r “The presence of a potential cardioembolic

Cerebral Embolism Task Force, 1989



Q D6t quy do cardioembolism thwong ndng, dé tai phat va to vong cao
O Non-valvular atrial fibrillation la nguyén nhan thuong nhat

Phan loai dot quy bénh nhan rung nhi

Haemorrhagic Ischaemic
8% 92%
(n=484) (n=5810)

Phan Ién dét quy lién quan
rung nhi la thiéu mau




Dot quy chuwa ré ngudn goc

Carotid artery

denced e
> N P . A 10 Incomplete
1.Hep dm canh khong phat hién do Hghtisk Cryptogenic stroke liaton
khong danh gia day da preyvass
~ an . ~ dueto onstenosi
2.X0o vira dong mach khong hep, khong o v
. ‘A , .y A < evaluation not detected
phat hién qua danh gia thong thuwong oy
3.Ngubn nguy co cao tw tim khdng danh
gia day du
4.Con rung nhi kich phat chi kéo dai vai
hat trong nga
P fi J gky Khe , inh P Cardioembolic Embolic stroke of
(embo iC Str ? e . OnAg X?C d-”:’ ’:’guon) stroke undetermined source
5. Huyét khéi thanh 1ap tr nhi trén bn /
khéng rung nhi okisiis \
Typical clinical and in the absence of
neuroimaging profile, atrial fibrillation Paroxysmal
high-risk cardiac atrial fibrillation

source, and absence lasting only
of large-artery stenosis minutes oer dav



Sw can nhac dic biét

O Cardioembolic va cryptogenic strokes
cling c6 dac diém lam sang va can thiép

gibng nhau
- € 0 Doi hdi can thiép nhiéu hon (p=0,012) va
) M @A ( c6 dw hau xau hon so v&i noncardioembolic
% A /A strokes (p=0,011)
.-/.
A Ty ‘ ,
' I\ Dr Boeckh-Behrens dé nghj do co ché cardioembolic

\ S phén I6n xuét hién Ia dwéi cryptogenic strokes, thuc té

‘ chuén muec trén thé gidi phong ngtra thir phat
cryptogenic stroke c6 thé xem xét khang déng so v&i
tre ché tidu cau

(Boeckh-Behrens, MD, from the Department of Neuroradiology at the Klinikum Rechts
der Isar of the Technical University of Munich in Germany)



Phong ngtra dot quy trong rung nhi
(Warfarin so voi Placebo(6 NC, 2900bn)

AFASAK-1
SPAF
BAATAF

CAFA I |
SPINAF
i § 64%
ALL Trials , -

100% 50% 0% -50% -100%
Favors Warfarin Favors Placebo or Control




&
,\,@ Stroke risk stratification

& CHADS, . CHA,DS,-VASc
& score' Criteria Score?
A% 1 C  CHF/LVdysfunction 1
v9 1 H  Hypertension 1
o)
1 A Age 275 years 2
1 D Diabetes mellitus 1
2 S  Stroke/TIATE 2
N/A  V  Vasculardisease* 1
NA A Age65-74 years 1
Sex category
e (female gender) .
Assessment of risk based on score?
0: Low risk
1: Intermediate risk
2 2: High risk

*Includes prior myocardial infarction, peripheral ariery disease, or aortic plaque.?
1. Gage BF et al. JAMA. 2001,285:2864-2870.
2. Lip GYH et al. Chest 2010,137:263-272.



Weight (points)
Congestive heart failure or LVEF <35% 1

Hypertension 1
Age > 75 years 2
Diabetes mellitus 1
Stroke/TIA/systemic embolism 2
Vascular Disease (MI/PAD/Aortic plaque) 1
Age 65-74 years 1
Sex category (female) 1
Moderate-High risk 22

Low risk 0-1

Lip GYH, Halperin JL. Am ] Med 2010; 123: 484.




HAS-BLED Scoring System’ Annualized rate of major,

1 AP -
1 H | Hypertension < «
Soroh P Abnqrmal rena and liver oS‘;
function (1 pt each) %
1 S | Stroke 3
1 | B | Bleeding §
1 L | Labile INRs j
1 E | Elerly ,
1or2 | D | Drugs or alcohol (1 pt each) 1 2 3 4 5 6

HAS-BLED score

*48,599 patients with AFib on anticoagulation, does not include patients on anticoagulation + aspirin

1. Psters R et al. CHEST, 2010;138:1093-1100.
2. Friberg L et al. Eur Heart J. 2012;33:1500-1510.



ESC 2012 AF Hwéng dan cap nhat
c ...

d Danh gia nguy co dét quy sir dung CHA2DS2-VASCc
va khong dung CHADS?2

O ESC Guidelines khuyén céo dung khang déng trong
phong ngtra dot quy véi CHA2DS2-VASCc diém 1
hay |&n hon

d Sw wa chudéng hon khang dong maoi, khdng theo
doi: apixaban, rivaroxaban, va dabigatran



ACC 2014 guidelines SPAF
-

1. CHA2DS2VASc Score dung danh gia nguy co huyét khdi thuyén tac
(thromboemboilic)

2. Quyét dinh khang déng trén cé& nguy co khéng theo phan loai rung nhi
3. Quyét dinh phai can bang nguy co huyét khéi thuyén tac véi nguy co
chay mau va chon Iwa bénh nhan

4. CHA2DS2VASc diém 2 hay I&n hon cho khang déng bn rung nhi khéng
van tim ca warfarin (INR 2-3) hay NOAC

5. CHA2DS2VASc 0 non-valvular afib, hgp ly khnéng dung khang déng

6. CHA2DS2VASc 1 (dealers choice ) asa hay anticoagulant hay nothing
7. Bn khéng thé duy tri INR diéu tri cd non-valvular AFIB, chi dinh NOAC
8. Mechanical valve v@i afib Warfarin INR 2-3 (aortic) 2.5-3.5 (mitral)



Lich st phéat trién thudc khang dong

Dabigatran
Rivaroxaban

Spoiled Warfarin High / low dose
sweet clover clinical use Warfarin / INR Ximelagatran
clinical trials
Dicoumarol Warfarin / Vitamin K Warfarin
discovered mechanism clinical trials

1916 1924 1936 1940 1950s 1970s 1976
Heparin LMWH Pentasaccharide
clinical use discovered clinical trials
Heparin Continous heparin _LMWH
discovered infusion clinical trials
aPTT

| Injection S



Pd&c tinh chu yéu cua khang vitamin K

« Khéi phat cham va tac déng bu trie, véi mot vai thrombophilia trong
kh&i phat va bu tri

- Clra sO diéu tri hep (target INR 2-0-3.0)

« Twong tac nhiéu thire an va thude, anh huwéng dd manh khang déng
« Lidu dap wng thay ddi & thudc trén nén di truyén ca nhan

« INR- hwéng dan liéu can thiét theo dbi INR thwdng xuyén va diéu
chinh liéu

« TTR >65-70% la can thiét cho phong ngtra ddt quy toi wu

- DUNg trong thwe hanh 1am sang lau dai va khdng dat tién

Time in Therapeutic range ( TTR)

All patients :53.7% On therapy < 6 months: 47.6% On therapy > 6 months: 57.5%

Note: clinical Trials vs NOAC’s 64% TTR

(National assessment of warfarin Anticoagulation Therapy for Stroke prevention in AFIB Circulation 2014




Han ché chu yéu khang déng kinh dién(khdang vitamin K)

Q Cira sb6 diéu tri da khang déng khéng chay mau hep

A Liéu dap rng thay dbéi nhiéu, doi hoi theo ddi xét nghiém
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Han ché diéu tri khang vitamin K

VKA therapy has
several limitations
that make it difficult
to use in practice

..)

NR = International normalized ratio; VKA = vitamin K antagonist
Ansell J, et al. Chest 2008;133,1605-198S. Umer Ushman MH, et al. J interv Cord Electrophysiol 2008;22:129-137




Phong ngtra chéng huyét khoi duoc khuyén cdo khi
ich loi nhiéu hon nguy co........

Risk of
stroke and

systemic
embolism

Risk of
bleeding




NOACs

New / Novel Oral Anticoagulants (NOACs)
Non-warfarin Oral Anti Coagulants (NOACs)
Non-vitamin K antagonist oral anticoagulants (NOACs)




Thuéc khang déng uébng méi (NOACs)
c ...

« Khéi phat va tac déng bu trir nhanh, khéi phat nhanh hon bu triv
» C6 dinh liéu mét hay hai lan trong ngay

- Rat it 1am sang lién quan twong tac vai thude khac va khong
twong tac voi thire an

- Liéu lién quan tac dung khang déng 6n dinh, khéng can theo dbi
xét nghiém thwong xuyén dé manh khang déng, nhwng chirc
nang than co tinh bat budc & mdrc ranh gidi va trong sudt thdi
gian theo doi, tuy thudc ranh gi¢i chirc nang than

« Sy tén trong chac ché vaéi diéu tri NOACSs cho hiéu qua ti wu

- Lién hé thuéc mai, dat tién, nhwng cost-effective, so sanh voi
diéu tri vitamin K antagonist



Thuoc e ché truc tiep thrombin
.

Q Thudc dung dwérng tiém truyén (nhw hirudin, argatroban va
bivalirudin)
d Thuoc dwdng udng
- Thubc e ché tryc tiép thrombin dwdng ubng dwoc nghién ciru 1a
ximelagatran va dabigatran, tuy nhién chi cé dabigatran dwoc st dung
trong lam sang.

(Trong hai nghién ciru SPORTIF (Stroke Prevention Using an Oral Thrombin
Inhibitor in Atrial Fibrillation) Il va SPORTIF V, ximelagatran c6 hiéu qua twong
dwong warfarin trong viéc ngan ngcra dét quy va thuyén tac mach hé théng
& bénh nhan rung nhi. Tuy nhién nghién ctru cho thay ti Ié bénh nhan c6 néng
doé alanine aminotransferase huyét thanh tdng it nhat gp 3 lan & nhém
ximelagatran so v&i & nhom warfarin (6,1% so v&i 0,8%).



Thuoc e ché truc tiep Xa
S

O Uc ché truc tiép Xa gan (co thé dao nguoc) vao vi tri hoat ddng cla
yéu td Xa, e ché truc tiép yéu td Xa khéng can tham gia
antithrombin huyét twong.

O Nhiéu thudc da dwoc nghién clru, tuy nhién chi cé hai thudc dwoc
dung trong lam sang la rivaroxaban (biét dwgrc Xarelto cua céng
ty Bayer) va apixaban (biét dwoc Eliquis, do hai cong ty Pfizer va
Bristol-Myers Squibb hop tac bao ché).

(d&c diém duogc ly cha hai thudc nay duoc duogc ding véi liéu co dinh va khong phéi
theo doi diéu tri bang xét nghiém déng mau).



Co’ ché tdc dong thudc khdng déng PR




Khang déng uéng méi trong phong ngtra dét quy bénh nhén
rung nhi (NVAF)

Dabigatran (Pradaxa®) — thrombin inhibitor
FDA phé chuan 2010: phong ngtra dét quy bn rung nhi khéng bi
van tim; phé chuéan diéu huyét khéi tinh mach(VTE) 2014
Rivaroxaban (Xarelto®) — Xa inhibitor
FDA phé chuan 2010/11: phong ngtra VTE sau phau thuét, phong
ngtra dot quy bn rung nhi, diéu tri VTE
Apixaban (Eliquis®) — Xa inhibitor
FDA phé chuén 2012: phong ngtra dét quy bn rung nhi ; 2014 phé
chuén phong ngtra VTE sau dai phdu chinh hinh
FDA phé chuéan diéu tri VTE 2014
Edoxaban (Savaysa®) — Xa inhibitor
FDA phé chuén 1/2015: phong ngtra dét quy bn rung nhi, diéu tri
VTE cép



Dabigatran (Pradaxa®)

mcm TION ONLY M

Pradaxa



Apixaban (Eliquis®) |=ssmsues ]
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Savavsa. )

FDA Approved January 8, 2015

—

Europe Approved June 26, 2015

>-daily

sSavaysa
(edoxaban) tablets

Prescribing Information

Medication Guide

INDICATIONS

AVAYSA edoaba xhcated 10 reduce the rsk of stroke

NOW APPROVED FOR:
Nonvalvular Atrial Fibrillation (NVAF)

SAVAYSA should not be used in patients with
creatinine clearance (CrCL) > 95 mL/min because
of increased risk of ischemic stroke compared t0
warfarin

Deep Venous Thrombosis (DVT) &
Pulmonary Embolism (PE)




Cac nghién ctru warfarin so khang déng méi & bn rung nhi

* 4 Drugs
Dabigatran
Apixaban

J-ROCKETAE S L Rivaroxaban

Edoxaban

* >55,000 patients
with broad risk
profiles

" Global exposure

* Strong foundation for
B evidence-based
En £agC clinical decisions




Lich st cdc nghién ciru NOACs
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Dabigatran?
RE-LY

+ Open label
« 2 doses

« Twice daily

’ Eliquis

=]

 AVERROS

Apixabanc
< ARISTOTLE

« Double blind =+ Double blind

« Vs. Aspirin

« 2 doses
« Twice daily

Rivaroxabanb
- ROCKETAF
= Double blind
= 2 doses

= Once daily

iy Xarelto
* Iy X i

2013 2014
Edoxaband
« ENGAGE AF-TIMI 48
« Double blind
« 2 doses
+ Once daily
Lcaana. )

a. Connolly SJ, et al. N Engl J Med. 2009:361:1139-1151[4]: b. Patel MR, et al. N Eng/ J
Med. 2011;365:883-89105%: ¢c. Granger CB, et al. N Engl/ J Med. 2011;365:981-992(€I: d.

™
Nt

Giuliano RP, et al. N Engl J Med. 2013;369:2093-2104.U7]



RE-LY®:  Randomized Evaluation of
Long-term anticoagulant therap¥Y

The NEW ENGLAN D
JOURNAL o« MEDICINE

SEPTEMBER 17, 2009

Dabigatran versus Warfarin in Patients with Atrial Fibrillation




The RE-LY Study:

Randomized Evaluation of Long-term anticoagulant therapy

** Dabigatran Compared to Warfarin in 18,113 Patients with AF at Risk of Stroke

Atrial fibrillation Stroke, TIA, or SE

2 1 risk factor —te | LVEF < 40%

Absence of contraindications HF 2 NYHA Class I
951 centers/44 countries Age 2 75 years
Age = 65 years + 1 of:
* DM
* CAD OR hypertension

Blinded Event Adjudication

Open T Blinded _l
Warfarin Dabigatran Dabigatran
adjusted Etexilate Etexilate

(INR 2.0-3.0) 110 mg BID 150 mg BID
n =6022 n = 6015 n = 6076

(Left ventricular ejection fraction <40%,

New York Heart Association class Il or higher heart failure within 6 months before screening)



Po6i twong nghién ciru

Q Tiéu chuan dwa vao:

« rung nhi kém it nhat mét tinh trang sau: tién st dét quy hodc con thiéu
mau nao thoang qua,

« phan suét tbng mau that trai dwdi 40%, cd triéu chirng suy tim to do |
tré 1én theo phan dé NYHA (New York Heart Association) trong vong 6
thang trwéec,

- tudi it nhat 1a 75 hoac tudi 65-74 kém dai thao dwdng, tang huyét ap
hoac bénh mach vanh.

O Tiéu chuan loai tree gom:

« bénh van tim nang, dét quy trong vong 14 ngay hoac dét quy nang trong
6 thang trudrc,

« d6 thanh thai creatinin dwéi 30 ml/phit, bénh gan tién trién, va co thai



Két qua
.

[ Bénh nhan dwoc phan ngau nhién vao 1 trong 3 nhom:

- dabigatran 110 mg x 2/ngay,

- dabigatran 150 mg x 2/ngay

- warfarin (véi liéu duoc diéu chinh dé dat INR trong khodng 2-3).

O Thoi gian theo dai trung vi la 2 nam.

d Tiéu chi danh gia chinh

- hiéu qua: ddt quy hodc thuyén tac mach hé thong.

- tinh an toan: chdy mau nang (chdy mau khién hemoglobin giam it
nhat 20 g/l, phai truyén it nhat 2 don vi mau, hoac chay mau co triéu
chirng & mét vung hoac co quan quan trong).



Két qua RE-LY
-

O Tan suat dét quy/thuyén tac mach hé thong:

e 1.69% /nam nhém warfarin,

* 1,53%/nam & nhom dabigatran 110 mg

(nguy co turong doi so véi warfarin 0,91; khodng tin cdy 95% 0,74 dén 1,11)
* 1,11%/nam & nhém dabigatran 150 mg

(nguy co tuong doi so véi warfarin 0,66; khodng tin cdy 95%: 0,53 dén
0,82; p < 0,001)



Két qua RE-LY
.

3 Tan suat chay mau nang:

 3,36%/nam & nhém warfarin,
« 2,71%/nam & nhom dabigatran 110 mg (p = 0,003 so v&i warfarin)
« 3,11%/nam & nhom dabigatran 150 mg(p = 0,31 so v&i warfarin).

Qd Tan suat t& vong do moi nguyén nhan:
* 4,13%/nam & nhom warfarin,

« 3,75%/nam & nhém dabigatran 110 mg (p = 0,13 so v&i warfarin)
* 3,64%/nam & nhém dabigatran 150mg (p = 0,051 so v&i warfarin).



Phéan tich tiéu nhém RE-LY: BN rung nhi va tién
can dot quy hay TIA

Téng sé bn 3623

- 1233 bn diéu tri dabigatran 110mg BID

- 1233 bn diéu tri dabigatran 150 mg BID

- 1195 bn diéu tri warfarin

Két qua

- Tilé m&i mac dot quy/nam: 2.23% , 1.91% va 2.53% (khong cé sw khac biét)

- Tilé mé&i mac dot quy thiéu mau, khdng ré nguy@én nhan/nadm: 2.19%, 1.75%
va 1.75% (khéng c6 sw khac biét)

Bién ching

- Chay mau ndi so/nam: 0.25%, 0.53% va 1.28% (khac biét c6 y nghia thong

ké)

- Chay mau nang/nadm: 2.74%, 4.15% va 4.15%( khéac biét c6 y nghia tiéu
nhom 110mg BID)



Tom tat RE-LY

0.05+
. MAJOR BLEEDING RATES
0.044 Warfarin
Dabigatran, RR0.93
0.03— 110 mg
5.0
8 40
0.02 : Dabigatran, 2
g 30
150 mg g -
- L]
0.01 l -
o 0
J_r‘ D150 mo BID D110 mq B8ID
O_Oo_l I T T T T o e/ 916,076 M2/6.015
0 6 12 18 24 30

(tan suét dén stroke/embolism theo thoi gian (thang)

(1) Dabigatran 110 mg x 2/ngay c6 hiéu qua twong dwong
warfarin trong viéc ngan ngwa dot quy/thuyén tac mach hé
thong va it gay chay mau nang hon;

(2) Dabigatran 150 mg x 2/ngay co hiéu qgé cao hon warfarin
trong viéc ngan ngwra dot quy/thuyén tac mach hé théng
nhwng gy chay mau nang twong dwong warfarin



Khuyén céo




The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISMED IN 1812 SEPTEMBER B, 2011 VOL. 36% NO. 10

Rivaroxaban versus Warfarin in Nonvalvular Atrial Fibrillation

Manesh R. Patel, M.D., Kenneth W. Mahaffey, M.D., Jyotsna Garg, M.S., Guohua Pan, Ph.D., Daniel E. Singer, M.D,
Werner Hacke, M.D., Ph.D., GUnter Breithardt, M.D., Jonathan L. Halperin, M.D., Graeme ). Hankey, M.D.,
Jonathan P. Piccini, M.D., Richard C. Becker, M.D., Christopher C. Nessel, M.D., john F. Paolini, M.D., Ph.D.,
Scott D. Berkowitz, M.D., Keith A A. Fox, M.B., Ch.B., Robert M. Califf, M.D.,
and the ROCKET AF Steering Committee, for the ROCKET AF Investigators™

Nghién ctru rivaroxaban phong ngtra dét quy va thuyén tdc mach hé thong
& bénh nhan rung nhi khéng do bénh van tim.

Nghién ctru xac dinh vi tri cua rivaroxaban trong chi dinh nay la ROCKET
AF (Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared
with Vitamin K Antagonism for Prevention of Stroke and Embolism Trial in

Atrial Fibrillation)



ROCKET AF la mét thdr nghiém |am sang phan nhém ngau nhién
mu doéi thwe hién trén 14.264 bénh nhan rung nhi khéng do bénh
van tim

« Co tién sr dot quy, con thiéu mau ndo thoang qua, thuyén tac mach
hé thong

« Hoé&c it nhat 2 trong sb cac yéu td sau: suy tim hodc phan suat tong
mau that trai < 35%, tang huyét ap, tudi = 75, dai thao dwong.



Bé&nh nhan chon ngau nhién mot trong hai nhom:

« nhom rivaroxaban (liéu 20 mg/ngay, hodc 15mg/ngay néu dé thanh
thai creatinin trong khoang 30-49 ml/phut)

« nhém warfarin (liéu duworc diéu chinh dé dat INR trong khodng 2-3).

Thoi gian theo dai trung vi la 707 ngay.

Tiéu chi danh gia chinh:

« hiéu qua 1a phbi hop cac bién cb dét quy (dang thiéu mau cuc b

hodc xuét huyét) va thuyén tac mach hé théng.
« danh gia chinh vé tinh an toan la chay mau.



ROCKET AF: Study Design

Glsk Factors, at least 2 of: \

.« CHF
* Mypertension
- - - - - 2 75
Atrial Fibrillation . O
OR
= Stroke, TIA or systemic
\ embolus )
Rivaroxaban D L R Warfarin
20 mg daily Double Blind / INR target: 2.5
(15 mg for Cr Cl 30-49 mi/min) Double Dummy (2.0-3.0 inclusive)

(N= 14.264)

! l

Monthly Monitoring
Adherence to standard of care guidelines

Primary Endpoint: Stroke or non-CNS Systemic Embolism

MR Patel et al.N Engl) Med 2011;:365:883-91.



Két qua ROCKET AF
.

 Tan suat cac bién co thudc tiéu chi danh gia chinh trén hai nhom
rivaroxaban va warfarin khong khac biét
(2,1%/néam so voi 2,4%/nam, p = 0,12).

O Tan suat chdy mau & hai nhém cling khéng khac biét
(14,9%/nam & nhdém rivaroxaban va 14,5%/nam & nhom warfarin, p = 0,44).

(Tuy nhién tan suat chdy mau trong hgp so & nhém rivaroxaban thdp hon c6
y nghia (0,5% so vd&i 0,7%, p = 0,02) va tan suat chay mau gay chét & nhom
rivaroxaban ciing thap hon c6 y nghia (0,2% so v&i 0,5%, p = 0,003).



Phan tich tieu nhém ROCKET-AF: BN rung
nhi va tien can dot quy hay TIA

Tong s6 bn 7468 co6 tién can dot quy/TIA (52%)

- 3754 diéu tri rivaroxaban

- 3714 diéu trj warfarin

Két qua

- Tilé m&i méc dét quy/ndm: 2.66% cho rivaroxaban va 2.71% warfarin( khéng c6 su
khac biéf)

- Tilé méi méc dét quy thiéu mau va khong ré nguyén nhan/nam: 2.34% va 2.27%(
khéng c6 sw khac biét trong ca 2 tiéu chi)

Bién chirng

- Chay méau néi so/lndm: 0.59% va 0.80%( thdp hon trong rivaroxaban nhung khéng
y nghia thong ké)

- Chay mau nang/nam: 3.13% va 3.22% ( khéng c6 sw khac biéf)



RATE OF PRIMARY

OUTCOMEIYEAR Két qua ROCKET-AF

21% Phonag natra dét quy va embolism hé théng khéng thdp hon (non-inferior) warfarin,
khdng khdc biét nauy co’ chdy mdu ndng mdc dii chay mdu ndi so va chdy mdu ady tw
vong thdp hon trong nhém rivaroxaban va chay mdu dudng tiéu héa Idn hon

ROCKET-AF: Primary Efficacy Outcome
Stroke and Non-CNS Embolism

Rrvaroxaban

'Warfann

Rivaroxaban Warfarin

g’ 1.71 2.16
-
=
z Rivaroxaban
§ HR (95% C1): 0.79 (0.66-0.96)
§ P value (noninferigrity) < .001
S
Event Rates are per 100 patient- Days From Randomization

vears Basedon proto<ol compliant
on tre atme nt populat.on
. y D ata pw esented By Rahuatfley KW
@ WOMmbDC Admren bCan Hear t Assockation (AMA); 2010, Chacago, Mo M Mo scape




Rivaroxaban hién da dwoc cap phép lwu hanh
tai Viét Nam cho chi dinh phong ngtra thuyén tac
huyét khoi tinh mach sau phau thuat thay khép
gOi va kh&p hang (vién 10 mg).



Apixaban
-

QO Apixaban thudc chdng ddng udng maéi co nhiéu trién vong.

L Nghién cvu ADVANCE (Apixaban for the Prevention of
Thrombosis-related Events) cho thay apixaban uéng (2,5 mg x
2/ngay) hiéu qua phong ngtra cap thuyén tac huyét khdi tinh
mach twong dwong enoxaparin liéu 30 mg x 2/ngay va cao hon
enoxaparin liéu 40 mg/ngay trong thay kh&p goi.

O Apixaban dwoc nghién ctru trong chi dinh phong nglra dot quy, va
thuyén tac mach hé thong & bénh nhan rung nhi qua hai NC lam
sang lon la AVERROES va ARISTOTLE



Fhe N EW BHE N SL.AMN D FERF N A wf M E DI TN

| COMRICSINAL AR ICL.T

Apixaban in Patients with Artrial Fibrillation

AVERROES " Aphaten SmgBID

AF and 21 nsk factor. and

Apixaban Versus ASA demonstrated or expected 1.5 mg O in salected putionts

} unsutable for VKA /—‘
To Reduce the Risk Of Stroke

R 5,600 patients

*DMC recommended early study termination at 1st Sp—— \

analysis of eMy- May 28, . 10 ASA (81-324 mg/d)
* 4 SD x 2 in favour of apixaban
*Long-term open-label apixaban follow-up* Primary Outcome: Stroke of
*94% patients received apixaban 5 mg BID Systemic Embolic Event (SE
*91% patients received aspirin 162 mg daily
*Median follow-up: 1.1 year NEJM February 10, 2011

Phuwong phap, NC mu déi, ngdu nhién 5599 bn rung nhi nguy co
doét quy cao, chéng chi dinh diéu tri VKA, bn diéu tri apixaban(liéu
5mg 2 lan/ngay) hay aspirin(81-324mg/ngay), xac dinh hiéu qua
apixaban co trén khéng. BN theo dbi 1,1 nam. Tiéu chi chinh la
doét quy hay huyét khéi thuyén tdc hé thong



v 2 ﬁ\“
Ket gua AVERROSE ﬁ\'\te'
5‘1&
e“{ﬁ
\ W
[ AVERROSE study: nc mu doi, 5599 bn khong thich hop diéu ;%om (mean CHADS2
score of 2) qﬁ‘l‘

[ Sau theo doi trung binh 1.1 nam, nc ngwng sém do %Q@?rﬁ rang cua apixaban

1 Bn ton thuong thén nang loai trlr trong nc ARISTQTLE va AVERROSE

3 Bn rung nhi diéu tri VTK khong thich hop, Q‘%ﬁﬁ%n giam nguy co dét quy hay
embolism hé thong, khong gia tang nguy ca'c av mau nang hay chay mau ndi so
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Apixaban versus Warfarin in Patients
with Atrial Fibrillation
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ARISTOTLE: Study Design

(Rlsk Factors, at least 1 of:

+ CHF
* Hypertension
Atrial Fibrillation b
OR
/\ « Stroke, TIA or systemic
k embolus
Apixaban 5 mg bd Batilomsbund Warfarin
(2.5-mg for- agez280, Double Blind INR target: 2.0-3.0
(N= 18,201)
Wt<60kg 60 kg, or serum
creatinine level of 1.5mg%) l
Monthly Monitoring

Adherence to standard of care guidelines

Primary Endpoint: ischemic or hemorrhagic stroke or systemic embolism

Christopher B. G et al.N Engl ) Med 2011;365:981-92.



Nghién ctru ARISTOTLE
S

Céng bo cudi thang 8/2011,

3 18.201 bénh nhan rung nhi khéng do bénh van tim cé kém it nhat mét
yéu t6 nguy co khac cua dét quy. Chon ngau nhién

« apixaban (5 mg x 2/ngay)

« hodc warfarin (liéu dwoc diéu chinh dé dat INR trong khoang 2-3).

O Theo doi trung vi 1,8 nam,

0 Két qua

« tan suat dét quy hodc thuyén tac mach hé thbng & nhém apixaban thap
hon c¢6 y nghia so v&i nhdm warfarin
(1,27%/nam so voi 1,60%/nam, p = 0,01).

* Ngoai ra, apixaban con giam nguy co chay mau nang va ti vong do moi
nguyén nhan so v¢i warfarin

(tdn suét chdy mau ndng & hai nhém 2,13%/ndm va 3,09%/ndm, p < 0,001;
ftr vong do moi nguyén nhan ¢ hai nhom 3,52% va 3,94%, p = 0,047).



Phan tich tieu nhém ARISTOTLE: BN rung
nhi va tien can dot quy hay TIA

Tong s6 bn 3436 co tién can dét quy/TIA (19%)

- 1694 diéu tri apixaban

- 1742 diéu trj warfarin

Két qua

- Tilé m&i méc dét quy/ndm: 2.26% cho apixaban va 3.17% warfarin( phan tich
trong phong ngira dét quy thir phat tim thay gidm cé sw khac biét)

- Tilé méi méc doét quy thiéu mau hay khéng rd nguyén nhan/ndm: 1.92% va
2.23% ( khdng co s khac biéf)

Bién chirng

- Chay méau néi so/ndm: 0.55% va 1,49%( thAp hon trong apixaban c6 y nghia
théng ké)

- Chay mau nang/nam: 2.84% va 3.91% (c6 s khac biéf)



RATE OF PRIMARY
OUTCOME/YEAR:

160%

1.2T%

»

’
‘

.

Warfarnn

ARISTOTLE: Efficacy and Bleeding Outcomes

Apixaban Warfarin
n=9120 n = 9081 HR
Event Rate Event Rate 95% C1 P Value
0.89
Death from any cause 3.52 3.94 0
(0.80-0.998)
0.69
ISTH major bleeding 2.13 3.09 (0.60-0.80) < .001
0.42
Intracranial bleeding 0.33 0.80 (0.30-0.58) < .001
0.71
Any bleeding 18.1 25.8 (0.68-0.75) < .001
@ Thromt Granger CB, ot al. N Engl J Med. 2011365 981992 hSart.., Maolscape




ORIGINAL ARTICLI

Edoxaban versus Warfarin in Patients
with Artrial Fibrillation

rthe ENGAGE AF-TIMI 48 |,

Engagf\é

Phuwong phap, nc ngau nhién, mu déi, so sanh edoxaban 2 liéu dung ngay 1
l&n véi warfarin cho 21.105 bénh nhan rung nhi c6 nguy co tir trung binh dén
ndng, theo dbi trung vi 2,8 ndm. Tiéu chi hiéu qua chinh la ddt quy hay huyét
khoi thuyén tac hé théng. Méi liéu edoxaban duoc danh gigd khéng dudi
warfarin trong thoi gian diéu tri. Tiéu chi an toan chinh la chdy méau ndng



ENGAGE-AF

Sonaly Study Design

FDA Approved January 8, 2015 21.105 PATIENTS
—y AF on electrical recording within fast 12 m
Lcaana. ) CHADS, 22

Europe Approved June 26, 2015

RANDOMIZATION

1:1:1 randomization is stratified by CHADS, score 2-3 versus 4-6
and need for edoxaban dose reduction®

Warfarin High-dose Edoxaban | | Low-dose Edoxaban
(INR 2.0-3.0) 60" mg QD 30" mg QD

12 Efficacy EP = Stroke or SEE

2° Efficacy EP = Stroke or SEE or CV montality
12 Safety EP = Major Bleeding (ISTH criteria)




ENGAGE-AF

Low-Dose Edoxaban vs Warfarin

Annualized Wartarin Low-Dose P value
Event Rates (%) (n=7036) Edoxaban 97. S%(l
n=7034

Stroke or embolic 1.07
event® 1.50 1.61 (0.87-1.31) .w
“Stroke or embolic 1.13
event® 1.80 2.04 (0.96-1.34) 10
Hemorrhagic 0.33
‘Stfok() — 00‘7 0016 (0.22.0.”). < 'ml
Ischemic stroke® 1.25 1.77 1.41 < .001

(1.19-1.67)*

HR = hazard ratio; Cl = confidence interval

* Modified intention 10-treat; treatment penod

* Prespecified supernionty analysis/intention-to-treat overall study perod
* Plor noninfeniority

¢ Plor supenonty
* 95% confidence interval




ENGAGE-AF

Annualized Warfarin | High-Dose HR
Event Rates (%) {n=7036) tdoxaban {97.5% C1)
{n=7035)

Stroke or embolic 0.79
— 1.50 118 (0.63-0.99)

Stroke or embolic 087
event® 1.80 1.57 (0.73-1.04)
Hemorrhagic 0.54
str . SelEe— 047 026 (0.38-0.77)
Ischemic stroke® 1.00
1.25 1.25 (0.83-1.09)*

HR = hazard ratio; Cl = confidence interval

* Modified intention to-treat; treatment pe nod

* Prespecified supenonty analy sisintention-1o-reat overall study penod
* Pfor noninfenority

¢ P for supenority
* Q% confutences interval

High-Dose Edoxaban vs Warfarin

P value



RATE OF PRIMARY
OQUTCOME/YEAR:

2

Két qua

Edoxaban khdng thdp hon (noninferior) warfarin trong phong natra dot quy
hay embolism hé thong va lién hé ti Ié chay mdu va tw vong do nguyén nhén
tim mach thap hon , chdy mdu tiéu hoa gia tdng liéu 60mg edoxaban

Warfarn

Major bleaeding
F Llfc-thr-at;v:l-rg
bleeding
Intracranial
bleeding

Major + cllnlcally

relevant bleeding
Major
gastrointestinal
bleeding

ENGAGE-AF

Annualized Rates High-Dose Low-Dose Warfarin P value
of Bleaeding (26) Edoxaban Edoxaban (= 7036) (both doses)
n = 7035 n = 7034

2.75 1.61 3.43 < .001
0.40 0.2s 0.78 < .001
0.39 0.26 0.85 < .001
11.10 7.97 13.02 < .001
High vs warfarin
1.51 0.82 1.23 S vom

Low vs warfarin
P < 001




Edoxaban liéu cao so liéu thap
<« ]

O Tilé stroke hay systemic embolic thap hon trong liéu cao

O Tilé ischemic stroke thap hon va ti & hemorrhagic stroke cao hon
trong liéu cao

O Liéu thap lién hé ti I&8 chdy mau thap hon

O Khong co sy khac biét ti 1& tr vong hay chét do tim mach v&i ca 2
lieu

O Bn gidm liéu(25,3% mau) trong 2 nhom c6 hiéu qua twong tw va
cai thién dé an toan



O C& 2 liéu edoxaban thi khéng thap hon warfarin

(noninferior to well-managed warfarin(median time in therapeutic range,

68.4%, TTR)

O Phong ngtra dot quy hay systemic embolic, liéu cao edoxaban ¢
khuynh huéng hiéu qua hon warfarin

O Tilé ischemic stroke twong tw cho warfarin va edoxaban liéu cao
nhwng cao hon véi liéu thap edoxaban

3 Tilé hemorrhagic stroke va chét do tim mach thap hon ca 2 liéu
edoxaban so v¢&i warfarin

0 Edoxaban cé ti I& chdy mau tat ca cac loai thap hon ngoai triv tiéu hoa



FDA phé chuan
S

3 Khuyén céo liéu 60mg mét lan trong ngay bn c6 do loc
creatinine trén 50-95ml/phut va giam liéu 30mg ngay mét lan
cho bn tdn thwong than trung binh dén nang (creatinine
clearance 15-50mli/phut)

O Rung nht khéng valve tim, danh gia creatinine clearance trwéc
khi kh&i dau diéu tri vai thudc bai tiét qua than



Bang tém tat dic diém cédc nghién ciru

Characteristic ROCKET-AF ARISTOTLE
Number of patients 18,113 14,264 18,201
Lost to follow-up (n) 20 32 69
Median Follow-up (years) 2 19 1.8
CHADS:2 score (mean) 21 35 2.1
Oor1l 31.9% 0 33.9%

2 35.6% 13.0% 35.8%
3-6 32.5% 86.9% 30.2%
Age (years) 71 (mean) 73 (median) 70 (median)

Female sex (%) 36 40 35
Previous stroke or TIA (%) 20 55 19
Aspirin use (%) 40 37 31
Mean TTR for warfarin (%) 64 55 62
Creatinine clearance
<30 ml/min 0 0 1.5%
30-50 m|/min 19.4% 20.7% 18.1%
>50 ml/min 80.6% 79.6% 82.9%
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RE-LY : O

ROCKET-AF : 0

ARISTOTLE : 1.5%




Két cuc

Dabigatran Dabigatran Rivaroxaban vs. Apixaban vs,
110 mgvs. warfarin 150 mg vs. warfarin warfarin warfarin

Ot RR (95% CI) RR (95% CI) HR (95% C1) ©HR(95% C)
Stroke or systemic embolism  0.90(0.74-1.10)  065(0.52-0.81) ) "'ﬂ g:z :g:g;’_ (1):::;4!» 0.79(0.66-095)
Ischemic stroke 111(088-1.39)  076(0.59-0.97) § NA 0.92 (0.74-1.13)
Hemorrhagic stroke 031(017-0.56) & 026(014-049) §| 059037093 0510350758
Major bleeding 0.80(0.70-0.93) § 093 (0.81-1.07) 1.04 (0.90-1.20) 069 (0.60-0.80) §
Intracranial hemorrhage 030(019-0.45) ¢ 04100280600 ! 067047099 § 0420300588
All-cause mortality 0.91(0.80-1.03)  0.88(0.77-1.00) | 0.92(0.82-1.03) 089 (080-0.99) §
@ 129(096-1.75)  127(0.94-1.71) | 0.81(0.63-1.06) 0.88 (0.66-1.17)
Gastrointestinal bleeding 1.08 (0.85-1.38) 1.48 (1.18-1.85) ' NA 0.89 (0.70-1.15)




Risk Ratio (95% Cl)

RE-LY Pradgra) &\‘Q B — 0.66 (0.53-0.82)
(150 mg) Q -
IS
©

ROCKET - 0.88 (0.75-1.03)

A

&
ARISTOTLE 0.80 (0.67-0.95)

'Ko E !'-'L.'L,u:-l:
X

‘é'

c~){\\{\El'ﬂlGMGE AF-TIMI 48

& (60mg) [Cdana. )
O

; 0.88 (0.75-1.02)

4

>
N§ Combined 0.81 (0.73-0.91)
(Random effects model) P < 0001
N = 58,541 1 2
Tebaragansiy P 48 Favors NOAC Favors Warfarin

Reproduced from Ruff CT, et al. Lancet. 2014;383:955-962. ©2014, with permission from Elsevier.['3]






RS Risk Ratio (95% Cl)

RE.LY & 0.94 (0.82-1.07)
(150 ma) L
3

ROCKET AF © 1.03 (0.90-1.18)
ARISTOTLE —.— 0.71 (0.61-0.81)
ENGAGE AF-TIMI 48 —.— 0.80 (0.71-0.90)
(60 mg)
Combined + 0.86 (0.73-1.00)
(Random effects model) P= 06
N =58,498 ]

0.5 Favors NOAC | Favors Warfarin -

Heterogeneity P = .001 B 4

Reproduced from Ruff CT, et al. Lancet. 2014,;383:955-962. ©2014, with permission from Elsevier.['>]



D6 an toan cua NOACs so v&i warfarin

Dabigatran Dabigatran Rivaroxaban Apixaban
150mg BID 110mg BID 20mg OD 5mg BID
Major bleeds - -

ICH

Life-threatening
bleeds

-
-
Major GI bleeds -
-

Total bleeds

-
-
-

- -
S =

-
-
o  wm
—3

NA=not available; * Includes major and nonmajor clinically relevant bleeding events only Based on
an indirect comparison, where dabigatran , rivaroxaban and apixaban were all compared against the
reference drug warfarin (target INR 2-3). Connolly SJ et al. N Engl J Med 2009;361:1139-51;
Connolly SJ et al. N Engl J Med 2010;363:1875—-6 ; Patel MR et al. N Engl J Med 2011;365:883-91 ;
Granger CB et al. N Engl J Med 2011;365:981-92



Nguy co chdy mau ngudi Ion tudi va tré hon

Dabigatran 110 mg vs Warfarin  Dabigatran 150 mg vs Warfarin
e (n=12,037) (n=12,098)
bleeding RR (95% Cl) RR (95% Cl)
Age<75y  0.62(0.50-0.77) § 0.70(0.57-086) §

Age275y 1.01(0.83-1.23) P<0.001 1.18(098-142) P <0.001




Phan tich tiéu nhém bn tién can dét quy hay TIA

Dabigatran Dabigatran Rivaroxaban vs. Apixaban vs,
110 mgvs. warfarin 150 mg vs. warfarin warfarin warfarin

Outcome RR (95% CI) RR (95% C) HR(95% C1) HR (95% CI)
Stroke or systemic embolism 084 (058-120)  075(0-52-108) 094 (0-77-1-16) 076 (0-56=1-03

Major beedin os6(04s-090 § 101013 09079119 073 (035-0s8

Hemoragiestoke —— 0m (0030 § 0201007 § 0B 03006

Két cuc cho tiéu nhém bn co tién can dét quy va TIA khéng thay doi






NOACs nao tot nhat ?
«a/—""

Khéng c6 so sanh “Head to head”
« CHADS?2 score va tién can dot quy, TIA nhiéu hon trong ROCKET AF
* Ischemic Stroke giam chi v&i dabigatran 150 mg BID
« Chay mau duwdng tiéu hda trong nghién ciru:
 Gia tang véi:
» Dabigatran 150 mg
* Rivaroxaban
» Edoxaban 60 mg
* Khéng gia tang véi:
 Apixaban
* Edoxaban 30 mg
-« Giam t&r vong toan bb:
 Rivaroxaban
» Edoxaban 30 mg



Step1

co chay mau va theo doi sat lam
sang

* co thé tinh HAS-BLED score. Néu
HAS-BLED =3, stra doi yéu té nguy

SAMe-TT,R, VASc score

.

Identify low-risk patients
Calculate
CHA,DS,-VASc
Step 2
Use oral anticoagulant in all
patients with »1 stroke risk factor*
Step3
Decide on non-VKA oral
anticoagulant or VKA with high
time in therapeutic range
! 00
& v
‘l~\\° SAMe-TT,R, score 0-2
VKA treatment (eg, warfarin)

SAMe-TT,R, score >2
Non-VKA oral anticoagulant

(eg, oral direct thrombin inhibitor
or direct factor Xa inhibitor)




Calculate the SAMe-TT,R, score [z |

Condition/influencing factor Points
Sex (female) 1
Age (<60 years) 1

Medical hstory (o of the following: hypertension, diabetes, M, PAD, congestive heart failure, history of stroke, puimonary disease, hepatic or renal disease)| 1

Treatment (interacting medications e.. amiodarone) 1

Tobacco use (within 2 years) 2

Race (non-Caucasian) 2

Using the above table add together points assigned for different factors to a maximum score of 8.

Results [edt]

Score result Action (Untested)”
0-2 | Patients are liely to achieve  high TTR (e.g. >65%) so iitating with a VKA s ey beneficial,

22 Improve education regarding anticoagulation control (6.9. a structured educational programme'’) or select a NOAC would be better initial options.




Matching the NOAC to the Patient
Remember the Modifiable Bleeding Risk Factors

A= Apixaban, D=dabigatran, E= edoxaban, R=rivaroxaban



Twice- or Once-Daily Dosing of Novel Oral

Anticoagulants for Stroke Prevention: A Fixed-Effects
Meta-Analysis with Predefined Heterogeneity Quality

Criteria

Andreas Clemens’**, Herbert Noack”, Martina Brueckmann™*, Gregory Y. H. Lip*®

STEP 1: Analysis of all trial results including all dose strength (dosing arms) of
the NOACs independent of dosing regimen (BID or QD)

L 2

Q... ¥* -distributed >0.20 and FF <25%

! ves

Generation of CE (95% CI) and STOP of analysis

NO

Y

STEP 2: Analysis of all trial results including dosages with the most pronounced
efficacy effect only and cluslered by dosing regimen (BID or QD)

v

Q,_; 3 -distributed >0.20 and |2 <25%

1 ves
Generation of CE (95% CI)

1 no

NO generation of CE (95%) adequate

June 2014 | Volume 9 | Issue 6

Figure 2. Scheme of the strict, stepwise, fixed-effects meta-analysis with predefined heterogeneity quality criteria.

Két ludn: liéu str dung NOACs hai lan trong ngay cdn bdng giita nguy co-ich loi nhiéu hon trong

phong naira dét quy va chdy mdu ndi so




Assess bleeding risk, renal function, patient’s preference & comorbid conditions

l 1 l 1

High risk of stroke, low HAS-BLED score 23, Renal impairment. Preference for once/
bleeding risk high risk of bleeding h/o g.i. bleed & daily regimen
(HAS-BLED) score <3 dyspepsia

Consider NOAC with Consider dose- Consider NOAC with Consider NOAC with

best efficacy, most adjustment and NOAC less predominant renal longer half-life

experience post FDA with lowest incidence of excretion

approval 1 bleeding l 1 l

Dabigatran 150 bid Apixaban, reduced dose  Apixaban, rivaroxaban Rivaroxaban
dabigatran

ek Maan. J Thorac Dis 2015;7(2):115-131



NOAC Antidotes — nghién ctru lam sang

Andexanet?  Antidote for factor Xa inhibitors

(PRT064445) » Recombinant protein binding to factor Xa

inhibitor sit Andexanet Alfa for the Reversal of Factor Xa
Inhibitor Activity. NEJM Nov. 2015

* Antidote for factor Xa inhibitors, direct
thrombin inhibitors, low molecular-weight

AripazineP . .
(PER977) hepar|n§, and fondaparinux
« Synthetic small molecule; reversal effect
through direct binding to anticoagulant
Idarucizumab® + Antidote for direct thrombin inhibitors
(Bl 655075) .

Fully humanized antibody fragment -
Praxbind, the first reversal agent for

‘t:r‘\)eAaar‘\‘t)i‘::l;)oav;:lant Pradaxa-gctober 16, 2015 -
a. Clinicaltrials.gov; NCT01758432'; b. Dolgin E. Nat Med. 2013;19:251U'7]; ¢. Clinicaltrials.gov;

NCT01955720.1"8




Tém tat ‘
(ttr cac nghién coru diéu tri NOACs phong ngtra dot quy ¢ bn non-
valvular atrial fibrillation )

* NOACs trén warfarin (dabigatran 150 mg hay apixaban) hay tuong tw
warfarin (dabigatran 110 mg, rivaroxaban, hay edoxaban ca 2 liéu) giam dot
quy hay systemic embolism.

» Gidm dot quy do gidm dét quy xuat huyét ( tat cd NOACs so VKAs), anh
hwaong rat nho trén dét quy thiéu mau, giam dang ké chi bao céo trong
dabigatran 150 mg

* NOACs ca an tpan hon warfarin (dabigatran 110 mg, apixaban, hay
edoxaban ca 2 liéu) ,hay an toan nhw warfarin (dabigatran 150 mg hay
rivaroxaban) voi xuat huyét nghiém trong.

» Apixaban hiéu qua hon aspirin trong phong ngtra stroke hay systemic
embolism, vdi so sanh an toan (major bleedipg, haemorrhagic stroke, ICH,
va gastrointestinal bleeding), va dung nap tot hon.



» Hiéu qua va an toan cua dabigatran, rivaroxaban va apixaban trong di
liéu thwe té trén thé gidi “real-world data” thi phu hop cao v&i tim thay tw
cac nghién clru, tuy nhién nghién ctru ROCKET-AF bao gém bn nguy co
cao v&i nhiéu bién cb trong nghién ctru thuc té trén thé gioi

 Chay mau dwdng tiéu hda thwdng nhat chdy mau nghiém trong

« Chay mau ndo hay chay mau gay tl vong rat it gap

« Nguy co’ chdy mau trong khéi dau dung khang ddng udng thi cao hon véi
warfarin hon v@i dabigatran



- Piéu tri OAC phong nglra dét quy gia tang trong thap ky vira qua. ’
Dung OAC trong thwc hanh tdng quat & Hoa ky 45% va Nhat 50% dén
82% & BS tim mach Chau au va 87% & Nhat

 Cardiologists va electrophysiologists thuwong k‘é don OAC nhiéu hon
nQi tru chuyén khoa hay bac si cham so6c ban dau

« OAC thwdng dung nhiéu hon & Chau au va Nhat hon Hoa ky

« VKAs van con la OACs thwdng ding nhat trong nhiéu vung.

« OACs van con khdéng dwoc tan dung & bn du tiéu chudn va lam
dung & bn c6 nguy co dét quy thap



* Nhan thirc dét quy cua bac si va nguy co chay mau thuwdng khac biét

- Ly do thworng nhéat khdong dung OAC 1a bac si quyét dinh (real or perceived
high bleeding risk, need or perceived need for concomitant antiplatelet
treatment, paroxysmal or asymptomatic atrial fibrillation, only one stroke risk
factor), tiép theo I1a chdi bé&nh nhan

« Khdng tiép tuc thworng trwe warfarin thuwéong gap bn atrial fibrillation (20%
to >50%), dac biét bénh nhan tr,é. Sv khc“)ng tiep tuc thwdng gap badi vi sw
wa chudng thay thudc, bn tlr chdi, sw cd chdy mau

« Diéu tri Antiplatelet, phén l&'n aspirin, dwgc dung khoang 1/3 bénh nhan,
thwerng diéu tri don thuan dac biét ngudi Ién tudi. Khi di kém theo OAC, chi
phan nira co bénh mach mau



Twong lai
S

Q Gia tang sw quan tam vé vai tro khdng nhan biét dwoc rung nhi sé
thuc giuc ¢ gang phét hién rung nht trwdc khi dot quy, Xay rava xay
dwng dw phong huyét khoi bang khang déng udng hiéu qua

Q Pho bién nhan thire vai tro dieu tri khong ding mire rung nhi gay dot
quy, thiéu mau, chu yég sé coO gang lien hé bang chirng do diéu tri
thiéu OACs va thay thé aspirin bang OACs

O Nghién clru vé co ban va lam sang la can thiét dé hiéu nhiéu hon vé
bénh ly chat nén cua nhi(atrial substrate) dan dén cardioembolism

O Lau dai, cb gang gian tiép phong ngtra nguyén phét rung nhi



Cost per month of oral anticoagulants

Rivaroxaban (20 mg/day) : $290
Dabigatran (150 mg bid): $290
Apixaban (5 mg bid): $147

Warfarin (7.5 mg/day): $31



