Piéu tri chong dong
cho bénh nhan rung nhi 16n tudi

TS H6 Huynh Quang Tri
Vién Tim TP HCM




So luge vé dich té hoc rung nhi

= Rung nhi chi€m 1/3 cdc trudng hdp nhap vién vi roi loan nhip tim!
= SO bénh nhan rung nhi w6c tinh hién nay:
= Chau Au: 4.5 triéu!
s Hoa Ky: 5.1 triéu?
= Tan suit luvu hanh rung nhi ngdy cang ting vi cdc nguyén nhan sau:
= Dan s0 thé gidi ngay cang gia di
= Tan suit luu hanh cdc bénh tim mach man ngay cang ting

= Tan suit luvu hanh cdc YTNC ctia rung nhi ngay cang ting

1. ACC/AHA/ESC guidelines: Fuster V et al. Circulation 2006;114:¢257-354 & Eur Heart ] 2006;27:1979-2030;
2. Miyasaka Y et al. Circulation 2006;114:119-25;
3. Heeringa | et al. Eur Heart | 2006;27:949-53



Tan suét luu hanh rung nhi tuy theo Iia tudi

B Men
B Women

2
c
A
©
>
o
e
S
L
<

55-59 60-64 65-69 70-74 75-79 80-84  >84
Age

(Heeringa J, et al. Eur Heart J 2006;27:949-953)



AF: an important independent risk factor
for stroke

Framingham Heart Study: risk of stroke with AF is greater
than with other known risk factors
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Wolf PA et al. Stroke 1991,22:983-988




Ischaemic stroke risk is independent of the
type of AF
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Proportion of strokes attributable to AF

Increases with age

Framingham Heart Study (N=5,070)
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Significant increase in AF-attributable stroke risk with age (p-value for trend <0.01)

Wolf PA et al. Stroke 1991,22:983-988



CHA,DS,-VASc score and stroke risk In
patients with AF

item Points
Previous stroke 2
TIA or systemic

embolism

Age >75 years 2
Congestive heart 1
failure*

Hypertension 1
Diabetes mellitus 1
Age 65-74 years 1
Female gender 1
Vascular disease 1

VASc

1-year
stroke rate

0 N O ©

23.64%
22.38%

21.50%
19.74%
15.26%

*Or moderate-to-severe left ventricular systolic dysfunction (left ventricular ejection fraction <40%)

Olesen JB ef al. BMJ 2011;342:d124; Camm AJ et al. Eur Heart J 2010;31:2369-2429



Thuoc KVK giam c6 y nghia nguy co dot qui
¢ bénh nhin rung nhi

VKA better Placebo better

AFASAK ! oA | '

SPAF —0— |
BAATAF —@ |

CAFA | —0 !
SPINAF  —@ |

EAFT —O |

: —@ I RRR 64%*
All trials (95% CI: 49-74%)
100 50 50 ~100

0
RRR (%)t

VKA = vitamin K antagonist; AF = atrial fibrillation; Random effects model; Etror bars = 95% CI; *P>0.2 for homogeneity; TRelative risk reduction (RRR) for
all strokes (ischaemic and haemorrhagic) for ischaemic stroke only the RRR was 67% (95%CI: 54—77%)

Hart R(aet al. Ann Intern Med 2007;146:857—67



Phong ngira dot qui / thuyén tic mach hé thong
trong rung nhi khong do bénh van tim (ESC 2012)

= CHA,DS,-VASc = 0: Khong can dung thudc chong huyét khoi (I-B)

s CHA,DS,-VASc > 2: Dung thudc chong dong udng, trir khi ¢6 chong chi
dinh (I-A)

s CHA,DS,-VASc = 1: Xem xét dung thu6c chong dong udng sau khi danh
gid nguy c¢o chdy mdu va hdi y ki€n ctia bénh nhan (Ila—A)

* Bénh nhan nif < 65 tudi, khong c6 YTNC khdc: khong dung thudc (Ila—B)

= Néu bénh nhan tir chdi dung thuéc chong dong: Xem xét dung thudc
chong ti€u cau v6i phoi hop ASA 75-100 mg + clopidogrel 75 mg (nguy
co chdy mdu thap) hoic - hiéu qua kém hon - ASA 75-325 mg (1Ia—B)



Piéu tri chong dong bing KVK giam nguy cd thuyén tic do
huyé&t khoi nhung ting nguy co chay mdu trong hop so
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(Singer DE, et al. Ann Intern Med 2009;151:297-305)



HAS-BLED bleeding risk score

Clinical characteristic

Pisters R et al. Chest 2010;138:1093—-1100



Higher bleeding rates seen with high HAS-
BLED score (p-value for trend <0.001)

Cumulative incidence of bleeding* by HAS-BLED score
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*Non-OAC cohort

Olesen J et al. J Thromb Haem 2011



Tolerability of Warfarin During First
Year of Therapy: US Elderly Patients

(N =472; Age 2 65 years)

Major Bleed Off Therapy
CHADS, Rate (Per 100 Person- Rate (Per 100
Score Years) Person-Years)
0 3.1 15.6
1 4.3 17:1
2 2.0 12.9
3 19.5 32.6
24 23.4 32.1

TTR =58%

Major hemorrhage 7.2%, ICH 2.5%
Rates 2.75 times higher in patients > 80 years

28% patients discontinued warfarin at 1 year

(78 Tl enciasl : the sl
Hylek, EM. Circulation. 2007;15:2689-2696. heart., Medscape



Cac bién phap cai thién liéu phap khang vitamin K
¢ bénh nhan rung nhi 16n tuoi

s Ting cuwong huin luyén bac si:
e Nim vitng thang di€m phan tang nguy co dot qui (CHADS,,
CHA,DS,-VASc)
e Nim vitng thang diém phan ting nguy co chdy mdu (HASBLED)
m Cai thién theo doi INR va tuin tri:
e Hu6ng din cich udng thudc 1o rang, dé hiéu
e CJ sd ha tang y t€ phi hop (— xét nghiém INR dé dang)

e Tidng cudng gido duc, huéng dan cho bénh nhan

(Sinnaeve PR, et al. J Intern Med 2012;271:15-24)



Cic thuoc chong dong mdéi

PUONG UONG PUONG TIEM

TFPI (tifacogin)

Rivaroxaban APC (drotrecogin alfa)
Apixaban "sTM (ART-123)
LY517717

}()1\1/;157061) e ? < Fondaparinux
- Idraparinux
Betrixaban v
TAK 442
DX-9065a
Dabigatran ..................... >

Fibrinogen » Fibrin

(Weitz & Bates. J Thromb Haemost 2007)



RELY

(Randomized Evaluation of Long-term Anticoagulation Therapy)

AF + 2 1 additional risk

factor:

N=18,113
951 centers in 44 countries

v

Risk factors:

* Stroke or TIA

* LVEF < 40%

* HF 2 NYHA class Il

* Age 2 75 years

* Age 2 65 years + either
DM, CAD or hypertension

Warfafnn, Dabigatran Dabigatran
dose adjusted
(INR: 2.0-3.0) 110 mg, 2x/d 150 mg, 2x/d
n = 6022 n=6015 n= 6076
Primary outcome: stroke/SE
@ Thrombosis Connolly S et al. N Engl J Med. 2009;361:1139-1151.

héart., Medscape

from etMD




RE-LY: dabigatran etexilate 110 mg BID was found to be

non-inferior to warfarin for stroke or systemic embolism

Dabigatran 110 mg BID

rate (%/yr) vs warfarin RR (95% CI); P value

Dabigatran Warfarin
e embolism 1.54 1.71 e 0.90 (0.74, 1.10); P<0.001
Stroke 1.44 1.58 & 0.91 (0.74, 1.12); P=0.38
e 0.12 0.38 H&— 0.31 (0.17, 0.56); P<0.001
mspeciid stroke 1.34 1.21 H®—  1.11(0.88,1.39); P=0.35
Non disabling 0.50 0.58 —e+— 0.86 (0.61, 1.22); P=0.40
Disabling or fatal 0.94 1.01 —a— 0.93 (0.72, 1.21); P=0.61
(I) I 0.I5 I 1.0 I 1.I5 I 2.I0
Dabigatran better Warfarin better

Error bars = 95% confidence intervals; BID = twice daily; RR = relative risk
Connolly SJ et al. N Engl J Med 2009;361:1139-51; Connolly SJ et al. N Engl J Med 2010;363:1875-6



RE-LY: dabigatran etexilate 150 mg BID was found to be

superior to warfarin for stroke or systemic embolism

Dabigatran 150 mg BID
rate (%lyr) vs warfarin

Dabigatran Warfarin

RR (95% CI); P value

§;f;;§$n?g el 1.11 1.71 H&- 0.65 (0.52, 0.81); P<0.001
Stroke 1.01 1.58 H& 0.64 (0.51, 0.81); P<0.001
?t?g?eorrhagic 0.10 0.38 FH@— 0.26 (0.14, 0.49); P<0.001
mapeciied stroke 0.92 1.21 o 0.76 (0.59, 0.97); P=0.03
Non disabling 0.37 0.58 -o— 0.62 (0.43, 0.91); P=0.01
Disabling or fatal 0.66 1.01 o—| 0.66 (0.50, 0.87); P=0.004
CI) I 0.I5 I 1.0 I 1:5 I 2.I0
Dabigatran better Warfarin better

Error bars = 95% confidence intervals; BID = twice daily; RR = relative risk
Connolly SJ et al. N Engl J Med 2009;361:1139-51; Connolly SJ et al. N Engl J Med 2010;363:1875-6



RE-LY: Major Bleeding and ICH

Dabigatran Dabigatran Dabigatran Dabigatran
110 mg 150 mg 150 mg
110 mg 150 mg Warfarin vs Warfarin vs Warfarin vs 110 mg
Rate/ Rate/ Rate/ RR RR RR
Year Year Year (95% ClI) P (95% ClI) P (95% ClI) P
Major. 271 % 311 % 3.36 % 0.80 0.93 1.16
Bleeding (0.69-0.93) (0.81-1.07) (1.00-1.34)
E . 1.32
All ICH 0.23 % 0.30 % 0.74 %
(0.20-0.47) (0.27-0.60) (0.82-2.17)
th i P
@ Thramhbe héart., Medscape

Connolly SJ, et al. N EnglJ Med. 2009;361:1139-1151.

EDUCATION



RE-LY: Dot qui / thuyén tic hé thong theo Iifa tudi

B Age <65
B Age 65-74
m Age >75

1.43

Dabigatran 110 Dabigatran 150 Warfarin
Stroke & nhon-CNS embolism

(Sinnaeve PR, et al. J Intern Med 2012;271:15-24)



RE-LY: Chay mau trong hop so theo I¥a tudi

Age <75 years [l >75 years

Int P=0.28 Int P=0.91

| —| 1
RR 0.37 RR 0.42
(0.21-0.64) (0.25-0.70)

RR 0.22 RR 0.43
(0.11-0.45) (0.25-0.74)

0.41

110 mg 150 mg
Dabigatran

(Sinnaeve PR, et al. J Intern Med 2012;271:15-24)



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)

AF + risk for future stroke

> 2 additional risk factors

N =14,264
1178 centers in 45 countries

/ N\

(history of stroke/TIA/SE) or |—

Risk factors:

* CHF or LVEF £ 35%
* Hypertension

* Age 2 75 years

* DM

Oral rivaroxaban 20 mg Warfarin*
+ placebo* + placebo

*Titrated by INR/sham INR
to INR: 2.5 (range: 2.0-3.0). l

Primary outcome: stroke/SE

@ " _ ROCKET AF Study Investigators. Am HeartJ. 2010;159:340-347.
Ny hrombosis Patel MR, et al. N EnglJ Med. 2011;365:883-891.

héart., Medscape

from etMD



ROCKET-AF: rivaroxaban was non-inferior to warfarin for

the primary outcome of stroke and systemic embolism

Rivaroxaban

rate (%l/yr) vs warfarin HR (95% CI); P value

Rivaroxaban  Warfarin
e embolism 2.1 2.4 H@- 0.88 (0.74, 1.03); P<0.001*
e 3.11 3.63 H&-| 0.86 (0.74, 0.99); P=0.034
rpe ek 0.26 0.44 —o— 0.59 (0.37, 0.93); P=0.024
Ischaemic stroke 1.34 1.42 o 0.94 (0.75, 1.17); P=0.581
Unspecified stroke 0.06 0.10 I @ : 0.65 (0.25, 1.67); P=0.366
Non-CNS embolism 0.04 0.19 F@— 0.23 (0.09, 0.61); P=0.003
0 05 10 15 20
Rivaroxaban better Warfarin better

*P value for non-inferiority, intention-to-treat population, all other results based on safety on-treatment population
Error bars = 95% confidence intervals; BID = twice daily; CNS = central nervous system; HR = hazard ratio
Patel MR et al. N Engl J Med 2011;365:883-91



ROCKET AF: Bleeding Analysis

Rivaroxaban Warfarin
(N=7111) (N =7125) Hazard Ratio
Parameter (% per year) (% per year) (95% CI) Hazard Ratio and 95% CI
Primary safety 103
endpoint: major 14.9 14.5 [0-95.*,1-11] thy
and CRNB
. i 1.04
Major bleeding 3.6 3.5 (0.90,1.20) Ho
Hemoglobin drop 1.22
(z2g/dL) 2.8 2.3 (1.03,1.44)* -4
. 1.25
Transfusion 1.7 1.3 (1.01.1.55)* =
Critical organ 0.69
bleeding 0.8 e (0.53,0.91)* =
Intracranial 0.67 —e—]
bleeding 0.5 0.7 (0.47,0.93)*
. 0.50 |— —|
Fatal hIEEdlng 0.2 0-5 [ugl]u?glt
Nonmajor clinical 1.04 H
relevant bleeding Lo Llas (0.96,1.13)
| | | |
» Major bleeding from gastrointestinal site (upper, lower, and rectal): 0.2 0.5 1 2 5
rivaroxaban =224 events (3.2%); warfarin = 154 events (2.25); P< .001* ] Favors Favor?
» Safety population, on-treatmentanalysis Rivaroxaban Warfarin

*Statistically significant.

m’\ -1 1 ﬂ.]e ] my
Patel MR, et al. N Engl J Med. 2011:365:883-891. heéart., Medscape



ROCKET AF: Rivaroxaban vs warfarin
among elderly patients with NVAF

Endpoint Age > 75 year Age <75 years Interaction
P value

R W HR R W HR
(n=3082) (n=3082) (95%CIl) (n=3999) (n=4008) (95%Cl)
Rvs W Rvs W

Stroke or 2,29 2,85 0,80 2,00 2,10 0,95 0,31

systemic (0,63-1,02) (0,76-1,19)
embolism

Intracerebral 0,66 0,83 0,80 0,37 0,68 0,54 0,27
bleeding (0,49-1,28) (0,33-0,89)

(Halperin JL, et al. Stroke 2012;43:A148)



ARISTOTLE

(Apixaban for Reduction in Stroke and Other Thromboembolic Events in Atrial Fibrillation)

Risk factors:
AF * Age 2 75 years
e s =* | * Prior stroke, TIA, SE
+ 2 1 additional risk factor: o CHE or IVEE 2 a6
* DM
N =18,206 * Hypertension

1000 centers in 40 countries

pre——

Apixaban 2.5-5 mg BID + Warfarin* (target INR: 2-3)
placebo* + placebo

l

Primary outcome: stroke/SE

* Adjusted by INR/sham INR at encrypted point-of-care testing device.

, - the
@ Thrombosis Lopes RD, et al. Am Heart J. 2010;159:331-339. heéart., Medscape

from etMD



ARISTOTLE: apixaban was found to be superior to warfarin

for the primary outcome of stroke or systemic embolism

Apixaban
0 :
rate (%lyr) vs warfarin HR (95% CI); P value
Apixaban Warfarin
Stroke or systemic 127 160 o 0.79 (0.66, 0.95); P=0.011
embolism*

Stroke 119 151 @ 0.79 (0.65, 0.95); P=0.012
SIENEEIIE 85 0.97 1.05 o 0.92 (0.74, 1.13); P=0.42
uncertain ’ ’

Haemorrhagic 0.24 0.47 —H@— 0.51 (0.35, 0.75); P<0.001
SyBiEs | | 0.87 (0.44, 1.75); P=0.70
embolism (SE) 0.09 0.10 | ® . (0.44, 1.75);

All cause death* 3.52 3.94 H@ 0.89 (0.80, 0.998); P=0.047
Stroke, SE, or . P=
irriesesior el 4.49 5.04 Py 0.89 (0.81, 0.98); P=0.019
Myocardial infarction 0.53 0.61 —eoH 0.88 (0.66, 1.17); P=0.37
1 1 1 1 1 1 1 1
0 0.5 1.0 1.5 2.0
Apixaban better Warfarin better

*Part of sequential testing sequence preserving the overall type | error; Cl = confidence interval; HR = hazard ratio
Granger CB et al. N Engl J Med 2011;365:981-92



ARISTOTLE: Bleeding Outcomes

QOutcome

Primary outcome: ISTH major bleeding
Intracranial

Gastrointestinal

Major/CRNM bleeding
GUSTO severe

TIMI major

Any bleeding

Granger CB, et al. N EnglJ Med. 2011;365:981-992.

n=9088
%/yr

2.13

0.33

0.76

4.07

0.52

0.96

18.1

Apixaban Warfarin
n = 9052

%/[yr

3.09

0.80

3.86

6.01

1.13

1.69

25.8

HR
(95% Cl)

0.69 (0.60-0.80)

0.42 (0.30-0.58)

0.89 (0.70-1.15)

0.68 (0.61-0.75)
0.46 (0.35-0.60)

0.57 (0.46-0.70)

0.71 (0.68-0.75)

p
<.001

<.001

.37

<.001

<.001

<.001

<.001

ﬂ.]e g ) T
heéart., Medscape



ARISTOTLE: Subgroups for Stroke and Systemic Embolism

Characteristics

All Patients
Prior Warfarin/VKA Status
Experienced
Naive
Age
<65 yrs
265to <75 yrs
275 yrs
Sex
Male
Female
Weight
<60 kg
>60 kg
Type of Atrial Fibrillation
Permanent/Persistent
Paroxysmal
Prior Stroke or TIA
Yes
No
Diabetes Mellitus
Yes
No

No. of
Patients

18201

10401
7800

5471
7052
5678

11785
6416

1985
16154

15412
2786

3436
14765

4547
13654

Apixaban Warfarin
no. of events (%/yr)
212 (1.27) 265 (1.60)
102 (1.1) 138 (1.5)
110 (1.5) 127 (1.8)
51 (1.0) 44 (0.9)
82 (1.3) 112 (1.7)
79 (1.6) 109 (2.2)
132 (1.2) 160 (1.5)
80 (1.4) 105 (1.8)
34 (2.0) 52 (3.2)
177 (1.2) 212 (1.4)
191 (1.4) 235 (1.7)
PAR(0R:) 30 (1.1)
73 (2.5) 98 (3.2)
139 (1.0) 167 (1.2)
57 (1.4) 75 (1.9)
155 (1.2) 190 (1.5)

Hazard Ratio with P-value for
Warfarin (95% ClI) Interaction
+
0.39
_._
_.__
0.12
__._
_._
_._
0.60
+.
_._
0.26
_._
+
0.70
+
i
0.71
_._-
+.
0.71
_.__
+
| l |
0.25 0.5 1 2
< >
Apixaban Warfarin
Better Better



ARISTOTLE: Subgroups for Major Bleeding

Characteristics

All Patients
Prior Warfarin/VKA Status
Experienced
Naive
Age
<65 yrs
265to <75 yrs
275 yrs
Sex
Male
Female
Weight
<60 kg
>60 kg
Type of Atrial Fibrillation
Permanent/Persistent
Paroxysmal
Prior Stroke or TIA
Yes
No
Diabetes Mellitus
Yes
No

No. of
Patients

18140

10376
7764

5455
7030
5655

11747
6393

1978
16102

15361
2776

3422
14718

4526
13614

Apixaban Warfarin
no. of events (%/yr)
327 (2.13) 462 (3.09)
185 (2.1) 274 (3.2)
142 (2.2) 188 (3.0)
56 (1.2) 72 (1.5)
120 (2.0) 166 (2.8)
151 (3.3) 224 (5.2)
225 (2.3) 294 (3.0)
102 (1.9) 168 (3.3)
36 (2.3) 62 (4.3)
290 (2.1) 398 (3.0)
283 (2.2) 402 (3.2)
44 (1.9) 60 (2.6)
77 (2.8) 106 (3.9)
250 (2.0) 356 (2.9)
112 (3.0) 114 (3.1)
215 (1.9) 348 (3.1)

Hazard Ratio with P-value for
Warfarin (95% ClI) Interaction
—a—
0.50
_._
+
0.64
_l__
+
+
0.08
——
_._
0.22
_._
—
0.75
—a—
_.__
0.71
_._
—a—
0.003
+
——
| | |
0.25 0.5 1 P
< >
Apixaban WELENT
Better Better



Primary endpoint (stroke or systemic embolism)
In RCT comparing novel oral anticoagulants with warfarin

Dabigatran 110 mg BID -

Dabigatran 150 mg BID —

Rivaroxaban 20 mg QD :

Apixaban 5 mg BID —@

Non-inferiority Margin

[ [

0.50 0.75

New Agent Better

Not head to head comparison — For illustrative purposes only

1.00

HR (95% ClI)

| |

1.25 1.50

Warfarin Better

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 C, etal. N Eng J Med 2011;365:981-92.

P value

P=0.34

P<.001

P=0.12

P=0.01



Rates of intracranial bleeding (%/yr)

RELY

ROCKET AF

ARISTOTLE

Dabigatran 110 mg
(n = 6015)

Dabigatran 150 mg
(n = 6076)

Rivaroxaban
(n =7111)

0.50

Apixaban
(n =9088)

0.33

Warfarin P value

(n = 6022)
0.74

< 0.001

0.02

< 0.001

Warfarin
(n =7125)

0.70

Warfarin
(n =9052)

0.80

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 C, et al. N Eng J Med 2011;365:981-92.



ESC 2012 Recommendations for Novel
Agents in the Presence of Renal Impairment

Recommendations Class Level

Baseline and subsequent regular assessment of renal function (by CrCl)
is recommended in patients following initiation of any novel OAC, which
should be done annually but more frequently in those with moderate
renal impairment where CrCl should be assessed 2-3 times per year.

Novel OACs (dabigatran, rivaroxaban, and apixaban) are not
recommended in patients with severe renal impairment (CrCl < 30
mL/min).

CrCl = creatinine clearance

< Anhythmia &EP

the c
Adapted from Camm Al, et al. Eur Heart J. 2012 Aug 24. [Epub ahead of print] tﬁartorg Muec(,iﬁ,%%pe



KET LUAN

Bénh nhan rung nhi 16n tudi c6 nguy co cao bi dot qui /thuyén tic

hé thong — cin dudc diéu tri chong dong.

Diéu tri chdng dong Iam ting nguy c¢d chdy mau trong hop so, dic
biét & ngudi 16n tuoi.

Néu ding thudc khdang vitamin K: can c6 ti€p can thich hop d€ cai
thi€n viéc theo do1 INR va tuan tri.

Thuoc khdng dong uéng mdi (dabigatran, rivaroxaban, apixaban):
e Khong phai theo doi dong mau

e Hi€u qua khong thua kém warfarin

e It gy chdy mdu trong hdp so hon

e Khong dung néu Cl_ < 30 ml/phiit



