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Thudc khang déng hién tai

Oral ks ; Parenteral
‘ Tissue factor- |

I : Factor Vlla
0 "
Vit K =~

. Factor X Factor IX
~ -antagonists. = 7

1

— ———— 4 Factor [Xa

-__'_,_:—'—'_
':'M Factors II, VII, I}{ ’)) Factor Vllla

—\__

Factor Va |
Rivaroxaban -

Apixaban | Factor Xa ] Fondaparinux \
Edoxaban L S ——

;Prﬂthrnmbinase LMWH

complex

l

Factor Il

Dabigatran etexilate : Factor lla |

Fibrinogen » Fibrin

Fig. 2. Targets af conventional and new anticoagulant drugs, AT, antithrombin: LMWH, low malecular weight heparin; UFH, unfracticnated heparin.




Phong ngwa TTHKTM hién tai

rPatients

general, gynecologic, urologic,
neurosurgery

Options @uleeular weight hepa)

Low dose heparin

Fondaparinux

Mechanical if high bleeding risk

Duration @discha@

American College of Chest Physisian

8th ACCP Conference on Antithrombotic Therapy - Chest 2008
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Phong ngira HKTMS

phau thuat chinh hinh

/ \

Patients Major orthopedic* hip and knee
arthroplasty, hip fracture repair

Major trauma

Options @mlecular weight heparin

Fondaparinux

(Warfarin (INR 2-3

Mechanical if high bleeding risk

Duration <At least 10 days (2-5 weeks) >

American College of Chest Physisian

8th ACCP Conference on Antithrombotic Therapy - Chest 2008




TTHKTM: Diéu tri hién tai véi thuoc chong déng

Phases of the disease

=)

Intermediate

Long term

Types and intensity of conventional anticoagulation treatment
UFH, LMWH,
fondaparinux

Initial, parenteral
therapeutic dose
anticoagulation

At least 5 days

VKA INR 2.0-3.0

Early maintenance/ secondary prevention
VKA INR 2.0-3.0 or 1.5-1.9

Long-term maintenance anti-
coagulation/ secondary prevention

At least 3 months

*With re-assessment of the individual >3 months/ years MU

benefit—risk at periodic intervals; INR, international normalized ratio;

LMWH, low molecular weight heparin; UFH, unfractionated heparin; VKA vitamin K antagonist
Kearon C, et al. Chest 2008;133;454-545; ESC Textbook of Cardiovascular Medicine 2nd Edition 2009;
Chapter 37 Schellong S, Bounameaux H, Biller HR pp 1348-1349



Thudc khang déng hién tai

Warfarin Low maolecular weight heparin
« Slow onset and offset « Parenteral administration

of action |
* Unpredictable patient » No inhimtion of clot=-Douna

coagulation factors

FE:POn:s . ] L : ,
* Risk of heparin=induced thrombocytopenia

* Monitoring and cose
adjustment reguired

_ _ * Bleeding complications in patients
« Marrow therapeutic wincow

with renal insufficiency
_ * Animal origin (potential contamination )
s Multiple tood and

drug interactions




Thudc khang déng ly twdng
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Thudc khang déng udng mai

Dabigatran

Features VESELED Apixaban etexilate

Xa Xa lia
Molecular weight (D) 436 460 628
Prodrug No No Yes
Bioavailability (%) 80 50 6
Time to peak (h) 3 3 2
Half-life (h) 9 9-14 12 - 17
Renal excretion (%) 65 25 80

Gross PL, Weitz JI. Arferioscler Thromb Vasc Biol. 2008;28:380-386.
Turpie AG. Eur Heart J. 2008;29:155-165.
Harenberg J, Wehling M. Semin Thromb Hemost. 2008;34:39-57.
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Direct Thrombin inhibition




Dabigatran phong ngra TTHKTM
sau phau thuat chinh hinh

Enoxaparin Dabigatran Dabigatran
(150 mg) (220 mg)
D -Twong dwong hiéu qua va an toan
- Tién loi hon Non inferior
R 4 8
p<0.0( : _ *
inferior
RE-MOBILIZE 25.3 258,
p=0.00091 p=0.02t
RE-MODEL 37.7 407 s
p=0.0( Non inferior c
Major bleeding (%) -
Non inferior
RE-NOVATE 1.6 1.3 2.0
RE-MOBILIZE 1.4 0.6 0.6
RE-MODEL 1.3 1.3 1.5

*Non-inferior to enoxaparin; Tinferior to enoxaparin
Eriksson et al. Blood 2006; Friedman et al. J Thromb Haemost 2007; Eriksson et al. J Thromb Haemost 2007 12



Direct Factor Xa inhibition

- Uc ché ngay noi héi tu duwdng

ngoai sinh va ndi sinh DU-176b
-Uc ché 1 phan tr Xa giam LY517717
1000 phan tr thrombin Betrixaban
-Khdng wc ché phan to TAK 442
thrombin hién hiru

Fibrinogen —— Fibrin clot
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Apixaban‘phong nguva TTHKTM
sau phau thuat chinh hinh

Apixaban od and bid (total daily doses 5-20mg) were assessed
relative to enoxaparin and warfarin, in 1,217 patients

Total VTE and All-Cause Mortality (%) Major Bleeding (%)
30 - 30
c € 25 -
3 S £ £, ix
P 500 |  Xuathuyéttang
o o

25 -
Bién cb gidm
20 -
15 - 15 -
10 | 6.8 10 |
) | 3.0
. ) |- E

10mg 20mg Warfarin  Enoxaparin 5mg 10mg 20mg Warfarin Enoxaparin
(INR (30mg bid) (INR (30mg bid)
Apixaban 1.8-3.0) Aplxa!ban 1.8-3.0)
(Total Daily Dose) (Total Daily Dose)

Lassen et al. Blood 2006 14



Apixabandiéu trpHKTMS:
The Botticelll-DVT Study

Apixaban bid (5 and 10mg) and od (20mg) were assessed relative to
low molecular weight heparin (LMWH) or fondaparinux followed by

VKA, in 520 patients

Composite of Symptomatic Recurrent VTE
and Deterioration of Thrombotic Burden (%)

10 - A A A
Bién c6 gop
8 o
6.0
- 6 5.6
c
Q
S 4
& 2.6
2 | l
0

5mg 10mg 20mg | LMWH

. . . fondaparinux
bid bid  bid | +yka
Apixaban

Biller, Eur Heart J 2006

Major Bleeding (%)

Chay mau

Percent

27 08 0.8
0
| N ' e

LMWH/
smg 10mg 20mg fondaparinux

bid bid bid
Apixaban + VKA
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Rivaroxaban: &rc ché yéu to Xa truc tiép

Kha dung sinh hoc cao
Dwoc ly tién doan dugc
Twong tac thudc thap
Liéu cb dinh

Khéng can XN theo ddi

Perzborn et al. 2005; Kubitza et al. 2005; 2006; 2007; Roehrig et al, 2005 16



Rivaroxaban phong ngva TTHKTM
sau phau thuat chinh hinh

Hip trials Knee trials

RECORD1 REeCORD2 RECORD3 RECORD4

Rivaroxaban

dosing 10 mg OD 10 mg OD 10 mg OD 10 mg OD

Comparator Enoxaparin Enoxaparin Enoxaparin Enoxaparin

dosing 40 mg OD 40 mg OD 40 mg OD 30 mg BID
. Riva: 35 days Riva: 35 days

Buration Enox: 35 days Enox: 14 days 14 days 14 days

Randomized 4,541 2,509 2,531 3,148

Rivaroxaban was compared with enoxaparin in 12,729 patients
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Phong ngira TTHKTM sau PT chinh hinh

ARD -9.2%
(-12.4, -5.9)
P < 0.001
RRR = 45% B Enoxaparin regimen
" Rivaroxaban regimen
ARD -3.2%
167 ARD =7.5% (-0.71, =5.67)
= 14| (=9.4, -6.2) P=0.016
12 RRR = 79%
8 ARD -2.6%
E10F (-3.7,-15)
8 gl P<0.001
E 6 - RRR = 70%
4 F
0 o

RECCRDI1 RECORD2  RECORD3 RECCRD4

*RECORD2 compared extended-duration {35 % 4 days) rivaroxaban
with short- duration (12 £ 2 days) enoxaparin.

ARD = absolute weighted risk difference (95% CI).

Eriksson Bl, et al. N Engl J Med. 2008;358:2765-267T5; Kakkar AK, et al. Lancet. 2008;372:31-39.
Lassen MR, et al. N Engl J Med. 2008 358 2776-2Z786; Turpie AGG, et al. Lancet. 2009;373:1673-1680.



Treatment-Emergent Bleeding
Total Treatment Duration Pool

Enoxaparin Rivaroxaban
regimens regimens
(n = 6,200 {n = 6,183) iz
Major bleeding 0.076
Major bleeding including
surgical site b
non-major bleeding g
Major + clinically relevant
waividor blobdii 158 (2.55) 1971 (3.19) 0.039
Any bleeding 401 (6.47) 434 (7.02) 0.255
Talsl treatmmem dur mion
i l
£ i !

"Analyzed using a Cox regression model;
tPatients may have had more than one type of event; safety population, N = 12 383
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EINSTEIN:(Diéu tri huyét khoi tinh mach sau

Randomized, open-label, event-driven, non-inferiority study
¢ Up to 48 hours’ heparins/fondaparinux treatment permitted before study entry
¢ 88 primary efficacy outcomes needed

Treatment period: 3, 6 or 12 months

Rivaroxaban Rivaroxaban
Confirmed

symptomatic :
DVT without 15 mg bid 20 mg od

symptomatic
PE

Enoxaparin 1.0 mg/kg bid =5 days, followed by VKA )

INR range 2-3
DEVA DEVVA

30-day observation

EINSTEIN DVT trial ID: NCT00440193 20



Két qua tir NC EINSTEIN

¢ Rivaroxaban:
o Hiéu quéd nhuw LMWH/VKA : HR=0.68 (0.44—1.04); p<0.0001
e An toan twong tu: HR=0.97 (0.76-1.22); p=0.77
e Hi€u qua va an toan khéng phu thudc tudi, can néng, gidi tinh, d6 loc cau
than
¢ Rivaroxaban, udng 15 mg 2 lan ngay/3 tuan, ti€p sau 20 mg ngay,
tién 10i hon trong diéu tri TTHKTM

SINSTEINP-



Két luan

. H[én tai: Heparin trong lwong phan tw
thap va khang déng khang Vit K udng
dang khuyén cédo TTHKTM

. T
n

P
n

udc méi dwong uong hiéu qua, an toan
nw thuoc hién hanh trong dieu tri va
nOdng ngtra sau phau thuat chinh hinh

nwng tien gl hon

= Chung ta dang tién gan dén “ thuoc khang
dong ly twvéng”
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