@‘; a Ca lam sang

Bénh nhan nir 71 tudi nhdp vién vi hon mé

K
n
n

hoang 2 gid sang cung ngay nhap vién bénh nhan tu vao
ha vé sinh di ti€u dén khoang 3 gid ngudi nha thay bénh

nan nam ngura trong nha veé sinh lay goi khong tra 10i

bénh nhan ngay lap tuc dugc dua dén nhap bénh vién



@

AT Kham bénh

Luc nhap vién M: 84l/p, HA: 120/70mmHg, T: 37°C NT: 20 I/p
Bénh hén mé Glasgow 7 diém (E1,M5,V1).
Pong tr 2 bén tron déu, kt #4 mm, PXAS yeu
- Liét %2 ngudGi trai > phai (nira ngudi (P) 4/5, chan (T):
2/5, tay(T):1/5
- PXGC (2+)/t chi
- Babinski (+) 2 bén



¥ a Tién st

1. Tang huyét ap 10 nam (luc cao nhat 180mmHg)
uong thudc déu hang ngay (sang 1 vién amlodipine
5mg) do huyét ap hang ngay 6n



@‘f a Can lam sang

1/ CTM:
- HC 4.85 T/L (Hb 135,1 g/I; Hct 43,8%)
- BC 10.23 g/l (Nv: 86,8%, Lym: 6,1% Mono: 5,3% ; Fos: 1,44%
- PLT: 335 ¢/l
2/ Sinh hoa: PH: 140mg%, ALT: 13U/L, AST: 34U/L,
Ure:3,82mmol/L, creatinin:73.5 mmol/l, Ion d6: Na: 140, K:
3.77, Cl: 102, Ca: 1.19 mmol/L

3/ ECG: rung nhi dap Ung that 80I/p

4/ siéu am tim: hep 2 13, hep hd chu nhe, tang ap PMP
5/ siéu am mach mau: Xd vira hanh canh 2 bén



@(Yf a MRI

Nho6i mau nao cap tinh da 6 trén va dudi léu thudc
vung cung cap tuan hoan sau:

- nho6i mau dién réng tiéu ndo trai, cau, cuéng nao,
do6i thi 2 bén(p>t)

- nhoi mau cli nho dinh trai va bao ngoai thuy dao
trai

- MRA tac DM canh trong phai va DM nao sau 2 bén



Chan doan x

HOn mé do nhoi mau nao tuan hoan sau / rung nhi



AT Cau hoi

1. Danh gia dot quy va nguy cc chay mau BN rung nhi ?

2.Diéu tri phu hgp khang déng BN dot quy do rung nhi



bieu tri va phong ngua dot quy do rung nhi

PGS.TS Cao Phi Phong



. Rung nhi la yéu t6 nguy co doc lap dot quy,
cao han gap 5-6 lan

. Tilé hién mac (Prevalence) gap doi trong 50
nam taoi

. Ich Igi phong ngtra huyét khéi ducc ching
minh trong nhiéu nghién c(ru ngau nhién



ECG
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Phan loai rung nhi
AN 1O A —
Con W Kéodai ™ Thweng
(Paroxysmal) (Persistent) trwc
Self-Terminating Lasts > 7 Days (Permanent)

Cardioversion
=l | EG O TANG
AtteEmpled

. NIIERSTIERG G Con AF co thé gay dot quy nhu
AF kéo dai hay thudng truc
! Atrial Fibrillation




Nguy co rung nhi

Women Men HF, 10%

Unknown VHD, VHD, 5%
42% 18% Unknown

HF, 12% 42% HTN, 14%

S HTN, 14% | | iy
LV 0 | )
R0 DM, 4% 5m°ok'“9 MI, 1% LVH, 2% | pM, 4%

8%

Magnani JW et al. Circulation 2011; 124: 1982-1993



12 - * Women = Men
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Rung nhi gay dot quy
Left Atrial Appendage(LAA) Thrombus

Chimowitz. Stroke 1993; 24: 1015
Zabalgoitia. J Am Coll Cardio/ 1998; 31: 1622



Dot quy va rung nhi

Tang gap 5 lan nguy cc dot quy
Xac dinh nguy cd: CHADS,/ CHA,DS,-VASC

Du hau xau

Chi phi cao
Framingham
20 B AF prevalence
o
Yo W Strokes attributable
10 - to AF
O J

50-59  60-69  70-79  80-89
Age Range (years)

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



‘:a Pot quy thiéu mau do rung nhi nédng hon

Framingham Heart Study

2 AF
= No AF

80 -
70 A
60 -
50 -
40 -
30 -
20 A
10 -

Severe disability
(% of stroke patients)

Acute phase 3 months 6 months 12 months

Time after stroke event

Lin HJ, et al. Stroke. 1996;27:1760-1764.



Piéu tri khang déng giai doan dét quy cap ?



KE&t luan va khuyén cdo AHA 2007
(7 nam truoc)

Class III

1.

Khing dong khan cAp muc tiéu ngin ngira dot quy tdi
phét sém, 1am triéu chiéng than kinh gidm x4u hon hay
cai thién du hau sau dot quy cap, khong khuyén céo
diéu tri BN dot quy cap.(L.A)

Khuyén cdo c6 thé thay doi néu thém vao dit liéu
chiéing minh ich 1gi diéu tri khdng dong sém BN nhoi
mau do huyét khoi DM 16n hay embolism tir tim(L.A).



Class Il
3. Khing ddong khong dung khan cap cho dot quy trung

binh dén ning vi nguy cd bién chitng xuit
huyét(L.A).

4. Dung khdng dong diéu tri trong 24 gid di€u tri rt-PA
khong dugc khuyén cdo. (L.B)



Khuyén cao AHA-2013

Piém cao ban: cac nghién citu khong cung cap
dung khang déng trong dot quy cap.

Khéng thay doéi: dung khang dong khan cap
khong khuyén cao trong dét quy cap va cling
khong trong diéu kién khéng phai mach mau nao
& BN dot quy cap tu trung binh dén nang do tang
nguy co xuat huyét nao

Khang dong khong khuyén cao trong 24 gid dung
rt-PA



MGJi: ich Igi cua argatroban va cac Uc ché
thrombin khac trong dot quy thi€u mau
cdp chua dudc thiét 1ap trong thdi diém
guideline xuat ban, cling khong ich Igi
dung khang dong cho BN hep nang dong
mach canh cung bén thi€u mau nao .



Khuyén cao AHA diéu tri khang déng



1. Hién nay ich loi cia argatroban hay cac trc ché
thrombin khéc trong diéu tri b&nh nhan dét quy
thiéu méau cap chwa xac dinh(Class llb; Level of
Evidence B). Khuyén céo dung trong nghién
ctru lam sang. (New recommendation)



2. lch lgi dung khang déng khan cap trong bénh
nhan dét quy thiéu mau c6 hep déng mach
canh trong ndng cung bén thiéu mau nédo
chwa xac dinh (Class llb; Level of Evidence
B). (New recommendation)



3. Khdng dong khan cAp muc tiéu ngin ngira
dot quy tdi phat sém, 1am triéu chiing than
kinh gidm x4u hon hay cai thién du hau sau
dot quy cap, khong khuyén cdo di€u tri BN
dot quy cap.(C.III; L.A)



4. Diéu tri khang déng khan cac nguyén nhan khéng
phai TBMMN cho bénh nhan dét quy trung binh
dén nang khéng khuyén céo do bién chirng XHN
(Classlll, Level A),khdng thay dbi so khuyén cao

trwdc.



5. Dung khing ddng di€u tri trong 24 gid di€u
tri rt-PA khong duge khuyén cdo. (C.III; L.B)



@‘f a AHA khuyén céo phong ngtra dét guy

PHONG NGUA NGUYEN PHAT



Rung nhi

1. Tam soat rung nhi (theo ddi mach va ECG) bénh
nhan trén 65 tuoi (C.I1a, L.B).

2. Diéu chinh Warfarin (dich INR 2.0-3.0) cho tat
ca bénh nhan rung nhi khong cé bénh van tim
cO nguy cc dot quy cao va nhiéu trudng hgp
trung binh co thé diéu tri an toan(C.I, L.A).



Rung nhi

3. Diéu tri chdng ti€u cau Aspirin cho bénh nhan rung
nhi nguy co thap va mot so trung binh. (C.I, L.A).
(uu tién bénh nhan, udc lugng nguy ca xuat huyét
néu dung khang dong, va chat lugng theo doi khang
dong)



Rung nhi

4. Bénh nhan rung nhi nguy cd cao khéng duing
dudc khang dong, dung két hgp Clopidogrel va
Aspirin chong dot quy tot han Aspirin don thuan
nhung gia tang nguy ccd xuat huyét nang va co
thé hgp y (C.IIb, L.B).

5. Diéu tri tan cong huyet ap két hop phong ngLra
huyét khdi 8 bénh nhan rung nhi I18n tudi thi cd Igi
(C.IIa, L.B)



biéu tri phong ngua thu phat



Khuyén cio- Rung nhi Class/Level
of Evidence

% Rung nhi tung dgt hay thudng truc, khuyén Class I;

cao dung khang dong doi van vitamin K (target |LOEA

INR 2.5; range, 2.0 to 3.0).

= Benh nhan khong dung dugc khang dong Class I;

uéng, khuyén cao dung aspirin LOE A

& Phoi hgp clopidogrel véi aspirin nguy co xuat | Class I11;

huyét cao, khong dugc khuyén cao cho bénh LOEB

nhan xuat huyét chéng chi dinh warfarin

Khuyén cao
maoi




Khuyén cao - Rung nhi Class/Level
of Evidence

& Béenh nhan rung nhi co nguy co cao (dot quy | Class lla;
hay TIA trong 3 thang, CHADS, diém 5 hay 6, LOE C
valve tim ca hoc hay bénh valve tim hdu thdp) | Khuyén céo
#Tam thdi ngung khang dong uéng, diéu tri moi

bac cau (bridging therapy) véi heparin trong
lugng phan ti thap(LMWH ) tiém dudi da




uxd

Warfarin (Class I; Level of Evidence A), dabigatran

(Class I; Level of Evidence B), apixaban (Class I; Level of
Evidence B), va rivaroxaban (Class IIa; Level of Evidence
B) dugc chi dinh trong phong ngua thd phat bénh nhan
rung nhi khong do van tim

(su’ lua chon antithrombotic tuy thudc tung ca nhan du trén
co sO: risk factors, cost, tolerability, su thich hon cua bénh
nhén, kha ndng tuong tac thubc va dac diém khac cua I&m
sang bao gom INR néu BN dung warfarin)



CHA,DS,VASc =1
Prefer OAC
rather than
aspirin

CHADS, =1

Prefer
aspirin
rather than
OAC

Fuster V. Circulation 2012; epubl April 18



@‘:a Cap nhat guideline ESC* 201 2

Cac phat tién bo mdi quan trong

banh gia nguy cg doét quy vai CHA,DS,-VASc
va khong con dung CHADS,

ESC Guidelines khuyén cao khang dong
phong ngua dot quy vai CHA,DS,-VASc I6n
hon hay bang 1

Uu tién khang dong mai, non-monitored
anticoagulants: apixaban, rivaroxaban, va
dabigatran

* European Society of Cardiology



@e‘:a Thuoc khang dong moi

(Novel Oral Anticoagulants)

e Oral direct thrombin inhibitor

Da bigatra n e Twice daily dosing

e Renal clearance

e Direct factor Xa inhibitor

Riva roxa ban e Once daily (maintenance), twice daily (loading)

e Renal clearance

e Direct factor Xa inhibitor

Apixaban e Twice daily dosing

e Hepatic clearance

e Direct factor Xa inhibitor

Edoxa ba n e Once daily dosing

e Hepatic clearance

Circulation 2010;121:1523



Pradaxar,

dLhJ il é lBXIla

Hién nay chi DTI
(dabigatran etexilate)
co nghién cuu pha IIT
danh gia lam sang
phong ngua dot quy
trong rung nhi




Khdi dau

e Rivaroxaban
Nhan giong Apixaban
| Edoxaban
If Betrixaban
Hinh thanh Fibrin i) <o Dabigatran
v

Fibrinogen » Fibrin

Hankey GJ and Eikelboom JW. Circulation 2011;123:1436-1450



?“ é NOAC phong ngra dot quy,

Approved NOACSs for Stroke
Prophylaxis in Patients with AF

NOAC

Recommended Dose

Rivaroxaban?

Dabigatran®

Apixaban®

20 mg once daily (CrCl >50 mL/min)
15 mg once daily (CrCl 15-50 mL/min)

150 mg twice daily (CrCl >30 mL/min)
75 mg twice daily (CrCl 15-30 mL/min)

5 mg twice daily

2.5 mg twice daily (with 2 of the following
characteristics: age =280 years, body weight <60
kg, or serum creatinine =21.5 mg/dL)

a. Xarelto® Pl 2013['8:; b. Pradaxa® Pl 2013['4; c. Eliquis® Pl 2012.118]



‘ ‘: a So sanh khang dong me&i voi Warfarin

‘ Warfarin New: Agents
Gi phéa Slow Rapid
Liéu Variable Fixed
Anh hudng thic &n Yes No
Tuong tac thudc Many Few
Theo doi Yes No
Half-life Long Short
Antidote Yes No




@f‘: a Cac van de cua Warfarin

1) Tri hoan trong khai dau/bu tru

2) Khong tién lugng liéu dap Ung

3) Chi so diéu tri hep

4) Tuong tac thudc-thudc, thirc an-thudc
5) Van dé theo doi

6) Ty lée chay mau cao

7) Dao ngugc cham



&, Hoi chi*ng “ suy phong ngtra ”
SO (A “Failure to Prophylax” Syndrome )

Trén mot thap ky qua, 40% BN rung nhi khong
khong dugc phong ngua dot quy do khong ké
don khang dong.



$¥ 3  SPAF 2012: kétluan

1. Ty lé rung nhi dang gia tang kéo theo ty dot quy
clng gia tang

2. Anticoagulants cé thé giam nguy cc dét quy
nhung rat it su dung.

3. NOAGCGs it nguy cc chay mau hon warfarin va trén
hay it nhat khong thap han trong phong ngua
dot quy

4. Chuang ta phai khac phuc héi chiting suy phong
ngua rung nhi ( the failure-to-prophylax syndrome)

SPAF=Stroke Prevention in Atrial Fibrillation



oxé

Céac thang diém tinh nguy co doét
quy @ BN rung nhi



The CHADS, Score
(Thang diém nguy co dot quy trong rung nhi)

Score (points) Prevalence (%)*
Congestive Heart failure 1 32
Hypertension 1 65
Age > 75 years 1 28
Diabetes mellitus 1 18
Stroke or TIA 2 10
Moderate-High risk >2 50-60
Low risk 0-1 40-50

VanWalraven C, et al. Arch Intern Med 2003; 163:936.
* Nieuwlaat R, et al. (EuroHeart survey) Eur Heart J 2006 (E-published).



@\,a The CHA,DS,-VASc Score
<« @ (Thang diém nguy co dot quy trong rung nh)

Weight (points)

Congestive heart failure or LVEF < 35%
Hypertension

Age > 75 years

Diabetes mellitus

Stroke/TIA/systemic embolism

Vascular Disease (MI/PAD/Aortic plaque)
Age 65-74 years

Sex category (female)

P PP NRPNPR PR

Moderate-High risk > 2
Low risk 0-1

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



CHADS, and CHA,DS,-VASc Stroke
Risk Index

Risk Factors CHADS, CHA,DS,-VASc
CHF/LV dysfunction 1 1

Hypertension
Age =75 years

1
1
Diabetes mellitus 1
Stroke/TIA/thromboembolism 2

Vascular disease
(prior MI, PAD, or aortic plaque)

Age 65-74 years
Sex category (female sex)

Maximum Score

Maximum score is 9 because age may contribute O, 1, or 2 points.




Hypertension = SBP >160 mmHg; abnormal kidney function = presence of chronic dialysis of renal transplantation
or serum creatinine 2200 umol/L; abnormal fiver function = chronic hepatic disease (eg, cirthosis) or biochemical
avidence of significant hepatic derangement (eg, bilirubin >2 x ULN, In association with ASTIALT/ALP >3 x ULN,
atc): bleeding = previous bleeding history and/or predisposition to bleeding (eg, bleeding diathesis, anemia, etc.),
labile INRs = unstable/high INRs or poor time in therapeutic range (eg <60%).drugs/alcohol use = concomitant use
of drugs with oral anticoagulants, such as antiplatelet agents, NSAIDS, et

Pisters R et al, Chest. 2010:138:1093-1100."



@f‘: a HAS-BLED Score

Thang diém tién lugng chay mau BN rung nhi dung khang déng
Weight (points)

Hypertension (> 160 mm Hg systolic) 1
Abnormal renal or hepatic function 1-2
Stroke 1
Bleeding history or anemia 1
Labile INR (TTR < 60%) 1
Elderly (age > 75 years) 1
Drugs (antiplatelet, NSAID) or alcohol 1-2
High risk (> 4%lyear) >4
Moderate risk (2-4%l/year) 2-3
Low risk (< 2%.year) 0-1

Pisters R, et al. Chest 2010; 138: 1093.
Lip GYH, et al. J Am Coll Cardiol 2010; 57: 173.



@c‘f& Panh gia nguy co

CHA,DS,-VASc thay thé CHADS, cdng cu danh
gia tién doan dot quy uu thé (ESC 2012 AF
Guidelines Update).

HAS-BLED dat dudc uu thé nhu mot chi so tién
lucng chay mau tot nhat.(ESC 2012).



@"\; a Canadian Cardiovascular Society
efe © AF Guidelines 2012 Update

Risk (CHADS,)
|
! ! !

CHADS, = 0 CHADS, = 1 CHADS, > 2
l
No anti- ASA OAC* OAC* OAC

thrombotic

Either female o
sex or Age > 65y or *Aspirin is a reasonable

vascular combination alternative in some as
disease of female sex indicated by risk/benefit

No additional

risk factors of
stroke

and vascular
disease




& Canadian Cardiovascular Society
L AF Guidelines 2012 Update

Tat ca bn atrial fibrillation, atrial flutter (paroxysmal,
persistent, or permanent), dugc phan tang nguy cc dot
quy (CHADS,) va nguy cd chay mau (HAS-BLED), va dieu
tri khang dong uong hay aspirin.

(Strong recommendation, high quality evidence)

Khi oral anticoagulation therapy, hau hét dieu tri
dabigatran, rivaroxaban, or apixaban* uu ti€én hon
warfarin.

(Conditional recommendation. high-quality evidence).

*Once approved by Health Canada.



ESC Guidelines on AF
Risk Stratification and OAC Treatment

Atrial fibrillation

Valvular AF Yes

No (ie, non-valvular AF)
<65 years and lone AF (including females)

Yes

Assess risk of stroke
(CHA,DS,-VASc score) ESC=European
Society of
Cardiology

Assess bleeding risk (HAS-BLED score)
Consider patient values and preferences

vV VvV

No antithrombotic

therapy

v

CammAJ, et al. Europace. 2012;14:1385-1413.[22] DBoi van vitamin K


http://www.escardio.org/congresses/esc-2012/scientific-programme/Pages/ESC-Clinical-Practice-Guidelines.aspx
http://www.escardio.org/congresses/esc-2012/scientific-programme/Pages/ESC-Clinical-Practice-Guidelines.aspx
http://www.escardio.org/congresses/esc-2012/scientific-programme/Pages/ESC-Clinical-Practice-Guidelines.aspx

7&, Gia tien Dabigatran vs Warfarin

Dabigatran retail: $240/month

Warfarin discount retail: $4/month

Avorn J. Circulation 2011: 123: 2519-2521



Thay doi dieu tri ttr Warfarin den
@, - Dabigatran va ngwoc lai

Warfarin to dabigatran: Discontinue warfarin and start
dabigatran when the international normalized ratio
(INR) is below 2.0.

Dabigatran to warfarin:

« CrCl > 50 mL/min, start warfarin 3 days before discontinuing dabigatran.

« CrCl 31-50 mL/min, start warfarin 2 days before discontinuing dabigatran.
« CrCl 15-30 mL/min, start warfarin 1 day before discontinuing dabigatran.

« CrCl < 15 mL/min, no recommendations can be made.

Because dabigatran can contribute to an elevated INR, the INR
will better reflect warfarin’s effect after dabigatran has been
stopped for at least 2 days.

Dabigatran prescribing information 2010



Xuat huyét ndo (ICH)

Bién ching nguy hiém nhét dung thudc chéng huyét khoi

>10% of intracerebral hemorrhages (ICH) occur
In patients on antithrombotic therapy

Aspirin increases the by ~ 40%

Warfarin (INR 2-3) doubles the risk to 0.3—
0.6%/year

ICH trong dung khang déng la mét tham hoa

Hart RG, et al. Stroke 2005;36:1588



Chay mau

Dabigatran, rivaroxaban va cac thuéc mei khéac

— Khéng biét antidotes

— Half-lives roughly 7-17 hours

— Diéu tri nang d& (Supportive care)
 Blood product support
* Fresh frozen plasma

— CO0 thé can nhac dialysis v&i dabigatran



Sw dao ngwoc thuoc chong ddng méii

. Pé nghi:

— Transfuse khi can thiét
» Packed red blood cells
» Platelets as needed
* Fresh frozen plasma as needed




Sw dao ngwoc thuoc chong ddng méii

 Pé nghi:

— Can nhac dung cac san pham khac cua mau
» ? Prothrombin complex concentrates

 ? Activated factor Vlla — should it even be
offere

(Cochrane cho thay gia tang ty 1é huyét khoi
dong mach)

« Khéng c6 bang chirng nhiéu !



Sw dao ngwoc thuoc chong ddng méii
« Warfarin c6 nhiéu chon Iwa cho dao nguoc:
— Vitamin K

— Fresh frozen plasma
— Activated prothrombin complex concentrates

« Khong co tac nhan cho khang déng moi
— Tuy nhién nguy co chay mau thap



Hwdng dan diéu tri chday mau bn dung

NOAC

Patients with bleeding on NOAC therapy

Mild bleeding

« Delay next dose or
discontinue treatment
as appropriate

Life-threatening
bleeding

Moderate-Severe
bleeding

Mechanical compression
Surgical intervention
Fluid replacement and
hemodynamic support

« Consideration of rFVIIa
or PCC

« Charcoal filtration

» ? Prothrombin Complex
Concentrate

(Circulation 2011; 2011: 124:
1573-9)

Blood product transfusion
Oral charcoal
Hemodialysis

? Prothrombin Complex

Concentrate?
(Circulation 2011; 2011: 124: 1573-9)

Hankey GJ and Eikelboom JW. Circulation. 2011; 123: 1436-1450



Qua trinh déng mau
(Clotting Cascade)

Intrinsic Pathway Extrinsic Pathway

M [—

24 gt 4-6 hr half life
60 hr half life m
Con dudng yéu to ti€p xuc khdi

dau bang su hoat hda cac "yéu
to ti€p xuc" trong huyét tucong,
dugc danh gia qua xet nghiém wiuidg.Con duong yéu t6 mé khdi dau

PTT (activated partial — Fbdng su phong thich cdc
throm,t,)op/astln time) e duoc danh gid bang xét nghiém
N=30 F) (PT).
Diéu tri= 45-75"

.EE*



http://vi.wikipedia.org/w/index.php?title=Y%E1%BA%BFu_t%E1%BB%91_m%C3%B4&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Y%E1%BA%BFu_t%E1%BB%91_m%C3%B4&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Y%E1%BA%BFu_t%E1%BB%91_m%C3%B4&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Y%E1%BA%BFu_t%E1%BB%91_m%C3%B4&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Y%E1%BA%BFu_t%E1%BB%91_m%C3%B4&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Th%E1%BB%9Di_gian_prothrombin&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Th%E1%BB%9Di_gian_prothrombin&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Th%E1%BB%9Di_gian_prothrombin&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Th%E1%BB%9Di_gian_prothrombin&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Th%E1%BB%9Di_gian_prothrombin&action=edit&redlink=1

INR Equation

INR - Patient’s PT in Seconds ISI
—  Mean Normal PT in Seconds

ISI = International Sensitivity Index



Cam mau (hemostatis)

Thanh mach, tiéu cau, yéu té6 déng mau
1.Giai doan cam mau ban dau
2.Giai doan déng mau huyét tuong(13 yéu té6 dong mau)
3.Giai doan tiéu fibrin

tPA (chat hoat hoa plasminogen t6 chic).
Urokinase
Yéu t6 Xlla




Fibrinogen

Thrombin
burst

Thrombin \
/vl’rothrombin

11218




Thuoéc cam mau

1. Desmopressin dugc dung dé cai thién chlc nang tiéu cau
2. Cac yéu t6 dong mau néng do cao:

la cac thudéc cam mau thudng dugc st dung.

3 and Uc ché sy huy fibrin

4 Keo thrombin va fibrin dugc dung trong phau thuat
dé cdm mau va dé diéu tri cac phinh mach
thrombose.


http://vi.wikipedia.org/w/index.php?title=Ph%E1%BB%A9c_h%E1%BB%A3p_prothrombin_c%C3%B4_%C4%91%E1%BA%B7c&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Huy%E1%BA%BFt_thanh_t%C6%B0%C6%A1i_%C4%91%C3%B4ng_l%E1%BA%A1nh&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Acid_tranexamic&action=edit&redlink=1
http://vi.wikipedia.org/w/index.php?title=Acid_aminocaproic&action=edit&redlink=1

Thudc chong déng

. Cac thuéc khang tiéu cau: aspirin, clopidogrel,
Ticlopiodine,dipyridamol; dang dung ngoai dudng tiéu hoa
glycoprotein lib/Illa inhibitors dugc dung cho tinh trang
angioplasty

. Cac thuoc khang dong warfarin la thudng dung nhat.
Warfarin tuong tac vai vitamin K

. Heparin va cac hgp chat tuong tu lam tang hoat dong
cla antithrombin trén thrombin va yéu t6 Xa.

. Mot I8p thuoc méi, trc ché truc tiép thrombin, dang
dugc phat trién.


http://vi.wikipedia.org/w/index.php?title=Glycoprotein_IIb/IIIa_inhibitors&action=edit&redlink=1
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Vitamin K

Co ché tac dung Warfarin

Antagonism VII
of
Vitamin K — IX

— X

II

Synthesis of

Warfarin ‘# Non Functional

Coagulation

Factors



Lieu Warfarin

cho ngwei cao tuoi

Mean Warfarin Daily Dose

(mg)

Patient Age
Gurwitz, et al, 1992
(n=530 patients total study)

James, et al, 1992
(n=2,305 patients total study)

<50 50-59 6069 7/0-79 >80
6.4 5.1 4.2 3.6 N[D)

6.1 5.3 4.3 3.9 3.5

Increasing age has been associated with an
increased response to the effects of warfarin

Gurwitz JH, et al. Ann Int Med 1992; 116(11): 901-904.

James AH, et al. J Clin Path 1992; 45: 704-706.



Chuyén doi tir Heparin den Warfarin

 May begin concomitantly with heparin therapy

* Heparin should be continued for a minimum of four days

— Time to peak antithrombotic effect of warfarin is delayed 96
hours (despite INR)

« When INR reaches desired therapeutic range,
discontinue heparin (after a minimum of four days)



Warfarin: lieu va theo doi

Start low

— Initiate 5 mg daily*
— Educate patient
Stabilize

— Titrate to appropriate INR
— Monitor INR frequently (daily then weekly)

Adjust as necessary
Monitor INR regularly (every 1-4 weeks) and adjust

* Elderly, frail, liver disease, malnourished: 2 mg/day



Chong chi dinh tuong doi

(Relative Contraindications)

* Pregnancy

« Situations where the risk of hemorrhage is greater
than the potential clinical benefits of therapy
— Uncontrolled alcohol/drug abuse
— Unsupervised dementia/psychosis



Dau hiéu qua liéu Warfarin

Any unusual bleeding:

— Blood in stools or urine

— Excessive menstrual bleeding

— Bruising

— Excessive nose bleeds/bleeding gums

— Persistent oozing from superficial injuries
— Bleeding from tumor, ulcer, or other lesion



Warfarin Dosing Schedule

Mon Tue Wed Thu Fri Sat Sun
5 5 5 5 5 5 5
5 5 5 5 5
5 5 5 5

SINTROM 1MG TABLET
SINTROM 4MG TABLET
Acenocoumarol

Total
WEELY
Dose

35 mg

30 mg

27.5 mg



Dosage Adjustment Algorithm

Current Daily Dose (mg)
20 50 75 100 125

Warfarin

INR Dose Adjustment* Adjusted Daily Dose (mg)
1.0-20 Increase x 2 days 5.0 75 100 125 150
20-30 No change — — — — —
3.0-6.0 Decrease x 2 days 1.25 25 50 75 10.0
6.0-10.07 Decrease x 2 days 0 125 25 5.0 75
10.0-18.0% Decrease x 2 days 0 0 0 0 25

>18.0% Discontinue warfarin and consider hospitalization/reversal

of anticoagulation

TConsider oral vitamin K 25-5 mg

% Oral vitamin K 25-5 mg

* Allow 2 days afier dozage change for cloting factor equilibraion. Rapeat prothrombin Sme 2 days afier moraasing or
decreasing warfanin dosage and use new gquids o management INR = Infernaional Normaized Rafio) Afier increase or
decrease of dose for two days, go fo new higher jor lower) do2ags level ja.g., if 5.0 qd, alemats SO7.5; if alamate 2550,

ncraass fo 5.0 qd).




Drug Interactions with Warfarin: Potentiation

Level of
Evidence Potentiation

Alcohol (if concomitant liver disease) amiodarone (anabolic steroids, cimetidine

| clofibrate, cotrimoxazole, erythromycin, fluconazole, isoniazid [600 mg daily]
metronidazole), miconazole, omeprazole, phenylbutazone, piroxicam, propafenone,

propranolol f sulfinpyrazone (biphasic with later inhibition)

Acetaminophen , chloral hydrate , ciprofloxacin, dextropropoxyphene, disulfiram,
| itraconazole, quinidine, phenytoin (biphasic with later inhibition), tamoxifen,
tetracycline, flu vaccine

Acetylsalicylic acid, disopyramide, fluorouracil, ifosflhamide, ketoprofen,
1] iovastatin, metozalone, moricizine, nalidixic acid, norfloxacin, ofloxacin,
propoxyphene, sulindac, tolmetin, topical salicylates

\'} Cefamandole, cefazolin, gemfibrozil, heparin, indomethacin, sulfisoxazole

"in 2 small number of voluniser subjectz, an inhibitory drug inferacion occurred.




Drug Interactions with Warfarin: Inhibition

Level of
Evidence

Inhibition

Barbiturates, carbamazepine, chlordiazepoxide,
cholestyramine, griseofulvin, nafcillin, rifampin, sucralfate

Dicloxacillin

Azathioprine, cyclosporine, etretinate, trazodone

IV




Drug Interactions with Warfarin: No Effect

Level of
Evidence No Effect

| Alcohol, antacids, atenolol, bumetadine, enoxacin, famotidine,
fluoxetine, ketorolac metoprolol, naproxen, nizatidine,
psyllium, ranitidinet

Il Ibuprofen, ketoconazole

IV | Diltiazem, tobacco, vancomycin




Chay mau do warfarin

* Vitamin K
— 5-10 mg if acute bleed
— Takes ~1 day to reverse effect
* Fresh frozen plasma
— Large volume
— Incomplete reversal
 Prothrombin complex concentrate

— Works within 1 hour
— More effective than plasma at reversing INR
— Small volume



Pieu tri warfarin va phau thuat

« Warfarin gia tang nguy co chay mau
» Ngwng céac tha thuat hay phau thuét
« Half life dai, warfarin can ngwng trwéc 5 ngay



Thé&i gian uong Warfarin?

* |tis best to take warfarin at the same time each day.

« Generally, it is recommended to take warfarin in the
evening. This will allow your healthcare provider to
make dosage adjustments based on your daytime
blood test before you have taken your daily dose.



Khi quén udng thuoc?

* |tis OK to take your dose a little late. If you wake
up the next day and realize that you have missed
a dose, it is not OK to double up on your dose.

 If you miss your dose and it is the next day,
simply take the prescribed dose for that day.

 Make sure to notify your anticoagulation therapy
provider if you miss a dose.



Thé&i gian uong thudc Warfarin?

 For some conditions, it may be only weeks or
months.

* In many cases it is a lifelong medication.

 You should never stop taking this medication
without discussing it with your healthcare
provider first.



Condition Warfarin Duration
DEEP VENOUS THROMBOSIS (DVT)

Prophylaxis (high-risk surgery) Short term only
Treatment single episode 3 to 6 months
Recurrent Indefinite
PREVENTION OF SYSTEMIC EMBOLISM
Atrial fibrillation (AF) Indefinite
AF: cardioversion 3 Wk prior; 4 wk post
sinus rhythm
Valvular heart disease Indefinite

Cardiomyopathy Indefinite



Condition Warfarin Duration
ACUTE MYOCARDIAL INFARCTION

Prevention of systemic embolization <3 mo

Prevention of recurrence Indefinite
PROSTHETIC VALVES

Tissue heart valves 3 months

Bileaflet mechanical valve in aortic 2 to 3 months to
position Indefinite

Other mechanical prosthetic valves  Indefinite



Cac nghién coru NOAC



Comparison of Phase 3 SPAF Trials
for NOACs: A Robust Trial Base

Novel Anticoagulants
FITa Inhibitor .

Fxa Inhibitor

Dabigatran |l _Rivaroxaban_§

Open Label

Apixaban __§ __Edoxaban _|

Double Blind

Double Blind Double Blind
Two Doses Two Doses Two Doses Two Doses
Twice Daily Once Daily Twice Daily Once Daily
RE-LY ROCKET-AF ARISTOTLE ENGAGE



Pivotal Atrial Fibrillation Trials
Baseline Characteristics

RE-LY ARISTOTLE ENGAGE AE-TIMI'48% ROCKEI-AE
(Dabigatran) (Apixaban) (Sefe);c:lerz10)) (Rivaroxaban)

18,113 18,201 21,105 14,264

72+ 9 70 [63-76] 72 [64-77] 73 [65-78]
36% 35% 38% 40%
32% 30% 92% 87%
50% 43% 41% 38%
33% 15% 25% 18%
20% 19% 18% / 12% 55%**
23% ASY 36% 40%
32% 35% 56% 62%
79% 87% 90% 91%

Connolly SJ et al. N Engl J Med 2009; 361:1139-51
*Preliminary data Patel MR et al. N Engl J Med 2011; 365:883-91
**includes prior systemic embolism Granger CB et al. N Engl J Med 20119%_65:981—92
Ruff CR et al. Am Heart J 2010; 160:635-41



Pivotal Atrial Fibrillation Trials

Dose Comparison

=NETN€E]=
RE-LY ROCKEIT-AE ARISTOILE AE-TIMI 48
Dabigatran Rivaroxaban Apixaban Edoxaban
18,113 14,266 18,201 21,105
150, 110 20 5 60, 30
bid qd bid qd
60 — 30 mg
N :
0] 20 — 15 mg 5 — 2.5mg 30 — 15 mg
0 21 4.7 > 25
No No No Yes
PROBE 2 X blind 2 X blind 2 X blind

*Dose adjusted in patients with |drug clearance.
PROBE = prospective, randomized,
open-label, blinded end point evaluation

Connolly SJ et al. N Engl J Med 2009; 361:1139-51
Patel MR et al. N Engl J Med 2011; 365:883-91
Granger CB et al. N Engl J Med 20912365:981-92
Ruff CR et al. Am Heart J 2010; 160:635-41



Pivotal Atrial Fibrillation Trials

Results to Date
RE-LY ROCKEI-AE ARISTOTLE
Drug
[Dose (mg) Dabigatran Rivaroxaban Apixaban
170'bid" 150 BID 20'mg qd 5'mg bid
non-infer | Superior IPFsonors nor-nisr Superior
On Rx cohort: Superior
Superior | Superior Superior Superior
Lower similar similar Lower
similar P =0.051 similar Superior: P = 0.047
similar Lower similar similar
64% 55% 62%
21% 23% 23%
2.3% 8.7% 1.1%

TTR =time in therapeutic range
WD consent = withdrawal of consent, no further data available




Efficacy of New Oral Anticoagulants

n/N, %
RR (95% CI) Warfarin  Weight

A

RE-LY 0.66 (0.53, 134/6076  202/6022
St ro ke & S E E ROCKET AF [ 0.88 (0.75, 268/7081  306/7080

ARISTOTLE 0.80 (0.67, 212/9120  265/9081

Subtotal (l-squared = 55.9%, p = 0.104) 0.78 (0.67, 615/22277 T773/22193

RE-LY 0.77 (0.61, 111/6076  142/6022

ISChem|C & ROCKET AF 1 30/0 0.91(0.73,1.13) 156/7061 172/7082
UnSp. StrOke MUBTORE 0.92(0.75,1.14) 162/9120 175/9081

Subtotal {l-squared = 0.0%, p = 0.522) 0.87 {(0.77, 429/22257 489/22185

C

RE-LY 0.26 (0.4, 12/6076 45/6022

H emaorra g h [OM RockeT AF 5 5 ()/ 0.58 (0.37, 20/7081  50/7082
ARISTOTLE 0 0.51 (0.35, 40/9120  78/9081
Stroke U .
Sublotal (l-squared = 52.2%, p = 0.124) 0.45 (0.31, 81/22257  173/22185

1 1 | |

.25 5 1 2 4
amm Favors NOACs Favors Warfarin s
Miller CS, et al. Am J Cardiol 2012;110(3):453-460.




Safety of New Oral Anticoagulants

n/N, %

Bleed i n g Study RR (95% ClI) Warfarin  Weight
A

RE-LY 0.94 (0.82 3996076 21/6022 33.55

ROCKET AF 1.03 {0.89 3957111 386/7125 33.29

L
M aJ O r ARISTOTLE 0.70 (0.61 327/9088 462/9052 33.15

Subtatal [laquared = B7 2%, p = 0.000) 0.88 {(0.71 1121/22275 1269/22199 100.00

B

RE-LY 0.41 (0,28 36/6076

ROCKET AF 0.66 (0.47 557111
ARISTOTLE 0.42 (0.31,0.59) 52/9088

Subtatal (lequared = 54 9%, p = 0.109) 0.49 (0.36 14322275 293722199 100.00

C

RE-LY 1.50 (1.20, 1.89) 1B2/6076 1206022 3349
ROCKET AF 1.46 (1.19, 1. 2247111 154/7125 474
ARISTOTLE 0.88 (0.68 1059088 1199062 31.77

Subtotal (l-squared = 82 5%, p = 0.003) 1.25(0.91, 1. 51122275 393122199 100.00

| | | |

<4 - Favors SNOACs | Favo?s WarfaFin )

Miller CS, et al. Am J Cardiol 2012;110(3):453-460.




.
NOACs vs Warfarin: Trial Summary

Outcome

RE-LY
Dabigatran
150 mg
vs Warfarin
RR (95% CI)

ROCKET AF
Rivaroxaban vs
Warfarin
RR (95% CI)

ARISTOTLE
Apixaban vs
Warfarin
RR (95% CI)

ENGAGE AF
Edoxaban® 60 mg
vs Warfarin
HR (95% CI)

Stroke or SE

Death from
any cause

Intracranial
hemorrhage

Net clinical
benefit

Trial group
size

0.65 (0.52-0.81)
P <.001

0.88 (0.77-1.00)
P =.051

0.40 (0.27-0.60)
P <.001

0.91 (0.82-1.00)
P =.04

Dabig 150: 6076
W: 6022

0.79 (0.66-0.96)
P <.001

0.67 (0.47-0.93)
P =.02

Riva: 7131t
W: 7133

Connolly SJ, et al. N Engl/ J Med. 2009;361:1139-1151.017]
Patel MR, et al. N Eng/ J Med. 2011;365:883-891.119]
Granger CB, et al. N Engl/ J Med. 2011:;365:981-992.018]
Giugliano RP, et al. N Engl/ J Med. 2013;369:2093-2104.21]

0.79 (0.66-0.95)
P =01

0.89 (0.80-0.998)
P =.047

0.42 (0.30-0.58)
P <.001

0.85 (0.78-0.92)
P <.001

Apix: 9120
W: 9081

0.79 (0.63-0.99)
P <.001

0.92 (0.83-1.01)
P =.08

0.47 (0.34-0.63)
P <.001

0.89 (0.83-0.96)
P =.003

Edox 60mg: 7035
W: 7036

* Edoxaban is not yet approved
for stroke prevention in AF patients.
T ITT population at baseline

SE: systemic embolism, HR Hazard Ratio, RR Relative Risk




“Best Options” for Anticoagulation
The Consensus is Shifting

Despite continued use of warfarin, NOACs are
considered by many professional medical
organizations to be the “best option” for
anticoagulation of SPAF patients:

« ESC 2012 AF Update Guidelines
« ACCP 2012 Guidelines

e Canadian AF Guidelines



QUESTIONS ?




