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I. LIEU CHONG PONG

A. Lieu heparin tiém dwéi da trong diéu tri thuyén tac huyét khai

tinh mach cap

Cac diém lwu y chung

1.

2.
3.

Lam tron liéu da tinh theo can nang gan nhat LMWH véi lidu dinh sén trong

bat tiém déi véi LMWH.

Khéng gi¢i han tdng liéu cho bénh nhan béo phi ngoai dalteparin & bn K.

Can nhéc theo déi ndng do anti-Xa heparin khi can ning >120 kg or <60 kg

sau ligu thiv 3.

Lam lai CTM ngay tht 7 dé danh gia giam tiéu cau do heparin.

+ Néu heparin dung trong 6 thang truéc dé, CTM lam ngay th& 3 hon a
ngay 7.

Chu y khi str dung LMWH va theo ddi bang xét nghiém ndng dd anti-Xa néu

(CrCl) <30 ml/phut.

Liéu dwoi da
Enoxaparin: 1 mg/kg méi 12 h ho&c 1.5 mg/kg hang ngay

-Déi voi bénh nhan ung thu va c6 nguy co chay mau cao hodc
nguy co huyét khdi, thi wu tién lieu 2 1an hang ngay

Dalteparin: 200 1U/kg hang ngay ho&c 100 1U/kg méi 12 gidr

Tinzaparin: 175 1U/kg hang ngay

Fondaparinux: Lidu hang ngay: <50 kg:5 mg; 50-100 kg:7.5 mg; >100 kg:10 mg
Heparin khéng phan doan: 333 IU/kg x 1, sau d6 250 IU/kg méi 12 gi&r

B. Liéu khéi dau warfarin trong thuyén tac tinh mach hoac rung

nhi kham ngoai trd, muc tiéu INR 2.0-3.0,

Céc diém cha y

1.
2.
3.

4.

Thu thap céc chi s6 PT/INR nén clia bn va xét nghiém thém néu bét thwong.
Kiém tra twong tac cac thudc dang st dung véi warfarin.

Buwa ra myc tiéu mirc INR va ké liéu wafarin dang strengs (vi warfarin cé cac
vién chia cac maec lidu lwong).

Tw van kién thirc cho bénh nhan vé sy an toan, theo déi, va twong tac thubc
va thire an.

Déi véi trwdng hop huyét khéi cap tinh, Dung chéng 1an

heparin/LMW H/fondaparinux>5 ngay cho dén khi dat INR & murc diéu tri.
Khuyén céo check INR 1an dau vao ngay thir 3-4.

Danh gia trén 1am sang nén dwoc s dung thay thé cho phac db nay.

1-3 Khéng can thiét 5 mg*
1.0-1.3 7.5mg
1.4-15 5mg

3or4 1.6-1.8 5/2.5 mg tuy theo
>1.9 2.5mg
>2.0 Ngirng x 1 ngay, sau d6 2.5 mgt
<15 Tang 15% so v&i lidu trung binh hang ngay truéc do
1.6-1.9 Tang 10% so véi lidu trung binh hang ngay truéc dé
2.0-3.0 Khéng thay doi

7&10 3.1-35 Glam 10% so véi liéu trung binh hang ngay trudc dé
3.6-4.0 Giam 15% so vei lidu trung binh hang ngay trwéc dé
>4.1 Ngteng 1 day, Gidm 15% (hodc nhiéu hon)t
>6.0 Can nhéc dung Vitamin Kt

Abbreviations: ADD = average daily dose : liéu trung binh hang ngay

*2.5 mg cho trwong hop, dé xuét huyét, bénh gan, suy dinh dwéng, ding céac thude lam
tang hoat dong clia warfarin, hodc chling toc chau A; ngudi tré khde manh 5-7.5 mg

t Kiém tra INR thuwerng xuyén hon



C. Chinh Liéu Wafarin Lau Dai Trén Bénh Nhan Khéng Chay Mau

So db nay dwoc ap dung cho nhirng bénh nhan khéng chay mau cé muc tiéu INR
2.0-3.0, khdng cé nguy co cao chay mau.

1. Néu INR >3.0 x&c nhan khong chay mau.

2. Xem xét cac ly do: Khong tuan tha diéu tri, tinh trang bénh, tuong tac thuée, hoac
thay doi ché do &n lam INR nam ngoai khoéng muc tiéu. .
3. Danh gia lam sang nén dwoc wu tién dé chinh liéu hon 1a so' d& nay.

TargetINR
2.0-3.0

INR 3.6-4.0 INR 4.1-8.9

Ngirng 0-2 ligu,
Giam 0-10 giam 10-15%
15% ligu % ligu ligu +/- Vit. K

Ngirng 2 lidu
va giam 15-

20% lidu Vit.
K 2.5-5 mg
uéng

2.5 mg uéng,

Lam lai Lam lai INR

XN lai INR " 5
trong 2 tuan trong 1 tuan

trong 1 tuan

Lam lai INR
sau 2 ngay

* Can nhéc tang 15% néu INR <1.5 ma khéng giai thich duwoc

D. Liéu Dabigatran D& Dy Phong Dot Quy va Thuyén Tac Mach Hé Théng
Trong Rung Nhi Khéng Do Van Tim
Liéu:
CrCl >30 ml/min*: 150 mg dwéng udng, 2 1an méi ngay
Tranh dung & bn CrCI<30va dung P-glycoproteininhibitors (e.g.,
dronedarone, ketoconazole)
Tranh dung & bn dung P-glycoprotein inducers (e.g., rifampin)
Chinh liéu:
CrCl 15-30 ml/min*: 75 mg ubng 2 1an mdi ngay
CrCl 30-50 va dang dung P-glycoprotein inhibitors: 75 mg udng 2 1an méi ngay.

Khong khuyén cao voi CrCl <15 mi/min hodc loc mau. Bén ngoai lanh thé My — Bénh
nhan CrCL >30 ml/min va tudi >75 hodc cé xu hwéng XHTH 110 mg 2 1an méi ngay.



E. Liéurivaroxaban dé dy phong dot quy, va thuyén tac mach hé théng
trong rung nhi khong do van tim va diéu trj thuyén tac huyét khai
tinh mach

+  Tranh ding & nhitng bénh nhan dang dung chét c6 kha néng (rc ché manh
ca CYP3A4vaP-glycoprotein (e.g., ketoconazole, itraconazole, ritonavir).

+ TRanh dL‘mg & nhfmg bénh nhan dang dung chat c6 kha nang tdang manh
hoat dong cta ca CYP3A4va P-glycoprotein (e.g., nfampm phenytom
carbamazepine, phenobarbital, St. John’s Wort); N6 c6 thé dan dén giam néng do
rivaroxaban huyét tvong.

1. Rung nhi
+  CrCl >50 ml/min: 20 mg 1 1&n méi ngay khi &n t6i *
+  CrCl 15-50 ml/min: 15 mg 1 [&n m&i ngay khi an tdi *
*  CrCl <15 ml/min: Tranh st dung.

*US labeling: Outside US—duing cting bi¥a an téi; c6 thé dung cling &n sang.

2. Huyét khéi tinh mach
+  15mgméi 12 gi¢ trong 21 ngay sau d6 20 mg méi ngay, diing cling biia &n.
+  Khéng khuyén céo néu CrCl <30 ml/pht.

F. Liéu Apixaban dé ngira dot quy, va thuyén tic mach hé théng & bénh
nhan rung nhi khéng do valve tim
Liéu: 5 mg 2 1an méi ngay
+  CrCl <15 ml/min: tranh dung
+  Tranh diing & bénh nhan dang dung thuéc tang manh cd CYP3A4vaP-
glycoprotein (e.g., rifampin, carbamazepine, phenytoin, St. John’s Wort).
Liéu diéu chinh:
Liéu 2.5 mg 2 14n mdi ngay néu:
1. C6nhiéu hon 2 tiéu chi dwai day:
+ Tudi=80
« Can nang <60 kg
+ creatinine huyét thanh 21.5 mg/dL (133 pmol/L)
hoéac
2. St dung thudc (e ché manh CYP3A4 va P-glycoprotein (e.g. ketoconazole,
itraconazole, ritonavir, clarithromycin)

Khéng dwoc dung apixaban & nhirng bénh nhan cé ca #1 va #2.
Il. PAO NGU'Q'C THUOC CHONG PONG
A. Cac Nguyén Téc Diéu Tri Chdy Mau Lién Quan Dén Chéng Dong

HASHTI ( Tir nay c6 nghia la CHUA theo tiéng MARATHI)
1. Hold further doses of anticoagulant Dirng liéu chéng déng
2. Consider Antidote : Can nhic dung Antidote
3. Supportive treatment Diéu trj hd tro
a.  Hbi phuc thé tich (truyén dich)
b.  Hb tro huyét dong (van mach, monitoring)
4. Phuong phap cAm mau tai chd hodc phau thuat.
a.  Co thé can nhic diing cac thudc chdng tiéu fibrin (aminocaproic acid,
tranexamic acid)
5. Transfusion: truy&n mau
a.  KHC véi trwdng hop thiéu mau nang hoac c6 triéu chirng.
b.  Khéi tiéu ciu néu gidm tidu cau (<50 x 10%/L) ho&c bénh nhan ding thuosc
chéng tiéu ciu tac dung kéo dai
6. Investigate for bleeding source : Tim ngudn chay mau

Cac thuat ngir sir dung trong cac diéu tri ddo ngwgc thudc chdng dong
Khong khan cép: DPao ngwoc khong budc (tha thuat cach >5 ngay)
Khan cép (khdng chay mau): Can dao nguoc trong vong vai gior

Khan cép (chay mau): Ngay lap tirc



B. Cac thuéc lam tam ngirng chdy mau

Vitamin K 1-10 mg « Cac phan trng hiém xay ra khi truyén; Truyén
IV/Uong trong 20-30 min
+ Can tir 6h (IV) dén 24 h (ubng) d& dao nguoc wafarin
+ Liéu 16n c6 thé 1a nguyén nhan khang
warfarin sau khi bt dau ding lai wafarin
+ Dung duoi da hoac tiém bép khong duoc

khuyéen cao
Protamine 12550 mg IV | * Déo nguwoc hoan toan heparin khéng phan doan
sulfate + ddo nguoc 60%-80% clia LMWH
» Khéng dao nguwgc fondaparinux

Tiéu cau 1don vigan » Dung & bénh nhan dang st dung liéu phap khang

téch unit tiéu cau

5-8 don vi + Tang s6 lwong tidu ciu 30 x 10°/L

mau toan * Muyc tiéu 50-100 x 10°L (tty chi dinh)

phan
Frozen plasma  10-30 mL/kg =« Thay thé toan bd yéu t6 don mau, nhung khéng
(FFP) (2 unit= bl dwgc hoan toan déy dubut o

~250 ml) o Tan mau thwong can dat nong d6 yéu to BM ~30%

o Yéu té IX c6 thé chi can dat 20%

« Thoi gian T/2 ngén, c6 thé can 13p lai liéu sau 6 h

« V6i Khéi lwong Ién, c6 thé phai méat nhiéu giwof dé
ré dong va truyén

Prothrombin 25-50 units/ |+ Nhanh, c6 thé diéu chinh INR hoan toan & nhitng

complex kg IV (lower bénh nhan diéu tri bang wafarin

concentrates doses studied) = Truy&n thé tich nhé trong 10-30 phut

(PCC) « Nguy co’ huyét khdi 1.4%; chdng chi dinh voi bn ¢
tién st HIT

+ T/2 ngén, c6 thé can I3p lai liéu sau 6h o
« Can nhac dung cting FFP néu str dung PCC-3 yéu to!

Recombinant 15-90 + Truyén nhanh vei thé tich nhé
factor Vila micrograms/ + Nhanh chéng diéu chinh INR & bn dung Wafarin,
(rFVIla) kg nhung khéng diéu chinh dugc chdy mau do chi
(lower doses phuc héi yéu t6 FVila
studied) + Nguy co' huyét khéi 5-10%

« T/2 ngén, C6 thé can I&p lai lidu sau 2h

Aminocaproic 4-5 g IV/po + C6 thé tang nguy co’ huyét khoi.

acid over 1 hr, sau | + C6 thé ding & bénh nhan suy than, giam liéu
d6 1 g/hr x 8 load va téc do truyeén.
hrs (liéu max) | * Chay hoic tranh dung & bénh nhan dai mau co
30 g/24 hrs) ngudn chay mau tir dwdng tiét niéu trén
Tranexamic 1300 mg po + Chi dinh trén nhan cho rong kinh
acid q8h * St dung cho céc tinh trang khac véi off -label

1. Ddo nguoc tac dung Warfarin (Coumadin®, Jantoven®)

+ Nglrng 5 ngay trwée khi -« Néu cé thé tri hodn 6-24h. + HASHTI

lam tha thuat vitamin K 5-10mgPO/IV hodc + Vitamin K 5-10

« Kiém tra INR truwéc 1-2 thube khac: mg IV;&p lai méi
ngay °FFP hodc PCC trudc tha thuat. 12 gi® 1a can thiét
o Néu INR> 1.5 ding Lélpslai trong 6-12 gi® néu INR « PCC hodc FFP Iap
Vitamin K 1-2m =1 X ) i m&i 6 git? 13 ca
dudng ubng £ e Vitamin K 5-10mg (udng)/IV néu Lfallién:OI clalatcy

mong muon qué trinh dao ngwoc
xay ra béen bi



2. Pao nguworc tac dung ctia Heparin trong Iwgng phan tie thap [Dalteparin
(Fragmin®), Enoxaparin (Lovenox®), Tinzaparin (Innohep®)] and Fondaparinux*
(Arixtra®)

« Gilr nguyén ngay lam tht  « Doi 12-24 gi¢ néu c6 thé « HASHTI
thuat . Can nhéc protamine + Protamine sulfate
+ Phac do ngay 1 liéu sulfate néu khong thé tri + Can nhacrVila
o Y lidu ngay trwdce thi hoan d6i voi tha thuat néu
thuat tha thuat cé nguy co cao
chay mau

Phac do ngay 2 lidu
oDirng lidu téi trwde khi
thwre hién tha thuat

‘Fondaparinux khéng cé antidote dac hiéu

3. Liéu Protamine Dao Ngwoc Heparin va Heparin trong lwgng phan tir thap

All Liéu téi da la 50 mg

Heparin 1-2 hours « 1 mg cho méi 90-100 don vi heparin d& dung
trwée d6 2-3h

« Vi du 25-35 mg néu truy&n heparin 1000-1250

* units/hour

Enoxaparin | 4.5 hours * 1 mg cho 1 mg Enoxaparin trwéc 8 hours
Dalteparin 2.2 hours + 1 mg cho m&i 100 don vi Dalteparin trwéc 8 hours
Tinzaparin 3.9 hours + 1 mg cho méi 100 don vi Tinzaparin truwéc 8 hours

* Thoi gian ban thai khi ding dudi da sé lau hon cho tat ca cac thuc nén yeu cau theo di
level v&i PTT(heparin) hoac anti-Xa (LMWH) 3 tiéng 1 1an ciing voi I3p lai lidu protamine (0.5
mg per indicated amount of LMWH or heparin) néu con tiép tuc chay mau.

4. Liéu dao ngworc cuia Dabigatran, Rivaroxaban or Apixaban
Khong khan cap: Khdng thém liéu (Tham khao bang dé dwa ra khoang thoi
gian khuyén cdo ). Can nhéc thdi gian dai hon dbi véi phau thuat lon, dat
catheter hodc port vao tiy séng hodc ngoai mang cirng.

CrCl > 50 ml/p: Ngirng 1-2 = Ngleng it nhét 24 gior Ngirng 24 dén 48 gio

Ngay T/2: 5-9 gio T/2; 8-15 gio. Sy c6 mat cta
thuoc c6 thé dwoc danh gia
bang xét nghiém anti Xa
CrCl < 50 ml/p: Ngtrng 3-5 | (véi chirc néng than bt

Ngay hodc lau hon Sw c6 mét ctia thude co .
thé danh gia bang anti
Xa
T/2: 12-14 gi&

Thubc xuat hién c6 thé danh
gia bang thoi gian thrombine




Thu dabigatran, rivaroxaba

Test déong mau co ban *
Than hoat néu méi udng gan day :
Apixaban: <6 gi¢ » Dabigatran: <2 gi¢ « Rivaroxaban: <8 gi¢

aPTT binh thuong — It kha nang \PTT kéo d«"i‘i —Co sw c6 mét cua Dabigatran
va co thé gép phan gay nén chay mau
PT kéo dai — C6 mat cla
_ Rivaroxaban

dabigatran gép phan gay chay mau
PT binh thuon, It kha néng
rivarox’aban gobp p gay chady mau
néu uong trwdc d6 > 24 h
Khéng c6 sén antidote
C&n nhic dang chdy mau:
PCC « PCC hoat héa (FEIBA) « rFVila
Loc mau déi v&i dabigatran
(néu bénh nhan cé suy than)

tests xem bat thu

Viét tat: PCC, prothrombin complex concentrates, néng d6 phtrc hop prothrombin, rFVila,
recombinant factor Vlla: Yéu té 7a tai td hop

* Test c6 san thong thuwdng dé danh gia sy xuét hién clia dabigatran la aPTT va
rivaroxabanla PT. Két qua cac test nay co thé kéo dai khi co st dung dabigatranand
rivaroxaban& lidu khuyén céo nhung ch(mg khong da do lwéng tin céy hoat dong chéng
dong. Nong d6 diéu trj ciia apixabanco thé khong 1am tang thoi gian PT. D& do ludng hoatdong
chdng dong, thoi gian dong ecarin the ecarin clotting time (ECT) hogc thdi gian thrombin pha
Ioang dbi voi dabigatran va xét nghiém chromogenic anti-yéu té Xa duoc st dung lam gia i
chuén va kiém soat sr dung rivaroxaban and apixaban.

** Dabigatran, rivaroxaban va apixaban duoc bai tiét qua nwéc tidu, vi vay duy tri di tiéu thoa
dang. Rivaroxaban va apixaban & nhivrng trong lwg'ng cao nén loc mau khong co hiéu
qua.



C. Chuyén déi giira cac thudc chéng dong’

Warfarin Dabigatran hodc | Ngirng warfarin va bt dau dung dabigatran hodc

(INR 2-3) Apixaban apixaban khi INR <2.0

Warfarin Rivaroxaban Ngirng warfarin va bét dau dung rivaroxaban khi

(INR 2-3) INR <3.0

LMWH hodc | Dabigatran B&t dau dabigatran 0-2 gi&' trwéc lidu cudi cla

Heparin heparin/LMWH, hoac ciing thoi gian do trwéc khi
ngirng truyén heparin.

LMWH hodc | Rivaroxaban Ngtrng LMWH ho3c heparin va bat dau

Heparin hodc Apixaban rivaroxaban ho&capixaban 0-2gi¢ truéc lidu
LMWH/Heparin tiép theo ké hoach.

Dabigatran LMWH hosc CrCl 2 30 ml/min: CrCl > 30 ml/min: Bét d4u diing

Heparin sau lieu cudi clia dabigatran 12 gi®

CrCl < 30 ml/min: B&t dau dung sau liéu cudi

clia dabigatran 24 gi®

Rivaroxaban = Warfarin -US: Bét dau warfarin va thuéc chong déng ngoai
(INR 2-3) dwong rudt sau 24h nglrng rivaroxaban

-Canada: Tiép tuc rivaroxaban lan warfarincho

dén khi INR=2.0 va sau d6 ngirng rivaroxaban

Rivaroxaban LMWH hosc Bét ddu LMWH/Heparin sau ngirng

hoac Heparin Rivaroxaban hodc Apixaban 24h

Apixaban

Apixaban Warfarin Dirng Apixabanva bat dau warfarinsau24 h. Néu

can phai tiép tuc thudc chong déng bat dau thuéc choogn
déng thay thé trong khi khéi dong dung warfarin.
Canada: Tiép tuc dung apixaban cung véi
warfarin cho dén khi INR =2.0 sau d6 nglrng
apixaban®

Sw chuyén déi liéu t rivaroxaban dya trén liéu 20mg hang ngay & bn rung nhi k do bénh
valve tim.

1Pradaxa‘productmonograph2010, Xarelto’productmonograph2011, Eliquis’product
monograph 2012

2Rivaroxaban tac dong Ién INR, nén tinh INR khi dang dung cung véi warfarin cé
thé c6 tac dung trong viéc xac dinh liéu warfarin hop li. D& giam tdi da hién twong
nay, tinh INR khi ndng do rivaroxaban th&p nhat. Néu van phai tiép tuc dung thudc
chéng déng, nglrng rivaroxaban va bat dau dung thubc chéng déng thay thé khac khi
dang bat dau warfarin. Xarelto®product monograph 2011

3Apixabantac dong Ién INR, nén tinh INR khi dang dung cung véi warfarin c6 thé cé
tac dung trong viéc xac dinh liéu warfarin hop Ii. D& giam ti da hién twong nay,
tinh INR khi néng d6 apixaban thap nhét.



lll. Pao ngwoc thudc chdng ngwng tap tiéu cau

Aspirin, Aspirin/Dipyridamole (Aggrenox”), Clopidogrel (Plavix’), Prasugrel (Effient’),
Ticagrelor (Brilinta”)

Diém luu y chung
1. Thoigian T/2

a. Clopidogrel, dipyridamole, prasugrel, ticagrelor: 7-10 gi&

b.  Aspirin liéu th4p (150 mg hang ngay): 2-4.5 gi®

¢.  Quélidu Aspirin (>4000 mg): 15-30 gio»

2. Dao nguoc tac dung khang tiéu ciu

a.  Aspirin, clopidogrel, ticlopidine, and prasugrel (rc ché chtrc ndng tiéu ciu
subt doi. Sy e ché nay khién co thé mét tir 7-10 ngay dé tao ra thé hé
tiéu cau mai.

b. Ticagrelor Ia thuéc rc ché c6 thé dao nguoc dwoc, nén chive ndng tiéu
cau binh thwdng sau khi thudc tai trir hét, nén chirc ndng tiéu cau tré vé
binh thwéng sau khi thube tai trie hét. Phai mét tdi thiéu 5 ngay thi méi
¢6 tac dung dao ngugc. Khdng biét ré néu truyén tidu c6 hidu qua dao
ngwoc khong khi truyén trong thoi diém 5 — 7 ngay ké tiv liéu dung cudi

3. Cac thuéc dang dwoc st dung hodc cac chuyén héa dwoc hoat héa cé thé e
ché tidu cau da dwoc truyén.

4. Phai xem xét can trong cac chi dinh st dung thubc dé dwa ra quyét dinh dao
nguoc

a.  Nguy co cla tic stent mach vanh ( n6 cé thé gay t& vong) trong 3 thang
ddi vé&i stent kim loai tran; khodng thoi gian nguy co 1a dai hon déi vei
stent phu thuéc.

b. Tham khao y kién chuyén gia tim mach hoac cac huéng dan diéu tri néu
khong chac chan.

Pao ngwoc thudc chéng ngwng tap tiéu cau.

+ Ngtrng thuéc 5-10 + Can nhéc truyén tidu * HASHTI
ngay trwdc khi thye cAu trwéc cho nhirng + Can nhac truyén
hién tha thuat. thd thuat ¢6 nguy cor tiéu cau

chay mau cao

This document summarizes selected recommendations from the: American College
of Chest Physicians Evidence-Based Clinical Practice Guideline on Antithrombotic
and Thrombolytic Therapy (9th Edition).

This guide is intended to provide the practitioner with clear principles and strategies
for quality patient care and does not establish a fxed set of rules that preempt
physician judgment.

For further information, please see the complete guidelines on the Chest Web site
at http://journal.publications.chestnet.org/issue.aspx?journalid=99&issueid=23443
or refer to the Practice Guidelines section of the ASH website at
www.hematology.org/practiceguidelines.

You may also contact the ASH Department of Quality Improvement Programs at
202-776-0544.
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