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simvastatin, sirolimus, solifenacin, sorafenib, cac sulfonyl uré,
sunitilib, tacrolimus (todn than, tai chd), tadalafil, tamsulosin,
telaprevir, tetrabenazin, thioridazin, venlafacin, vilazodon,
céc thube khing vitamin K, ziprasidon, zolpidem, artemether,
nisoldipin, rifabutin, tolvaptan, toremifen, vandetanib.

Cadc thudc lam ting néng do/tc dung cua voriconazol: Alfuzosin,
artemether, boceprevir, cloramphenicol, cloroquin, ciprofloxacin,
thudc tranh thai (estrogen progestin), cac thude {rc ché CYP2C9,
cic thubc rc ché CYP2CI19, etravirin, fluconazol, gadobutrol,
nuée budi, lumefantrin, cic khang sinh macrolid, nilotinib, c4c
thude irc ché protease, cac thudc trc ché bom proton, quetiapin,
quinin, telaprevir.

Voriconazol lam giam néng dé/tac dung cua: amphotericin B,
prasugrel, saccharomyces boulardii, ticagrelor.

Cac thubc lam giam néng do/tac dung cua voriconazol: cac
barbiturat, carbamazepin, céc thubc kich thich CYP2C19, cic thude
kich thich CYP2C9, darunavir, didanosin, etravirin, fosphenytoin,
lopinavir, peginterferon alpha-2b, phenytoin, céc thuéc khong phai
nucleosid rc ché reverse transcriptase, cic din xuét rifampicin,
ritonavir, co St. John, sucralfat, telaprevir, tocilizumab, rifabutin.
Tuong ky,

Voriconazol twong ky véi dich nubi dudng dudng tinh mach, cac
sin phim méu, natri bicarbonat, tygecyclin, cic dich bdi phu dién
giai ndng d§ dam dic.

Khéng truyén ciing ddy truyén voriconazol véi cac dich trén.

Qua liéu va xir tri

Triéu chirng: Da ghi nhan 3 truémg hop qua liéu trén bénh nhi véi
liéu ding cta voriconazol cao gip 5 lan lidu khuyén cdo dudng
tinh mach. Trong d6 d2 ghi nhédn 1 trudng hop c6 phan (g s¢ dnh
sang trong thoi gian 10 phit. Hién chua c6 thude giai déc do qué
liéu voriconazol.

Xir tri: Ngimg thude, diéu tri triéu chimg va hd tro. Rira da day, cho
udng than hoat. Néu c6 co giat ding barbiturat, benzodiazepin. Theo
ddi cac ddu hiéu TKTW va can bing nudre - dién gidi, enzym gan.
Cép nhdt lan cudi: 2018.

WARFARIN NATRI

Tén chung quéc té: Warfarin sodium.

M3 ATC: BO1AAO3.

Loai thubc: Thudc chéng dong méu loai khéng vitamin K.

Dang thudc va ham lugng

Vién nén: 1 mg; 2 mg; 2,5 mg; 3 mg; 4 mg; 5 mg; 6 mg; 7,5 mg;

10 mg.

Bot dong khé pha tiém: lo 5 mg, hoa véi 2,7 ml nude cét pha tiém
dé ¢6 dung dich chira warfarin natri 2 mg/ml.

Hén dich ubng: 1 mg/ml (150 ml).

Dugrc luc hoc

Warfarin natri 1a thuéc chéng dong méau nhom coumarin, tic
déng gian tiép. Warfarin ngan can téng hop mét so yeu to dong
mau ¢ gan, bao gbm yéu t6 11 {prmhmmbm) Vil (_proconvertm}
IX (yéu td Christmas hodc thanh phan thrombop]as.nn huyét tuong)
va X (yéu té Stuart-Prower) bing céch trc ché tai sinh vitamin K
dang khir tir dang oxy héa nho e ché enzym vitamin K epoxid
reductase. Vitamin K dang khir can thiét cho qua trinh gamma-
carboxyl héa protein tién thin cua cac yéu to dong mau 11, VII,
IX, X. Khong ¢6 vitamin K dang khit, qué trinh carboxyl héa nay
khong thé xay ra va céc protein nay khong thé tré thanh céc yéu
10 déng mau co hoat tinh. Warfarin cting {rc ché céc protein C va
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S chéng déng mdu. Khong giéng heparin, warfarin khéng ¢4 e

ong miu in wrm L e ‘
dwunrgfﬂ:ﬁ:ng ﬁl hoa céc yeu 6 dong mau nén higu qua cla th
a

16 d6ng mau phu thude vitamin
chi dugc thay 10 :t:affigc |{:;uhénh lring méu thoéi gidng hét KS
dugc hoat héa v farin, nong d trong mau cia yéy 4 v
khi bt ddu ligu phap war I
doi huyet tuong 4 - 7 gi®) b (rc ché diy tién, tidp
da hoat héa (nu2 20 - 24 gidy) vaK
t6 TX (nira doi huyet tuong g (nira g
theo la yeu g . 72 gid) v cudi cung la yeu 11 (nira doi huyé‘
huyet tuong 4 - ughfm) Khi ngimg liéu phap warfann hodic chg
twong 60 gidr hode ::n d6 trong mau cia céc yéu to dong mau hoat
ding vitamin K, !: mg K trcs lai nong d0 trudc khi didu tr,
dong phu thuge vita nedn can hinh thanh cuc mau ddng khi g
Liéu phéap warfa;n ugc e s 1l TG0 Thude Kibng o6 ts
i N the o ¢ mau déng da hinh thanh va khéng ¢¢ hoe
dung trre nep trel;;:benh sinh cta cuc huyet khoi dong mach d
sboit f o AT a thanh mach bt thudng. Vi warfarin 4
ftuong tac gura ufured lién quan dé :
dong dén su tong hop chc yéu t6 dong mau lién q ¢ hai hg
va ngoai sink, nén thubc ¢6 thé kéo dél thei
théng dong méu o 8 thromboplastin mat phi
gian prothrombin (PT) va thoi gian P phin hoat
hoa (aPTT).

c
g:;fj;?'ﬁa?mn natri hép thu nhanh va rat tot & dudmg tiéu hoa,
nhung ty 1& hép thu thay ddi nhidu giirta céc ca thé. Hip thu phu
thugc vao toc do hoa tan. Tée do va mic do hép thu ciia thudc c4
thé thay déi giita cac ché pham vién nén trén thi truong. Thic in
lam giam toc do hap thu, nhung khong lam giam mic d¢ hap thy,
Warfarin ciing hap thu qua da.

Néng do dinh trong_ huyét tuong dat dugc trong vong 4 gid. 4]
ngudi khoe manh ndng do dinh dat duge 90 phit sau khi udng,

Tuy nhién, néng do warfarin trong huyel twong khong nhit thiét
lién quan dén tac dung chong huyet khdi va do do khong phai la
mét yéu té hiru ich trong viéc diéu chinh lidu lrong thude. Néu
tiém tmh mach, ndng dd dinh co thé dat duge sém hon so véi
dudng uong nhung khéng lam ting thém tac dung chong dong
hodc cho tic dung soém hon. Sau khi uong du lidu warfarin,
thuée tac dung som dén tong hop cac yéu t6 déng mau phu thuge
vitamin K (trong vong 24 gio). Thube ¢6 tac dung didu tri rd rang
khi cac yéu té dong mau phu thude vitamin K da duoc hoat hoa bj
thoai giang hét. Tac dung chong huyét khoi cé thé chua c6 cho téi
2 - 7 ngay sau khi bét dau liéu phap warfarin. Tuong tu nhu viy,
sau khi ngirng warfarin, ¢in mot thoi gian cho t6i khi nong 6 ciia
cac yéu t6 déng mau phu thudc vitamin K trong mau tré lai binh
thuomg. Thoi diém khai phat tac dung chéng huyét khéi la twong ty
nhau déi véi warfarin uéng, tiém bép hay tiém tinh mach.

Phdn bé: 99% warfarin gén vao protein huyet tuong, chu yéu la
albumin. Nghién ctru trén dong vat cho thiy ngoai gan, :huoc duoc
phén bb vao phdi, lach va than. Warfarin qua nhau thai va nong do
thudc trong huyét trong bao thai cé thé bang néng dé thudc trong
huyét twong me. O ngudi, dit liéu con it, cho thdy thuée khong vao
sira me.

Chuyen héa: Warfarin dugc dung dudi dang hén hgp racemic,
dong phan S 14 dang ¢6 hoat tinh chii yéu. Thube duec chuyén
héa qua h¢ cytochrom P450 ¢ gan. Dong phéin R-warfarin dugc
chuyén hoa boi CYP1A2 va CYP3A4. Chit chuyén héa c6 mot
s0 hoat tmh chong dong nhung yeu hon thudc me va duge dao
thai chu YEU qua nudc tiéu. Pong phan S-warfarin dugc chuyén
hoa chu yéu qua CYP2C9 thanh dang khong hoat tinh va dugc
dao thai qua mat. S-warfarin tic dung manh hon va duge Cb“)’en
héa nhanh hon R-warfarin. CYP2C9 ¢6 tinh da dang vé di u—uyen
Cic isoenzym CYP khéc tham gia vao chuyén héa warfarin gom
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c6 CYP2C8, 2C18, 2C19. Mirc d) hoat tinh cia CYP2C9 phy
thugc vao di truyén va thay déi tiy theo timg ngudi. Ngudi bénh
dong hgp tr vai alen CYP2C9*| (khoang 80% ngudi da tring)
¢6 hoat tinh enzym binh thuéng (nghia 1a ngudi c6 chuyén héa
manh) va céc phéc do diéu trj chuén phi hgp véi nhém ngudi nay.
Khodng 11% ngudi da triing c6 alen CYP2C9*2 thude nhém ngudi
¢6 chuyén hoa trung gian va 7% c6 alen CYP2C9*3 thugc nhém
ngudi co chuyén hoa warfarin kém. Thanh thai ctia S-warfarin bi
giam ¢ cdc nhém nay. Do dé, nhimg ngudi bénh nay ¢ tang nguy
co chay méu va chong déng mau qua mirc (nghta la INR vuqrt 3)
va cin dung liéu warfarin thap hon, dac biét khi bt dau diéu tri.
Alen CYP2C9*2 va CYP2C9*3 lan luot 1am giam chuyén héa cua
warfarin khoang 30 - 50% va 90%.

Thai trir: Nira doi thai trir khoi huyet tuong cia warfarin trung binh
khoang 40 gi¢ nhung thay déi rit 16n gitra céc ca thé (dao dong:
20 - 60 gid) va thuong khong phy thudc vao liéu. Nira doi thai trr
cua dong phan R va S lan luot 12 37 - 39 gio va 21 - 43 giy. Téi
92% liéu uong tim thay trong nudc tidu, Lu'qng warfarin khong
bién déi bai xuit trong nude tidu rat it ma chu yeu dudi dang chit
chuyén hoa khong hodc rit it hoat tinh.

Chi dinh
Ngudi lon:

Du phong va diéu tri huyet khéi tinh mach va thuyén tic phm (nhm
mau phbi).

Dy phong va diéu tri cic bién chimg thuyén tic huyét khéi lién
quan dén rung nhi va/hodc phau thuat thay van tim (van co hoc va
van sinh hoc).

Dy phong thuyén tic hé thong & ngudi bénh thép tim.

Giam nguy co tir vong, nhéi méu co tim tii dién va cic bién cb
nghén mach huyét khoi nhu dot quy hay ngh&n mach hé théng sau
nhdi mau co tim.

Con thiéu mau ndo thoing qua.

Chong chi dinh

Min cam dd biét véi warfarin hodc véi céc din chét khac cia
coumarin.

Tinh trang dé xuat huyét: loét tiéu hoa dang tién trién; xudt huyét
duomg tiéu hoa, ho hip hogc tiét niéu sinh duc; phinh mach néo;
xuit huyét ndo; tach thanh dong mach chi; viém mang ngoai tim,
tran dich mang tim, viém ndi tim mac nhi&m khuin ban cép.

Sau khi choc tuy séng va cac thu thuét chin doan hodc diéu tri khac
c6 kha nding gdy chay mau ning; tién sir xuit huyét tang.

Réi loan tao méu.

Méi phiu thudt & mét hodc hé TKTW; gy té phong bé 16n & viing
thit rng hoac phau thuat 16n.

Tang huyét 4p 4c tinh hodc chua kiém soét dugc.

Tién sir bi hoai tir do warfarin,

Ngudi bénh khéng tuan thu ding thude.

Nghién nurou.

Tién sir d& bi nga, nguoi bénh cao tudi, tim than, khong kiém soat dugc.
Tién san gidt/san giat; doa sdy thai.

Phu nir mang thai 3 thang dau va 3 thang cudi (trir phu nit mang
van nhén tao co hoc).

Trong vong 48 tiéng sau sinh.

Suy gan nang.

Thén trgng

Truée khi quyét dinh diéu tri bang warfarin, phai dac biét chi y
dén nhén thirc ca ngudi bénh vi cé nhimg rang buge phai thuc
hién khi diéu tri, nhu phai tudn thu uéng thuée déu dan, ding gio,
khong dugc quen phai thyc hign déu din xét nghiém méiu (lNR),
phai canh gidc ddi véi cac thude phéi hop co thé lam mit cin bing
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didu tri. Phéi ¢6 s6 theo ddi cho ngudi bénh.

Nguy co xudt huyét

Xudit huyét 1a ADR thuomg gap nhat cia thuéc chéng dong din
xuéit coumarin véi mirc 4o dao dong tir nhimg vét méu bdm nhe &
da dén xuit huyét niing c6 thé tir vong. Phai dac bit theo ddi nhimg
thang diu diéu tri, nhét 1a thoi gmn méi xudt v1¢n vé nha hodc khi
dung lidu cao vi nguy co xuét huyét cao. Céc yeu t6 nguy co cla
Xudt huyet do warfarin bao gém INR > 4, > 65 tudi, INR bién ddi
nhiéu, tién sir xuét huyel tiéu hoa, tang huyet ap, bénh mach mau
ndo, bénh tim nghiém trong, thiéu mau, bénh 4c tinh, chin thuong,
suy giam chirc nang thin, ding chung v&i cac thude ciing lam ting
PT va INR, diéu trj lau dai véi warfarin. Can dinh ky theo ddi
INR cho tit ca ngudi bénh diéu tri véi warfarin. INR duy tri trong
khoang muyc tiéu khong dbng nghia Wfﬂ vtcc ngudi bt:nh khong co
nguy co xuit huyét. Ngudi bénh c6 yéu tb nguy co Xuat huyct do
warfarin can theo doi INR thudmg xuyén hon, diéu chinh liéu dé
dat INR muc tiéu can than hon va dung thudc trong khoang thoi
gian ngén nhét c6 thé tuong img véi chi dinh dang diéu tri. Trong
khi dang diéu trj thiy c6 xuat huyét, can loai trir qué liéu bing cach
kiém tra INR. Phai rit than trong d6i véi nguai cao tudi vi thuong
¢6 nhiéu bénh kém nén thudng dung nhiéu thude két hop, dé nga,
d& quén lidu va uéng nham liéu. Nguy co qua lidu, dic biét lic dau
didu tri, phai dac biét theo dai. Can huéng din ngudi bénh cich
gidm nguy co xuAt huyét va phai bao cho nhan vién y té lap tirc néu
¢6 déu hiéu va tridu chimg xuat huyét. Ding phdi hop véi thude
khac, thay déi ché d¢ &n va nhiéu yéu td khac co thé anh huong dén
hiéu qua va an toan cta warfarin. Do dd, cén theo doi INR thudng
xuyén hon trong nhirng trudmg hop nay.

Suy giam chirc ndng than

Thanh thai & than duge xem 1a mot yéu t6 khong quan trong ddi
véi tac dong chdng déng clia warfarin, Khong cin hiéu chinh liéu &
ngudi bénh suy giam chirc ning thin. Tuy nhién, cin theo doi INR
thurdmg xuyén hon.

Suy giam chirc nang gan

Suy giam chirc nang gan c6 thé ting tic dong cua warfarin do lam
giam tong hop cic yéu td déng mau va giam chuyén héa warfarin.
Can than trong va theo ddi nguy co xuét huyét thuong xuyén hon
khi dung warfarin & nguéi bénh suy giam chirc niing gan.

Hoai tir mé

Warfarin c¢6 thé gay hoai tir va/hodic hoai thu da va cic mé khéc.
Pay la ADR it gip (< 0,1%) nhung rit nguy hiém. Hoai tir cé thé
lién quan dén huyét khéi cuc b va thuong Xdy ra trong vai ngay
dAu diéu trj (1 - 10 ngay). Cén theo di ki va diéu tri tich cuc néu
xay ra hoai tr. Ngung warfarin va tim liéu phap khac thay thé.
Chung calci hoa mach mdu va hoai tir da (calciphylaxis)

Warfarir} c6 thé giy ra chirng calci hdéa mach mau va hoai tir da rat
nguy hiém va c6 thé tir vong. Néu xay ra, cin ngung warfarin va
diéu tri tich cyc. Cén nhic thay thé li¢u phap chéng dong.

Dot quy nhéi mau nao

Str dung thuée chdng dong sau khi bi dét quy nhdi mau lam tang
nguy co xuét huyét thir phét & viing ndo bi nhdi mau. Nén tri hoin
diéu tri warfarin sau khi diéu tri dot quy nhdi mau. Warfarin nén
duoc dung lai 2 - 14 ngay sau con dt quy nhdi méu, thoi gian cu
thé phy thuc vao kich thude ving nio bj anh huong va huyét 4p
ngudi bénh. O ngudi bénh bi ddt quy do tic mach hogc ting huyét
ap Ehua kiém sodt, nén nging warfarin 14 ngay.

Phau thudt

Loai phiu thuat khong ¢6 nguy co xuét huyét ning: Cé thé tién
hanh khi INR < 2,5.

Loai phiu thudt c6 nguy co xuat huyét niing: Cin ngung warfarin
3 ngay trudce khi phiu thuit.
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Thasi diém dung lai warfarin phy thuge vao nguy co xuit huyet sau

phdu thudt. Trong héu hét cac rutmg hop, warfarin ¢6 thé dung lai

ngay khi ngudi bénh c6 thé ubng durge.

Khong cin ngung warfarin truéc khi lam cac phiu thuét nha khoa

;hﬁng lhurb'ng nhu nhé ring.

Réi loan m)’l’" gidp

Tée 4 chuyén héa cia warfarin phu thuge vao tinh trang tuyén

gidp. Do d6, ngudi bénh nhuge gidp hay cudng giap cin dugc theo

doi chit ché hon khi khéi diu d:eu tri véi warfarin.

Cac treomg hop khdc c6 thé can diéy chinh liéu warfarm

Ting tac dung cua warfarin, c6 thé phai giam lidu: tut cn, bénh
cép tinh, cai thudc 14.

Giam tac dung cua warfarin, c6 thé phai ting liéu: ting can, tiéu

chay, non mira.

Théng tin di truyén

Su da hinh di truyén gen CYP2C9 va VKORCI c¢6 thé anh huong

16m dén liéu luong can thiét cia warfarin. Néu ngudi bénh duge

biét c6 da hinh gen loai nay, liéu lwgng warfarin cin duoc can nhic

ki ludng hon.

Tré em: Higu qua va an toan cla warfarin chua duge nghién ctru &

nguot dudi 18 tudi trong cac thir nghiém ngiu nhién c6 déi chu'ng

Tuy thuéc da dugc ding trong phong ngira va diéu trj cac bién cb

huyet khbi nghén mach & tré em nhumng cac chi dinh nay chua duge

cép phép.

Thoi ky mang thai

Warfarin thuong chdng chi dinh dung khi mang thai. Warfarin va

céc chit chong dong mau thude nhém coumarin qua dugce hang rao

nhau thai va gy loan dudmg sun xuong c6 chim véi, chay mau va

thai chét luu. Warfarin con lam téng nguy co xuit huyét & ngudi

me trong 3 thang gitra va 3 thang cudi thai ky. Tuy nhién, trong mot

s6 trromg hop phu nir mang thai thay van tim co hoc va c6 nguy

co cao bi nghén mach, lgi ich cua warfarin cé thé vuot trdi so vdi

nguy co. Nén can nhic timg truomg hop mét, thao ludn véi ngudi

bénh, xem xét loi ich va nguy co ddi voi tinh trang y khoa clia

ngudi bénh va tham khao huéng din diéu tri cdp nhat. Néu ding

warfarin trong théi ky mang thai hodc phu nir dang ding warfarin

thi phat hién c6 thai, ngudi bénh cén dugc thim kham va dénh gi4

vé cic nguy co cho thai nhi.

C6 mét s6 chimg cir cho thiy warfarin chi gdy bénh cho phdi khi

ding giira tun 6 - 12 thai ky va thudc co thé khong gy bénh cho

phoi thai néu diing trong 6 tuén diu thai ky. Néu thuc sur can thiét

diing, warfarin dugc khuyén tranh ding trong céc tun 6 - 12 thai

ky va gan thoi gian thai da thang. Phu nir dung warfarin phai cho

thiy thuéc biét c6 du dinh mang thai hay khéng. Néu phu nit dang

dung warfarin l4u dai vin mubn c6 thai, cin lam test c6 thai thuong

xuyén va néu thdy c6 thai, thay thé bing heparin khong phan doan

hoc heparin trong lugng phén tir thap.

Thoi ky cho con bu

Nhimg bing chimg hién tai cho thiy warfarin khong bai tiét qua

stra me nén dung duqc cho ngum cho con bu nhung can than trong,

Phai theo doi céc ddu hiéu xudt huyét nhu vét bam tu mau & tré

bi me.

Tic dung khéng mong mudn (ADR)

Thieomg gap

qhéy mau.

It gap

Tiéu hoa: tiéu chay.

Da: ban do.
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B phﬁn khéc: rung toc.
Hiém gap

Tuén hoan: viém mach.
Da: hoai tir khu trd, €0 thé
£ hoéc S.

Gan: ton thuong.

Chuea xdc djnh diegc tén sudt
Nhiém tring: sot.

Mién dich: qué man.
Thén kinh: xuat huyct ni

t.
Mach mau: xuét huye s phéi, chay mau cam,

Hé hép - 16ng nguc: tran mdu mang | a cam,
Tiéu hlga xuft huyét tiéu hoa, truc trang, viém tuy, tiéu chay, bugy,

nén, nén mira.
Gan: vang da,
Da va mé dudi da: rung toc,

Thén - tiét niéu: tiéu ra mau.
Hudng dén cich xir tri ADR R R
Nguy co chinh cta li¢u phap wari.r'n la co Tc gay Ch?y méu ¢ b
cif noi ndo trén co thé. DE tranh dung qua liéu warfarin, nhat thié
phai theo doi INR theo khuyén cdo. Néu qua liéu, phai xu tri (xem
thém muc Xir tri qua liéu).

Hoai tir da va mo6 mem tuy hiém gap nhung rat nang. Nguyén nhap
¢ thé do huyét khdi nhung bénh sinh con chua biét. Ngudi bénh
thiéu hut protein C ¢ nguy co cao mic chung nay. Phai ngimg ligy
phap coumarin khi thay ton thuong & da va phai cho vitamin K_

Phai cho heparin dé chong dong mau. Huyét tuong tuoi dong lanh
hodc dung dich dam dac protein C ciing ¢6 thé c6 tac dung. Néu cg

hoai tir, phai phau thudt.

lién quan dén thiéu hyt bam sinh Protein

o0, mau tu dudi mang cing,.

suy giam chirc nang gan.
s ban xudt huyét

Liéu lirgng va cach dung
Cdch ding: C6 thé ubng hogc tiém tinh mach. Khi khéng uong

duoc thube (nén sau phau thuat) thi tiém tinh mach. Tiém bap
khong dugce khuyén céo. Liéu uéng va liéu tiém tinh mach déu
giéng nhau. Phai tiém chdm va lién tuc trong 1 - 2 phit vao mét
tinh mach ngﬂdl bién. Pha thudc trong lo chita 5 mg warfarin vai
2,7 ml nuéc cat pha tiém vb khuén de dugc moét dung dich chira
2 mg warfarin/ml. Truéc khi tiém cin kiém tra khong duoe c6
véin duc, khong bién mau. Sau khi pha, thu6c bén vimg & nhiét do
phong trong vong 4 gio. Bo thuéc da pha ding khong hét

Hang ngay phai uong thude ding gio quy dinh, ngay udéng mét lin
va nén uong vio budi chidu dé co thé thay d01 liéu Iugng cang sém
cang tot sau khi c6 két qua INR. C6 thé uong ctng hodc khong
cluing bira an. Néu quén uong, liéu quén phal udng ngay trong ciing
ngay, cang som cang t6t. Khéng duoe uong 2 liéu vao ngay hém
sau dé b cho liéu quén.

Liéu ding

Nguoi lon:

Nguyén tic chung: Lidu warfarin phai duge xac dinh cho timg
ngudi bénh dua vao dép img INR (ty s6 chudn hoa qudc té) cla
ngudi bénh ddi véi thude. Diéu chinh lidu theo INR va bénh ly
dang diéu tri. Can tham khao huéng din diéu trj lam sang cip nhat
cho timg chi dinh vé cuong do va thai gian diéu tri vai liéu phap
chéng déng. Trong da s truomg hop diéu tri véi warfarin, INR
muc tiéu la 2,5 (khoéng 2,0 - 3,0).

Liéu khoi dau: Liéu khoi ddu dao déng tir 2 - 10 mg ding 1 lin/
ngay. Liéu tan cong (Ileu nap) khéng dugc khuyen cao thudmg quy
vi lam ting nguy co xuat huyét va khong gitp day nhanh tac dong
chéng déng. Liéu khai diu nén thap hon & ngudi bénh cao tudi, suy
nhugc hodc suy giam chirc ning gan.

Liéu duy tri: Trong khi diéu tri bang warfarin, nhat thiét phai theo
dai INR. Liéu duy tri duoc xac dinh bé’mg diéu chinh lidu ban dau

¥
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theo INR. Théng thudmg, Ilt'ru duy tri khodng 2 - 10 mg, dung 1 lin
vio cung mot thai diém méi ngdy. Liéu duy tri thudmg thdp hon
& ngudi bénh cao twdi, suy “h\IUC hofic suy giam chirc néng gan.
Theo doi dé dat hi¢u qua ¢ hang dong (6i wu: Warfarin 1a thue co
khoang tri li¢u hep, tic dong bj anh huéng bai nhiéu loai thue
khic cling nhu mot 50 thye pham chira vitamin K. Do d6, hi¢u qua
chong dong phai duge theo ddi chiit che trong qua trinh diéu trj.
Cén xét nghlfc‘m INR mdi ngdy hodc méi hai ngdy tir khi khai dau
diéu tri dén khi INR dat va duy tri trong khoang muyc tiéu. Khi INR
di on dinh trong khoang muyc tiéu, cin xét nghiém INR dinh ky
dé dam bio liéu ding trong khoang diéu tri. Tén sut xét nghu;:m
can dya trén tinh trang lam sang nhung thudng 1a xét nghiém méi
| - 4 tuan. Nén xét nghiém INR b6 sung khi chuyén déi giira céc
ché pham warfarin trén thi truong hay khi thém hogc dimg diéu tri
véi thube khac. Trong da so cac truomg hop diéu tri v&i warfarin,
[NR muc tiéu la 2,5 (khoang muc tiéu 2,0 - 3 ;0), nghia 1a INR ly
twong 12 2,5. INR <2 cho thay tac dung chong ddng mau chua du.
INR > 3 ¢cb nghla la chéng dong mau qué mirc. Trudng hop du
phong huyét khoi & ngudi bénh thay van tim co hoc loai van mot
dia, van hai dia (van hai cinh) & vi tri van hai 14, hoic thay van bi,
INR muc tiéu la 3,0 (khoang muc tiéu 2,5 - 3,5). INR > 4,0 khong
t@ng thém loi ich diéu tri cho da sé ngudi bénh nhung c6 lién quan
dén ting nguy co xuit huyét,
Tep néi liéu phap heparin: Do tac dung ctia warfarin chdm nén khi
can tic dung chong dong méau nhanh, heparin dugc wu tién hon.
Trong nhimg ngay dau ding warfarin chung véi heparin, anh hudmg
cua warfarin 1én tac dung chéng dong cuia heparin khong déng ké
trén 1dm sang. C6 thé dung warfarin ngay khi bit déu heparin hodc
¢6 thé ding sau d6 3 - 6 n-gay Dé dam béo hiéu qua chong déng, khi
bat dau dung warfarin, can tiép tuc dung heparin lidu day du trong
khoang 4 - 5 ngdy dén khi warfarin cho dap tmg INR trong khoang
myc tiéu. Lic ndy, co thé ngung heparin. Do heparin c6 thé anh
huémg dén INR nén trong nhimg ngay ding chung hai thude, xét
nghiém INR nén tién hanh it nhat 5 gios sau liéu tiém tinh mach bolus
heparin hojc it nhat 4 gio sau khi ngung truyén finh mach heparin
hodc it nhét 24 gid sau liéu tiém dudi da heparin.
Twong tic thube
Nhiéu thudc c6 kha nang tuong tic véi cic thude khang vitamin K.
Cin theo dai INR thuong xuyén hon khi bat dau dung, diéu chinh
liéu hodic ngimg thude khac, ké ca cac thube ding ngén han nhu
khang sinh, khing nam, corticosteroid.
Cdc tiwong tdc thude qua hé thong CYP450: Céc thude trc ché CYP
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209, 1A2 vihodc 3A4 c6 kha ndng 1am ting tic dyng cia warfarin
(ting INR) do lam ting ndng d§ warfarin. Céc thubc cam (mg
CYP 2C9, 1A2 vivhoic 3A4 c6 kha ning lam giam tic dyng cta
warfarin (gidm INR) do lam giam ndng o warfarin. Cin theo ddi
chiit ché INR va diéu chinh liéu néu cén khi ding warfarin chung
vai cac thude nay. Cac thude tre ché va cam (mg CYP 2C9, 1A2 v/
hodc 3A4 dugc liét ké trong Bang 1. Tuy nhién, ddy khong phai la
danh sach diy du. (Bang 1).

Cdc rong tac diege hee hoe: Thubc tiéu sgi huyét nhu streptokinase
va alteplase bj chéng chi dinh & ngudi dang diéu tri véi warfarin
do nguy co xuét huyét ting cao. Céac thubc sau day khi dung chung
vGi warfarin c6 thé lam ting nguy co xuét huyét, do d6 cén theo
doi chit ché dau higu 1am sang va cac xét nghiém: clopidogrel,
thude chong viém khong steroid (NSAID), sulfinpyrazon, thubc
trc ché thrombin (bivalirudin, dabigatran), dipyridamol, heparin
khoéng phén doan, heparin trong lugng phén tir thép, fondaparinux,
rivaroxaban, chéit ddi khang glycoprotein 1Ib/Illa (eptifibatid,
tirofiban va abciximab), prostacyclin, thudc chéng trim cam nhém
SSRI va SNRI, céc thude chong déng mau khac hoac irc ché két
tap tiéu cau. Dung chung warfarin véi aspirin liéu thap c6 lgi cho
mdt s6 ngudi bénh nhung lam ting nguy co xuéit huyét tiéu héa.
Twong tac voi thao dwge: MOt b thao duoc nhu gimg, toi, Ginkgo
biloba, hanh c6 thé 1am ting tic dung ctia warfarin, do d6 can than
trong khi ding chung. Co St. John (Hypericum perforatum) bi
chéng chi dinh ding chung v&i warfarin do c6 bing chimg cho thay
lam giam ndng d¢ huyét twong va hiéu qua 1dm sang cua warfarin.
Nhin chung, ngudi bénh nén tranh ding céc thudc ¢6 ngudn goc
duoc liéu hodc thuc phém chirc ning khi dang ding warfarin. Néu
c6 dung, phai bio véi nhin vién y té va theo ddi higu qua an toan
cta warfarin thudong xuyén hon.

Tuwong tdc véi regu: Ngd doc rugu cap tinh (ubng mot luong 16n
ruou trong thoi gian ngén) c6 thé (rc ché chuyén héa cua warfarin
va 1am ting INR. Nguoc lai, nghién rugu 1am cam mg chuyén hoéa
warfarin. Ngudi bénh dang diing warfarin c6 thé diing ruou bia véi
lrong it, vira phai.

Tuwong tdc véi thue pham: Néu ché do an thay ddi nhidu va dot
ngdt, tic dung chéng déng c6 thé bj thay dbi. Ngudi bénh nén duy
tri ché do déu dan, trdnh thay di nhiéu dbi véi cac thye phim gidu
vitamin K nhu gan dong vat, sap lo, rau xanh.

Can huéng din ngudi bénh thong bio cho nhan vién y té vé tat ca
cac thude (ké don va khong ké don), cac thuc pham chirc ning va
thao dugc dang dung.

Bang 1: Cac chat irc ché va cam vmg CYP 2C9, 142 va/hodc 344

-—Enzym ]

Amiodaron, capecitabin, cotnmoxazol
CYP2C9

CYP 1A2

Chit e ché

etravirin, fluconazol, fluvastatin, fluvoxamin, metronidazol, miconazol,
oxandrolon *;uiﬁnpyrdmn, tigecyclin, voriconazol, zafirlukast.

Acyclovir, aiopurmo] cafein, cimetidin, ctproﬂoxacm disulfiram,
enoxacin, famotidin, fluvoxamin, methoxsalen, mexiletin, norfloxacin,
thuée tranh thai duéng uéng, phenylpropanolamin, propafenon,
propranolol terbinafin, thiabendazol, th]Opldln verapamu] zileuton.

CYP3A4

zileuton.

L

Alprazolam, amlodaron amlodipin, amprenavir, aprepitant, atorvastatm
atazanavir, bicalutamid, cilostazol, cimetidin, ciprofloxacin,
clarithromycin, cyclosporin, darunavir/ritonavir, diltiazem, erythromycin,
fluconazol, fluoxetin, fluvoxamin, fosamprenavir, imatinib, indinavir,
isoniazid, itraconazol, ketoconazol, lupmawrfmonavlr nefazodon,
nelfinavir, nilotinib, thuéc tranh thai duomg uong, posaconazol, ranitidin,
ranolazin, ritonavir, saquinavir, telithromycin, tipranavir, voriconazol, \

Chit cam img 1
Aprepltam busentan carbamazepin,

phenobarbital, rifampin.

Montelukast, moricizin,
omeprazol, phenobarbital,
phenytoin, khéi thude 14.

Armodafinil, amprenavir, aprepitant,
bosentan, carbamazepin, efavirenz,
etravirin, modafinil, nafcilin,
phenytoin, pioglitazon, prednison,

‘ rifampin, rufinamid.
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Tuomg ky )
Khéng thém bét ky mt chét nao vao dung djch tiém warfarin.
D"f‘s d?Ch tiém warfarin “'““'i twong ky véi adrenalin hydroclorid,
amd_mcm sulﬁuT metaraminol tartrat, oxytocin, promazin hydro-
clorid, tetracyclin hydroclorid, vancomycin hydroclorid.
Quié lidu va xir tri

. . -4 s a2k .
X tri qud lieu trong khi diéu tri warfarin phéi dya vao nira doi cla
timg bi¢t duoc, chi dinh (dic biét truémg hop van tim co hoc, tranh
diéu trj nhanh qud) va cac dic diém riéng cua ngudi bénh (tudi,
nguy co chdy mdu...). Céc bién phap xir 1y phai tir tir ¢ tranh gay
nguy co huyét khoi.
Néu ngudi bénh nhap vién trong vong 1 gioy sau khi uéng qua lidu
warfarin (> 0,25 mg/kg) hodc udng qua lidu didu tri, c6 thé can
nhic diing than hoat (50 g cho ngusi Iém, 1 g/kg cho tré em).
Truong hop co xuat huyét de doa tinh mang:
Ngung warfarin, cho ding phirc hop prothrombin dam diic (chira
yéu t6 I, VIL IX, X) liéu 30 - 50 don vi/kg hoc néu khong c6 thi
diing huyét twong tuoi ddng lanh 15 - 20 ml/kg hofic yéu té VII tai
t6 hgp 20 - 30 don vi/kg. Cin thio luan véi thay thube chuyén khoa
huyét hoc hoac trung tim chéng déc.
Truong hop cd xuat huyét khong de dog tinh mang:
Khi c6 thé ngung lidu phap chéng déng, tiém tinh mach chim
vitamin K, (phytomenadion) 10 - 20 mg cho ngudi 1én, 0,25 mgkg
cho tré em.
Khi can thiét phuc hdi tic dung chéng dong nhanh chéng (vi du
truong hop thay van tim), ding phirc hop prothrombin dam dac
(chira yéu t6 I1, VII, IX, X) liéu 30 - 50 don vi/kg hoic néu khéng
¢ thi dung huyét twong twoi dong lanh 15 - 20 ml/kg hodc yéu tb
VII téi td hop 20 - 30 don vi/kg.
Theo ddi INR dé xc dinh khi nao bét ddu dung lai thuée chéng
dong. Theo ddi INR it nhit 48 gitr sau khi qué lidu.
Trweong hop nguoi bénh dang diéu tri ldu dai véi warfarin va
khéng c6 xudt huyét nghiém trong:
Néu INR > 8,0 va khong c6 xuit huyét hodc xuat huyét nhe: Ngung
warfarin, tiém tinh mach chdm vitamin K, 0,5 - 1,0 mg cho nguoi
16m, 0,015 - 0,030 mg/kg cho tré em hoac udng vitamin K, 5 mg.
Lap lai liéu vitamin K, néu INR sau 24 gi&s vin con rét cao. Liéu
cao vitamin K, c6 thé dao nghich tac dong cia warfarin nhung co
thé gay tro ngai cho viéc tai thiét 1ap tac dung chdng déng mau.
Néu INR 6,0 - 8,0 va khong c6 xuat huyét hodc xuat huyét nhe:
Ngung warfarin, ding lai khi INR < 5,0.
Néu INR < 6,0 nhung cao hon 0,5 don vi so v6i gia tri myc tiéu:
Gidm liéu hoic ngung warfarin, dung lai khi INR < 5,0.
Truomg hop nguwoi bénh khong diéu tri lau dai voi warfarin va
khéng c6 xudt huyét nghiém trong:
Po INR khi nhdp vién va mdi 24 - 48 gi&r sau d6 tuy vao liéu
warfarin ban du va két qua INR ban dau. Néu INR van binh thuong
trong 24 - 48 gi va khong c6 bing chimg xuét huyét, khéng can
tiép tuc theo di. Dung vitamin K, néu khong c6 xudt huyét nhing
ngudi bénh di udng hon 0,25 mg/kg warfarin hodc INR do dugc
ban dau da I6n hon 4,0. Liéu vitamin K, duong ung cho ngudi 16n
la 10 - 20 mg, cho tré em la 0,25 mg/kg. Udng vitamin K, muén
hon it nhat 4 gid néu trude d6 da dung than hoat. Po lai INR sau
24 gids va can nhic thém liéu vitamin K .

’

Cdp nhdt ldn cuoi: 2021.
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XANH METHYLEN
(Methylthioninium clorid)

Tén chung qudc t&: Methylthioninium chloride (Methylene blue),

M3 ATC: VO3AB17; VO4CGOS.
Loai thube: Thube gidi doc, sat khuan nbe;
Dang thudc va ham lugng
Vién nén: 55 mg, 65 mg.
Thude tiém: 5 rﬁg/ml, 10 mg/ml (1 ml, 10mb).—

Dung dich ding ngodi: 1%, hodc dung dich Milian gom xany
methylen 1 g, tim gentian 1 g, vl ] gl,:elhanol 70% 10 g, nuge
cht vira dia 100 g, thuong dung trong da liéu.

)[::r?: Lﬁht;ql:n dugc dung trong d"‘l?“ lf‘ methen:oglobin huyét do
thuéc hoje khong rd nguyén nhan. O nong d0 thap, xanh methy ey
lam ting chuyén methemoglobin tt?anh hemoglobin. Vi nong
% cao, thude co tac dung nguoc Ea';do xanh met;hylen OXy héa
ion sat (I1) cua hemoglobin thanh sat .(III}, rfhuyen .h‘emoglobin
thanh methemoglobin. Phan (mg nfly_ la co s& Cho“"“?': s dung
thubc trong diéu tri ng doc cyanid. "[jrfmgg treeng h?'P nay,
methemoglobin tao boi xanh methylen s& lién két vm'cya.md tao ra
cyanmethemoglobin, ¢6 tac dung ngan Ch?" t:!(m:g Eﬂc cua cyanid
véi cytochrom la chat dong vai ‘tr(‘J trong ho ha}p té bao.

Thube duoc chi dinh trong diéu tri tricu chimg methemoglobin
huyét (khi nbng do methemoglobin trén 20%).

Xanh methylen ciing c6 tac dung sat khuin nhe va nhuém mau cac
mé. Thube lién két khong phuc hoi véi acid nucleic cua virus va
pha v phan tir virus khi tiép xiic voi anh sang.

Dugc dong hoc )

Xanh methylen dugc hap thu tot tir duong tiéu héa va dat nong g
dinh trong mau khoang 1 - 2 gi¢r sau khi ding lieu uong. Sy hip
thu thubc theo dudng udng rit chdm va khong thich hop dé diéu trj
bénh methemoglobin nang, sur dung dudng tiém truyén 1a cén thiét,
Sau khi phan b tai cdc mo, xanh methylen nhanh chong bj khir
thanh xanh leukomethylen, bén virng dudi dang muoi, dang phirc
hodc duéi dang két hop trong nude tidu, nhung khong bi khir trong
méu. Chuyén hoa thanh leucomethylen kém hiéu qua & tré so sinh
hon & ngudi cao tudi.

Xanh methylen dugc thai trir qua nudc tiéu va mat. Khoing
75% lidu ubng dugc thai trir qua nudc tiéu, hiu hét dudi dang
leukomethylen khéng mau 6n dinh. Khi tiép xtc véi khong khi,
nuée tiéu chuyén sang mau xanh 14 ciy hodc xanh da tréi do san
pham oxy héa 14 xanh methylen sulfon. Mot phin thude khong
bién dbi ciing duoe thai trir qua nudc tiéu.

Sau khi tiém truyén, nira ddi thai trir wéc tinh 12 5 - 6,5 gid.

Chi dinh

Diéu tri methemoglobin huyét méc phai, hoac khong ré nguyén
nhan.

Giai dgc cyanid, nitroprusiat va céc chit gay methemoglobin huyét.
Sét khuan duomg niéu sinh duc.

Dung tai clﬁ dé diéu tri nhiém virus ngoai da nhu Herpes simplex.
Dbieu tri choc lo, viém da mu.

Lam th_uéc nhudém cic mé trong mét sb thao tac chin doan (nhudm
vi khuén, xéac dinh 16 do...).

Chéng chi dinh

Man cam véi thube.

Nguai bénh thiéu hut G6PD vi c6 thé giy tan mau cip & nhimg
nguoi bénh nay.

Ngudi bi suy than ning.

Phy nir mang thai (hogc c6 kha nang mang thai) va cho con bu.

?



