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HUGNG DAN SUDUNG THUOC
Vién nén

TIVOGG-1

Vién nén

TIVOGG-2

Vién nén

TIVOGG-5

Thude nay chi ding theo don
Dié xa tim tay tré em
Doc ki hurémg déin sir dyng trude khi ding
Théng bio ngay cho béc s hofic dwge s§ nhiimg tic dung khéng mong muén khi sir dyng thudc
Tér thiing tin sin phim nay bao gim hudnmg din sic dung cho thubc cd nhiéu ham lepng khdc nhau

1. THANH PHAN
M3i vién nén TIVOGG-1 chira:
Thanh phin hoat chit:
Warfarin natri.................1 mg
Thanh phﬁn td duge: Lactose monohydrat, cellulose vi tinh thé M101, povidon, natri sigreh
glycolal, magnesi stearal.

M&i vién nén TIVOGG-2 chira;

Théanh phén hogt chit:

Warfarin natri................2 mg .

Thinh phén t4 duge: Lactose monohydrat, ceflulose vi tinh thé MI0!, povidon, natri starch
glycolar, magnesi stearat, mau oxyd sai vang.

M&i vién nén TIVOGG-5 chira:

Thinh phin hoat chit: e
Warfarin natri.........cocue Smg :
Thénh phén 14 dugc: Cellactose 80, starch 1500, nairi starch glycolal, magnesi stearat, ﬁ
mé oxyd sar do. "

. " ]

2. MO TA SAN PHAM ~

TIVOGG-1: Vién nén dai, mau trfing, mdt mit ¢ ddp logo g, miit kia cé dip gach ngang.
TIVOGG-2: Vién nén dai mau vang, mit mit ¢é dip logo g mit kia cé ddp gach ngang.
TIVOGG-5: Yién nén dai mau hong, mjt mat ¢ dip logo ﬁ‘. miit kia c6 dip gach ngang.

3. QUY CACH PONG GOI:
TIVOGG-1: Hgp 10 vi x 10 vién.
TIVOGG-2: Hip 6 vi x 10 vién,
TIVOGG-5: Hop 6 vix 10 vién.

4. DUQCLYCHQC

Ma ATC: BOIAAO3,

Nhém durge 1y: Thude chéng dong méu loai khang vitamin K. )

Warfarin natri 14 thube chdng déng médu nhém coumarin, tic dung gidn tip, dé tan trong
nude, do viy c6 thé ding tiém hofe ubng. Warfarin ngan cin téng hop mjt $6 yéu 16 dong
méu & gan gdm c6 yéu 13 11 (prothrombin), VII (proconvertin), IX (yéu 16 Christmas hogc
thinh phin thromboplastin huyét wong) vi X (yéu td Stuart- Prower) bing cdch e ché
tng hop vitamin K khir, 12 mt chdt cdn thiét dé gamma-carboxyl héa mit s phin con lai
ciia acid glutamic trong protein tién thin cia cic yéu 16 dong mu d6. Khdng ¢6 vitamin K
Khi, syt carboxyl héa cdc phin con lai ciia acid glutamic ctia cde yéu 6 dong méu I1, VII,
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IX va X khéng difn ra v4 cde protein niy khdng thé tré thinh cdc yéu 1 déng mdu c6 hoat
tinh,

Warfarin ciing (fc ché céc protein C va S chéng dong méu. Khéng gibng heparin, warfarin
khéng cé tde dung chong déng méu in vitro.

Sau khi bét ddu diéu trj bing warfarin, ndng d§ trong méu cha yéu 1§ VII hoat ddng (thei
gian bin thai trong huyét wong 4 - 7 gid) b ire ché diu tién, tiép theo 1 yéu & IX (thai
gian bén thai trong huyét tuong 20 - 24 gid) va X (thdi gian bin thii wong huyét twong 48 -
72 gid) vt cudi ciing 14 yéu 1 11 (thor gian bén thai trong huyét tuemg 60 gitr hojic lu hom),
Khi ngimg diéu trj warfarin hofc udng vitamin K, néng d¢ trong mdu ctia céic yéu tb déng
méu hoat ddng phy thuc vitamin K tré lgi néng d§ trude khi didu trj. Warfarin ngan cin
hinh thanh cyuc mdu déng khi ¢6 1 tré vi ¢6 thé ngan cuc mdu ddng lan réng. Thudc khang
e tic dyung truc tiép trén cpe mdu dong da hinh thanh va khéng 6 hojic ¢6 rdt it tde dun,
dén bénh sinh cia cue huyét khdi ddng mach do wong tic gitra tidu cdu vi thinh mach bﬁ
thudmg. Vi warfarin tae dng dén 1ng hop cac yéu 16 dong méu lién quan dén ca hai hé
théng ddng méu ndi va ngoai sinh, nén thube kéo dai thé gian prothrombin (PT) v théi
gian thromboplastin duge hoat hoa timg phin (aPTT).

5. DUGQC DPONG HOC

Warfarin 14 hdn hep racemic cia hai ddng phin R-warfarin vA S-warfarin, trong dé dbng
phéin S-warfarin ¢6 tic dung chéng déng manh gip 2,5 lin so véi déng phin R-warfarin
nhung bi théi trir nhanh hem.

Hiép tiu . )
Warfarin natri hip thu nhanh va rit nhiéu & dudng tiéu héa, nhung ty 1& hip thu thay di rit
nhidu giiva cdc c4 thé, Hip thu warfarin ubng phy thugc vao the d hoa tan. Toe dj vi mirc
4 hiip thu ciia thude ¢6 thé thay déi gilra cde vién nén bén trén thj trudmg. Thirc &in lim
giam téc dd hip thu, nhumg khdng lim gidm mic d§ hip thu. Warfarin ciing hip thu qua da
va nhiém dc nfing da xdy ra khi tiép xic nhiéu Kin véi thude digt chugt chira warfarin,
Néng dé dinh warfarin trong huyét twong dat duge trong vong 4 gid; & ngudi khoe manh,
ndng d§ dink dat duge 90 phit sau khi ung. Tuy nhién, rl:gng d warfarin trong huyét
tuong khong nhilt thiét lién quan dén tic dyng chéng huyét khi va khing gitp ich gi trong
didu chinh lidu hrong chéng déng mau. Néu tiém tinh mach, nng 9 dinh ¢6 thé dat duge
sém hon khi ubng. Tuy nhién, tiém tinh mach warfarin khéng lim ting thém téc dung
chéng déng hofic téc dung sém hon. Sau khi udng di liéu warfarin, thude tic dyung sém dén
tong hep cdc yéu 6 dong médu phy thuge vitamin K (trong vdng 24 gid) lam giam cde yéu
té ndy truéc khi thube cd tdc dung diéu trj rd rang. Téc dung chong huyét khéi c6 thé chua
¢6 cho t&i 2 - 7 ngdy sau khi bat diu liéu phip warfarin. Tueng ty nhu vy, khi ngimg
warfarin, ¢6 m{t théi gian tiém tang cho i khi ndog 49 wong méu clia cc yéu 16 déng
méu phu thude vitamin K tré lai binh thuong. Warfarin udng, tiém bip hay tiém tinh mach
déu bit diu téc dung chdng huyét khdi gidng nhau, Libu warfarin cho vugt qui lidu ¢in
thiét dé tac dong dén téng hop yéu 1 1X va X khéng 1am téc dung nhanh hen nhung ¢6 the
kéo dai thdvi gian thc dung sau khi ngimg thube.

Phin bi

Khéng ¢6 sy khic bigt vé thé tich phin bd biéu kién ctia dung dich warfarin khi ding
dubmg tiém tinh mach vA dubmg udng. Thé tich phdn b6 cua warfarin thip khodng 0,14 L/
kg. Giai doan phiin bo kéo dai 6 - 12 gidr ¢ the Ehin biét duge sau khi ding dung dich
warfarin tiém finh mach nhanh hofic ding dudmg udng. Thé tich phin bd cia R-warfarin va
S-warfarin dugc dir dodn la gibng nhau va gifng nhu hn hep racemic. 99% warfarin gin
vio protein huyét twong, chis yéu 1 albumin. Nghién ciru trén dng vit cho thiy ngodi gan,
thube duge phén bd vio phdi, lach va thén. Warfarin qua nhau thai va nﬁng do thude trong
huyét tuomg bao thai ¢6 thé biing nong 4§ thude trong huyét twong me. O ngudi, sb ligu
nghién ciru con it, v cho thiy thude khdng phin bd vio sira me.

Chuyén hda

Warfarin duge thai trir hiiu nhu hodn toan duéi dang chit chuyén héa. Warfarin natri duge
chuyén hoa chon loc quang hoe béi ciic enzym microsom gan (cytochrom P450) thnh chit
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chuyén hoa hydroxy! khéng ¢6 hoat tinh (con dutmg chi yéu) vi béi reductase thanh chit
chuyén hoa khir (warfarin aleol). Chét chuyén hoa warfarin alcol ¢6 hoat tinh ching déng
thip nhit. Cdc chit chuyén hoa chii yéu dirge thii trir qua mude tiéu; vi mat phin nho qua
mit. Céc chit chuyén héa dd duge xde dinh cla warfarin bao gdm dehydrowarfarin, hai
alcol déng phin quang hoe, 4 ,6- ,7- 8- va 10-hydroxywarfarin. Cae isozym cytochrom
P450 tham gia vio sy chuyén héa cta warfarin gbm 2C9, 2C19, 2C8, 1A2, va 3A4, Trong
d6 2C9 1 dang cytochrom P450 & gan nguini chinh lam thay ddi tic dung chdng déng in
vivo ciia warfarin, Mirc d§ hoat tinh clia CYP2C9 phy thuje vao di truyén va thay dbi thy
theo timg ngudi. Ngudi bénh dong hgp or véi alen CYP2C9*1 (khoang 80% ngubi da
tring) ¢é hoat tinh enzym binh thuémg (nghfa 13 ngudi cb chuyén héa manh) va cde phic
dd diéu trj chudn phi hop vai logi n%utn nay. Khoang 11 hofic 7% ngudi da tring co alen
CYP2C9*2 thufc loai ngudi ¢d chuyén héa trung gian hode ¢6 alen CYP2C9*3 thuge loai
ngudi ¢b chuyén héa warfarin kém. Thanh thai cia S-warfarin, mit dang thudc b tic dung
manh, bj gidm & cac ddi tugng ndy. Do 6, nhimg ngudi bénh ndy c6 ting nguy ca chiy
mdu vi ching dang mdu qua mirc (nghia li INR vugt 3) vé d6i hoi phai ding warfarin licu
thip hom, diic bigt khi bt diu diéu trj. Alen CYP2C9*2 va CYP2C5*3 lim gidm chuyén
héa cia warfarin khodng 30 - 50 va 90%, tuong (mg.

Thai trir :

Thoi gian ban thai cia warfarin sau khi ding lidu don 13 khodng 1 tudn; tuy nhién, khodng
théi gian ban thai cé higu qua 1a 20 - 60 gid, trung binh khoang 40 gié. B§ thanh théi cia
R-warfarin néi chung bing mdt nira so v&i S-warfarin, do 48, vi the tich phin bb cia 2
ddng phén gidng nhau, thii gian bén thii cia R-warfarin dii hon so voi S-warfarin. Thoi
gian bén thai cta R-warfarin trong khoing 37 - 89 gidr, trong khi cta S-warfarin I3 rong
khodng 21 - 43 giér. Nghién ciru voi thudc danh ddu ddng vi phong xa cho thiy dén 92%
liéu diing dudmg udng duge tim thiy trong nuéc tiéu. Mt lugng rit nhé warfarin duge bai
tiét dudi dang khéng ddi qua nuéc tidu. Dang duge thii trir qua nude tiéu 1a cic chit
chuyén hda.

CHI DINH :

Dy phéng tic mach & bénh nhan bj bénh thip tim v rung nhi.
Dy phong sau khi phiu thujt giin van tim nhdn tao.
Du phéng v diéu trj huyét khoi tinh mach va thuyén tic phoi.
Chi dinh trong con thiéu méu ndo thodng qua.

LIEU DUNG - CACH DUNG

Liéu diing: )

Ngegi lom vé ngudi cao tudi .

Liéu khéi ddu thudmg diing cia warfarin 12 10 mg/ ngdy trong 2 ngdy, nhung liéu diing néy
nén duge didu chinh dyra trén yéu ciu cila timg bénh nhan. Chi sb prothrombin nén duge
xéic djnh truée khi didu tr véi warfarin. )
Liéu duy tri hing ngay ciia warfarin thuémg ding 1 tir 3 - 9 mg, ding cing m{t thoi diém
méi ngay. Lidu duy tri chinh xéc cho timg bénh nhan phy thuge vae théi gian prothrombin
hodic cde xét nghié¢m méu thich hgp khéc.

Liéu duy tri duge bd qua néu thii gian prothrombin kéo dai qud mirc. M6t khi litu duy tri
¢4 bn dinh trong khoéng diéu tri, thumg hiém khi cén phai diéu chinh lidu duy i,

Trong truémg hop cdp i, diéu trj chéng dong nén duge khai dhu véi phdi hop heparin va
warfarin. Trong truémg hep it khén cdp hon, nhu & bénh nhin b hofic ¢6 nguy co diie biét
bi huyét khéi, didu tri chdng dong 6 thé duge khoi diu voi warfarin don trj.

Diing chung warfarin véi heparin anh hwémg dén ket qua cde xét nghi¢m kiém sodt v nén
ngimg heparin it nhét 6 gidr trwde khi thyre hign xét nghiém diu tién, )
Vige kiém sodt diéu trj duge thiét lip bing cich theo ddi INR thudmg xuyén va sau d6 dicu
chinh lidu duy tri ctia warfarin dya trén két qua thu duge,

Tré em W
Chua 6 thdng tin vé sir dung thude teén tré em,

Trang 3/ 10



https://trungtamthuoc.com/

Ciich ding: .

Diing dudng ubng. Hang ngdy phdi ubng thude ding gitr quy dinh, ngdy ung mét lin va
nén ubng vao budi chidu dé co thé thay ddi lidu lugng cing sém cang (6t sau khi cé két qua
INR. N.é“ quén udng, lidu quén phii ubng ngay trong cling ngdy, cing sém cing tét. Khong
duge ubng hai lidu vio ngdy hom sau dé bit cho liéu quén.

8. CHONG CHi PINH

9.

ME:. cim véi warfarin, cée dfin chéit khdc cia coumarin hodic véi bit cit thanh phin ndo cilia
thuoe.

Xufit huyét ndo,

Chéy mdu ding ke trén lim sdng.

Trong vong 72 gidr khi phéu thudt lém cé nguy co chdy méu niing.

Trong vong 48 gidr sau khi sinh,

Téng huyét dp de tinh hode chwa kiém sodt dwge. .

Viém mang ngodi tim, trédn dich mang tim, viém ndi tm mac nhiém khudn bin cép.

Tién sir bj hoai tir do warfarin.

Nghién rugu.

Tién sir dé bj ngd, ngudi bénh cao rudi, tim thén, khang kidm soit duge. Tién sin gidt /sin
gidt; doa say thai, mang thai (trir mang van nhén tgo c¢o hoe).

Suy gan niing.

Phy nit ¢6 thai trong 3 thing du va 3 thing cudi thai ki.

Diing chung véi che thudc ma wong tée 6 thé din dén tang déng ké nguy co chiy méu.

CANH BAO VA THAN TRQNG KHI DUNG THUOC

Hiu hét cde tic dung khong mong mudn duge béo cio clia warfarin 14 két qua clia tde dung
chéng déng qué mitc vi vy, cAn phai danh gid lai diéu tri thuémg xuyén v ngimg diéu trj

khi khéng con cin thiét.

Khdi din didu tri

Theo ddi

Khi khoi diu sir dung warfarin theo phdc b lidu chuin, chi s6 INR nén duge kiém tra hing
ngdy hode mdi 2 ngdy trong nhimg ngay déu diéu trj. Khi gid trj INR dd on dinh trong

khodng mye tiéu, ¢6 thé kiém tra chi s6 INR theo chu ky dai hom.

Nén theo dii chi s6 INR thubmg xuyén hom & bénh nhén ¢6 nguy co déng méu qud mirc cao

hom nhu bénh nhén ting huyét dp ning, ¢6 bénh gan hodic bénh than

Bénh nhén khé tufn thi diéu tri nén duge theo dai thudmg xuyén hon.

Chieng téing déng mdu

Bénh nhéin thiu hyt protein C ¢6 nguy co hoai tir da khi khai diu didu tri véi warfarin, 4]
bénh nhdn bj thiéu hyt protein C, nén khoi diu didu tri véi lidu nap warfarin ké cd khi da
ding heparin.

Bénh nhén thidu hut protein S cling cd thé ¢ nguy co trén va nén khéi déu diéu trj warfarin

chéim trong trudmg hgp nay.

Nguy co chiy midu

Téc dyng khing mong mudn duge bio cdo thutmg xuyén nht ciia tht c4 thudc chéng dong

dutmg udng 12 chdy mau. Nén thin trong khi diing warfarin & bénh nhén ¢b nguy co chiy

miu nghiém trong (nhir diing chung véi NSAID, bi tai bién mach méu ndo gin ddy, viém

ni tim mae nhidm khudn, timg bi chiy mau duimg tiéu hoa).

Yéu té nguy co ciia chiy mau bao gdm cudng 4§ thube chong dong méu cao (TNR > 4,0),

wéi > 65, INR bién déi nhidu, tién sir chiy méu dudng tidu hba, ting huyét 4p khéng kiém

sodt, b§nh mach méu ndo, bénh tim nghiém trong, nguy co 1€ ngd, thiéu mau, khdi u 4c tinh,
chén thwong, suy thin, ding chung vdi cc thube khic, Nén theo ddi INR thudng xuyén
cho tit i cdc bénh nhin diing warfarin. Theo d&i INR thwdmg xuyén hon, diéu chinh liéu
cin thin cho dén INR mong muén, va rit ngén thai gian didu trj ¢6 thé ¢6 ich cho nhimg
bénh nhn cé nguy co chdy mAu cao. Nén huémg diin bénh nhén céch dé giam thicu nguy
co chiy mdu va thong bio ngay cho béc s céc dau higu va ri¢u chimg chiy mdu.
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Kiém tra INR va gidm hodfic bd qua liéu thy thudc vio INR 13 thiét yéu, tu vin vi chim séc
chéng dong mdu sau db néu cin thiél. Néu INR qud cao, gidm lidu hofic ngimg warfarin;
d5i khi didu nity chn thidt dé ddo ngugre tic dung chéing dng. Nén kiém tra INR trong vong
2 -3 ngdy dé ddm bdo gid trj dang giam xubng.

Thin trong khi sit dung phéi hep thém bét ky thube chéng két tip tidu ciu ndo do 1am tang
nguy ¢o chay mdu.

Chdy mdu : " v .

Chay mdau ¢d thé cho thay di ding qud liéu warfarin, Céch xir tri xem trong phan “9. Qui
ligu va xir tri”. )

Nén kiém tra va theo di INR néu xdy ra chiy mau khng rd nguyén nhin & lidu didu tri.
Tai bién mach min nio

Sir dung thudc ching ddng sau com tai bién mach méu ndo ¢é thé lam tang nguy co chiy
mdu thit phat & ndo da bj nhdi méu. Biéu trj dai han véi warfarin ¢é 1gi cho bénh nhin rung
nh, nhimg nguy co téi phat huyét khdi thip vi vi wig mit khoang thai gian tam ngung didu
irj sau tai bién mach méau ndo l hop 1y, Nén bat dau lai diéu tri voi warfarin trong 2 - 14
ngdy sau khi bj tai bién mach méau ndo, thy thuje vio kich thuée ving nhéi méu va huyét
ap. O bénh nhan tai bién do huyét khi I6m, hodc ting huyét 4p khong kiém sodt, nén tam
ngimg warfarin trong 14 ngy.

Phdua thugit .

Véi phiu thudt khing ¢6 nguy co chiy méu ning, ¢é thé thye hién phiu thuit khi INR <
2,5.

Vai pl}ﬁu thudt cé nguy co chiy méu ning, nén ngimg warfarin 3 ngay trude khi phiu thudt.

Néu cin phai tiép we ding thudc chéng dong, vi du nhw nguy co huyét khdi de doa tinh
mzng, nén giam INR xudng < 2,5 vi bt dau ding heparin.

Néu cin thie hign phiu thudt va khong thé tam ngimg warfarin 3 ngdy tnrde 46, nén logi
trir tée dyng chéng déng véi vitamin K liéu thip.

Théri diém sir dung lai diéu trj warfarin ty thuge vdo nguy co chiy méu sau phiu thut.
Trong hiu hét tnrémg hop, c6 thé sir dung lai didu trj warfarin khi bénh nhin 6 thé 4n ubng
lai duge.

Phdu thud nha khea

Khong cén ngimg warfarin trude khi phiu thudt nha khoa thong thutmg, vi dy nhu nhé

ring.

Bénh fodt dg déy tién trién

Do nguy co chiy méu cao, nén thin trong khi ding warfarin & bénh nhin bj loét da day tién
trién. Nén tai khim nhig bénh nhin niy thubmg xuyén va huémg din bénh nhan céch
nhén ra chay méu vi cin 1am gi néu xdy ra chiy mau.

Twong rde

Nhidu thudc va thye phim cé thé twong tic véi warfarin vi anh hudng dén théi gian
prothrombin, Bit ki thay déi nac vé didu trj, bao gdm ty diing thude khéng ké don, yéu ciu
phii ting cuémg theo ddi INR. Nén huémg diin bénh nhén théng béo cho bic s§ trudc khi
biit diu ding thém bit ki thude nio bao gdm thude khdng ké don, thudc tir duge ligu hoiic
vitamin,

Chimg calei héa mach mdu va hogi ti da (caleiphylaxis)

Chimg calei héa mach méu va hogi tir da (calciphylaxis) 14 hii chimg hidm gip vi o ty 1¢
tir vong cao. H{i chimg niy thudmg gip trén bénh nhan bénh thin giai doan cudi ¢b loe
méu hofic trén bénh nhiin cd mdt s6 yeu 1d nguy co nhu: Thiéu hut protein C hofic S, tng
phosphat méu, ting calei méu hofic ha albumin mau. Céc truémg hep calei héa mach mau
va hoai tir da da duge ghi nhin trén cd bénh nhin sir dung warfarin khéng ¢6 bénh 1y thin.
Trong trudmg hop xdy ra hji chimg ndy, bénh nhin ciin duge xir tri thich hgp va cin nhie
ngimg sir dung warfarin,

Réi logn tuyén gidp .

Tée dé chuyén hoa cia warfarin phy thuje vito tinh trang tuyén gidp. Vi viy, bénh nhin bj
cubmg gidp hoge nhuge gidp nén duge theo ddi chiit ch2 khi khoi diu diéu tri véi warfarin,
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Cie tricimg hop khde cin phdi thay 46 liéu .

Céc tinh trang sau eiing ¢6 thé 1am ting tée dung ciia warfarin, va cin phai gidm liéuw:

- Sut ¢éin,

- Bénh efip tinh.

- Ngimg hit thudc.

Cic tinh trang sau ¢6 thé lim gidm tic dung ciia warfarin, va cin phai ting lidu:

- Téng cin.

- Tiéu chay.

- Nén.

Cdc thin trong kivdc

C6 thé nghi ngés bénh nhin d& khang warfarin thu nhgn hofic di truyén néu cin ding liéu
warfarin hing ngdy cao hon lidu théng thwimg dé dat duge tac dung chéng déng mong
muorn.

Thing tin di .'mj-'éu

Syr khéc biét vé di truyén, ddc bidt 1 lién quan dén CYP2CY vi VKORCI, c6 thé anh
huémg déing ké dén lidu warfarin cin thiét. Can dic biét thin trong néu biét gia dinh bénh
nhiéin ¢6 céc da hinh nay.

Tudn thii cia bgnh nhin

Truée khi quyét dinh diéu trj biing warfarin, phai dc biét chii ¥ dén nhén thire cia ngudi
bénh vi 6 nhitng ring bujc phai thue hién khi diéu tri, nhir phai tuin thi uéng thude déu
din, ding gidr, khong duge quén; phai thue hign déu din xét nghi¢m vé méiu (INR), phdi
canh gidc dbi véi cac thude phdi hop 6 thé lam mét cin bing diéu tri. Phai ¢6 sé theo dai
cho ngudi bénh.

Ngiwdi cao tudi . . .

Phai rét thin trong d6i véi ngudi cao tudi vi thudmg 6 nhi¢u bénh ket hgp nén thudng
diing nhidu thube két hop, d& ngd, d& quén lidu v ubng nhim lidu. Nguy co qua lidu, dic
biét lic du diéu tri, phai dic biét theo dai.

Bénlt nhdn suy thin L

Trong truémg hep suy thin mf trénh diing, néu ding, liéu dau tién phai cho thip hon vi
theo dai INR nhiéu lan hon. Ligu ciing phdi dicu chinh phii hop vé ting cubmg theo di khi
bj suy gan, gidm protein huyét hodc méc thém nhigm khudn.

Ciirth bdo lién quan dén td dugc o )

Ché phim ¢é chira lactose, bénh nhén bj réi loan di truyén hiép gip vé dung nap galactose,
chimg thiéu hut Lapp lactase hoge réi logn hdp thu glucose-galactose khong nén sir dung
thude nay.

SU DUNG CHO PHY N’ CO THAI VA CHO CON BU:

Phy nit e6 thai:

Dya trén kinh nghiém sir dyng & ngudi, warfarin gy dj tit bim sinh va chét thai khi ding
thube trong thai k. )

Chéng chi dinh warfarin trong 3 thing dfu va 3 thing cui thai ky.

Phy nif trong 46 tudi sinh sin dang ding warfarin nén sir dyng cdc bién phép tranh thai cé
hi¢u qua.

Phy nit cho con bi: i

Warfarin tiét qua sita véi lugng nhé. Tuy nhién & lidu diéu tri warfarin khong dnh hwdng
dén tré bt me. C6 thé ding warfarin khi dang cho con bil.

ANH HUOGNG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY

MOC
Warfarin khéng anh hirémg dén kha niing lai xe va vin hinh méy méc.

TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUGNG
TAC KHAC .

Warfarin ¢6 khoang diéu trj hep va cin phai thin trgng khi sir dung phoi hop. Cée thong tin
vé phéi hop diéu trj mdi ndo ciing cAn duge tr vin dé c6 hung din cy thé vé vige diéu

!ﬁ/ Trang 6/ 10

[l

-3

A




https://trungtamthuoc.com/

chinh liéu warfarin va theo ddi diéu tri. Néu khéng c6 théng tin, nén cin nhdc khi nang ¢6
twong téc thude. Nén cin nhiic ting cudng theo dai khi bilt diu bat kyf diéu tr] méi ndo néu
6 nghi ngds vé kha niing twong tée.

Tuomg téc dwge diing hoe

T."u_«f-c chong chi dinh :

Phéi hop thude sir dung trong dicu trj va dyr phong huyét khoi, hofic cde thude khic ¢b tic
dyng khdng mong mudn lén sy cim méu ¢6 thé lam ting tic dyung duge Iy cda warfarin vi
tiing nguy co chay miu.

Chong chi dinh cdc thube phin gidi fibrin nhi streptokinase vé alteplase & bénh nhin dang
ding warfarin.

Thude nén tranh néu 6 thé

Nén tranh diing cdc thudic sau hodc ding céin thin vi ting cudmg theo d&i 1am sing va cin
ldm sang:

- Clopidogrel.

- NSAID (bao gdm aspirin vi céc thube e ché chon loc COX-2).

- Sulfinpyrazon.

- Thuée trc ché thrombin nhw bivalirudin, dabigatran,

- Dipyridamol. . i

- Heparin khéng phin doan va din xuft heparin, heparin phin tir legng thap.

- Fondaparinux, rivaroxaban,

- Thude @i khang thy thé glycoprotein I1b/ 1l1a nhr eptifibatid, tirofiban vi abeiximab,

- Prostacyclin.

- Thudc chéng trim cam SSRI va SNRL

- Céie thude khie 6 tic dung trc ché cim mau, déng mau hofic tic dung ciia tidu ciu.
Aspirin lidu thip phéi hop véi warfarin c6 thé ¢é lgi & mit 56 bénh nhan nhung nguy co
chiy médu durdmg tiéu hoa s& ting, Warfarin 6 the duge ding chung véi heparin khi khi
déu didu trj & bénh nhin huyét khdi, cho dén khi INR ndm trong khoang phit hop.

Twong téc chuyén héa

Warfarin 12 mdt hén hop ddng phdn quang hoc duge chuyén héa bdi céc cytochrom P450
khac nhau, R-warfarin duge chuyén héa chi yéu bdi CYP1A2 va CYP3A4, S-warfarin
duqc_chuyén héa chi yéu bai CYP2CY, Higu qua cha warfarin bj anh hurong chit yéu khi sy
chuyén hoa S-warfarin bj thay doi.

Céc thudc canh tranh dudi dang co chit ciia cée cytochrom nay hofic irc ché hoat déng cia

chiing ¢6 thé lam ting nong d warfarin huy<t twemg vi INR, ¢6 the ting nguy co chiy méu.

Khi dimg chung véi nhimg thude nay, cb thé cin gidm lidu warfarin va ting mite do theo
doi.

Nguoe lai, cdc thude cam {mg nhimg con ditmg chuyén héa ndy c6 thé lam gidm ndng 4o
warfarin huyét tuong v INR, ¢6 the din dén giam hi¢u qua, Khi ding chung v&i nhimg
thufc ndy, cé thé ciin ting liéu warfarin v ting mire 49 theo dai,

C6 mjt nhém nhéd cdc thude ¢b trong tée voi warfarin, tuy nhién anh hudng 14m sing 1én
INER da dang, trong nhimg trudmg hop ndy nén tng cudmg theo ddi khi khéi diu va ngimg
diéu trj.

Ciing nén thin trong khi ngimg hodc gidm lidu cia ede thude cam img hoic e ché chuyén
héa, mit khi bénh nhin da n dinh khi ding phéi hop nay (tde dung bi dip).

Cic thubc ¢6 tiwong tdc déing ké véi warfarin trén lim sing

Cdc thude lam idng téc dung cia warfarin

Alopurinol, capecitabin, erlotinib, disulfiram, thube khing nim nhém azol (ketoconazol,
fluconazol, ...), omeprazol, paracetamol (st dung thudmg xuyén, kéo dai), propafenon,
amopdaron, tamoxifen, methylphenidat, zafirlukast, cdc fibrat, céc statin (ngoai trir
pravastatin, twong tc chi yéu v&i fluvastatin), erythromyein, sulfamethoxazol,
metronidazol,

Céic thude d6i khdng tde dung ciia warfarin . .

Barbiturat, primidon, carbamazepin, griscofulvin, thudc trénh thai dubmg udng, rifampicin,
azathioprin, phenytoin.
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Cdic thudc cd téc dbng bién d6i

Ciéc conticosteroid, nevirapin, ritonavir,

Céc tuong tée thube khéc - )
Cic thube khing sinh phd réng ¢6 thé lam tang tic dung ctia warfarin do gidm hé vi khudn
dudmg tiéu hoa sin xudt vitamin K. Tuomg tur nhur viy, orlistat ¢6 the lam gidm hip thu
vitamin K. Cholestyramin va sucralfat c6 thé lim gidm sy hip thu warfarin.

B ¢d bdo cdo ting IMR khi diing chung glucosamin va warfarin. Khéng khuyén cdo ding
phdi hop nay.

Twong tic véi cic ché phﬁm dwge ligu

Khéng duge ding ede ché phim duge ligu chia ¢o St John (Hypericum perforatum) khi
dang diing warfarin do ¢6 nguy co 1am gidm ndng 43 huyét tuong va giam tic dung lim
sang cia warfarin. .
Nhidu ché phim duge ligu khic b dnh huémg trén 1 thuyét dén warfarin; wy nhién, hau
hét cic tuong tde nay chura duge chimg minh. N6i chung nén trinh ding céc thude duge
liéu hodc thuc phim chire nang cé chira duge ligu khi dang ding warfarin, v nén huéng
déin bénh nhin théng bdo cho bic sj néu dang diing bit ki ché phim duge ligu ndo, vi c6
thé céin theo dai thuémg xuyén hom.

Rugu : :

Ding mét hugng 16 rugu ciing lic ¢6 thé e ché chuyén héa cia warfarin va ting INR.
Nguge lai, ding nhiéu rwou trong théi gian dai ¢ the cdm (mg chuyén hoa cia warfarin,
C6 thé cho phép diing mét lugng vira phai.

Twong tée vii thire &n va thye pham chire niing -
Cic bdo cdo dom 18 cho thiy c6 thé ¢6 tuong tic gilra warfarin vi nuée ép nam vigt quit,
trong hiu hét tnrémg hop diin dén ting INR hofic bién chimg chiy méu. Nén khuyén bénh
nhan tranh diing céc san phim ¢6 nam viét quit. Nén cin nhic ting cuémg gidm sit vé theo
doi INR & bét ky bénh nhén ndy dang dimg warfarin vi ding nude ép nam viét quit thwimg
xuyén. ; .

C6 it biing chimg cho thiy nude ép budi chiim cé thé gy ting nhe INR & mét 56 bénh nhin
dimg warfarin. .

Mt sb thire phim nhu gan, béng cai xanh, bip cii Brussel va rau 14 xanh chira lugmg lén
vitamin K. Thay dbi dét ngdt chﬁ 4§ n c6 thé dnh humg dén vide kidm sodt ching dong.
Nén huéng dén bénh nhan hoi 101 khuyén cla bic sy trude khi thye hi¢n bét ky thay ddi lén
ndo vé che d¢ an. N y
Mhiéu thye phim ehite niing khéic ¢ dnh hidmg trén Iy thuyét dén warfarin; wy nhién hau
hét cdc twong the ndy chura duge chimg minh. Néi chung bénh nhén nén trinh ding bat ky
thyre phéim chirc niing nio khi dang diing warfarin, vi nén huéng din bénh nhin thong bio
cho bic s§ néu dang ding bét ky thye phim chirc ndng ndo, vi cé the can theo ddi thuimg
xuyén hom.

Xét nghigm .

Heparin vi danaparoid c6 thé kéo dai thii gian prothrombin, vi vy cin ¢ mdt khoang théi
gian hop Iy tie sau khi diing thube dén trude khi thyc hién xét nghigm.

11. TAC DUNG KHONG MONG MUON

Chuea ré tdn sudl

Nhi&m triing va nhidm ky sinh trang: Sét.

Mién dich: Qua mdn.

Thén kinh: Chiy méu nilo, chiy miu dudi mang cimg.

Mach méw: Chay méu, )

H& hip, long ngyre vé trung thit: Tran méu ming phdi, chay méu cam.

Tiéu héa: Chay miu dudmg tidu héa, chiy mdu tryc tring, ndn ra mdu, viém tuy, tiéu chiy,
budn nén, ndn, di tiéu phin den.

Gan mét: Vang da, roi loan chic ndng gan. .

Da va md dudi da: Phat ban, rung téc, ban xudt huyét, hdi chimg ngén chén tim, hong ban
ghy cic vét sing da din dén bim méu, nhdi méu va hogi tir da, chimg calci hoa mach méu
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va hogi ur da (calciphylaxis) (xem trong phéin 6. Cinh béo va thiin trong khi ding thudc).
Thén v tiét nigu: Tiéu ra méu,

Xét nghiém: Gidm hematocrit khéng rd nguyén nhiin, gidm hemoglobin.

Hurdmg dén cdch xir tri ADR

Nguy co chinh cia ligu phip warfarin 14 c6 thé gy chiy méu & bét ¢t noi ndo trén co thé.
Dé trdnh ding qué lidu warfarin, nhit thiét phai theo doi INR theo khuyén céo. Néu qui
lidu, phai xir tri (xem thém muye xur tri qué licu), Néu INR trén mirc didu trj nhung dudi 5,
phai gidm lidu hoe ngimg cho t6i khi INR tré vé mitc diéu tri. Néu INR bing hofic trén 5,0
nhimg duéi 9,0, phai ngimg warfarin, Néu ting nguy co chiy mdu, cé thé cho ubng
phytomenadion 1 - 2,5 mg hofic ¢6 thé t6i S mg. Néu INR bing hofic lém hom 9,0 phai
ngimg warfarin va cho ubng phytomenadion 2,5 - 5 mg. Néu c6 bit e chdy mau & at ndo,
phai ngimg warfarin vi cho tiém tinh mach chim phytomenadion ciing huyét tuong twoi,
dung dich dim diie chira yéu 4 11, VII, IX va X, hodic yéu t5 t4i td hgp Vila. Néu INR &
mire diéu trj ma ¢b xudt huyét, phai tim nguyén nhin khic nhu bénh & thin hofie dutmg
tiéu hoa.

Hoai tir da vA md mém wy hiém gip nhumg rét ning. Nguyén nhin eé thé do hl.!yét khdi
nhumg bénh sinh con chura biét, Nguoi bénh thiéu hyt protein C ¢6 nguy co cao milc chimg
niy. Phéi ngimg ligu phdp coumarin khi thiy ton thuong & da vé phdi cho vitamin K. Phdi
cho heparin dé chéng déng mau. P{uyél tuong twoi déng lanh hofic dung dich dém dic
protein C ciing ¢6 thé ¢6 the dung. Néu ¢b hoai tir, phai pll;%u thugt. !

Trurde khi bt diu didu trj, bao gitr ciing phai logi trir nguy o chiy médu thyre th, nhur loét,
u & dudmg tidu hda. : : z
Thudc cd the gdy ra cde ide dung khdng mong mudn khde. Chn theo dbi chir ché va khuyén
cdo bénh nhén thong bdo cho bde sy nhitng tdc dung khéng mong mudn gdp phai khi sie
dung thudc.

12. QUA LIEU VA CACH XU TRI
Xir tri qué lidu trong khi didu tr warfarin, phéi dira véo thii gian bén thii cia tmg bigt
durge, chi dinh (d3c biét trudmg hop van tim co hoe, trinh diéu trj nhanh qud) vi cic ‘ﬁf
diém riéng cia ngudi bénh (tudi, nguy co chiy mau...). Céc bign phap xir Iy phdi tir tr de
trénh gy nguy co huyét khéi,
Xir Iy phy thudic vio INR va cée déu higu chay méu néu cé:
Néu INR trén ving difu trj nhung dudi 5 va néu ngudi bénh khang xufit huyét hojic khdng
chn phai can thiép nhanh truée khi phiu thuft: Bé liéu sau. Ngay khi INR mong muén dat
duge, cho lai warfarin véi lidu thip hon. Néu INR rit gin v&i INR mong mutn, gidm trye
tiép lidu hing ngdy, khang bé thubc.
Néu INR > 5 nhung < 9 vi ngudi bénh khdng c6 biéu hi¢n xult huyét ngodi rit it (chiy
méu loi, mii do kich thich); Néu khéng cé yéu 16 nguy co chéy méu, bd 1 hodie 2 lin ung
thude, do INR nhidu ldn hem va cho ubng lai vai |ié{: thip hon ngay khi dat duge INR
mong nuén. Nhumg néu ngudi bénh cé cae nguy co xudt huyét khac, b 1 lin thube va cho
vitamin K; Hode uﬁng 1 - 2,5 mg hodc truyén tinh mach chiim 0,5 - L mg trong | gid.
Néu INR > 9, khang xudt huyét, b | lin thube va cho vitamin K: hojic cho udng 3 - 5 mg
hogc cho truyén tinh mach chim trong | gidy, nhu vy cho phép lim gidm INR trang 24 - 48
gis, sau d6 cho lai warfarin véi liéu thip hon. Theo dai thuémg xuyén INR va néu ¢in cho
lai vitamin K. .
Néu cin phai didu trj nhanh trong tnrdmg hop xudt huyét ning hofic qué liéu ning warfarin
(thi dy INR > 20), tiém tinh mach chém vitamin K mt lifu 10 mg, két hgp tiy theo tinh
chilt edip ctru véi huyét trong twoi ddng lanh hoiic véi dung dich ddm dfic yéu t6 phy thuge
vitamin K (Kaskadil). Vitamin K c6 thé cho 1p lai cdch nhau 12 gidr.
Sau didu trj béng vitamin K lidu cao, phai mit mjt thii gian dé warfarin cé tac dung trd lai.
Néu phiii didu trj warfarin lai, phéi tinh dén giai doan chuyén tiép biing heparin.
Néu ngd dde ngdu nhién ngoai diéu trj warfarin, mirc 49 ng dic phéi duge danh gid dya
viio mire INR va ¢6 bién chimg xudit huyét khéng. INR phai duge thye hién nhigu ngay lién
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tiép (2 - 5 ngay), phai tinh dén thai gian ban thai kéo dai do warfarin dugc hdp thu, Ngay
khi INR thay déi, vitamin K ¢é thé diéu chinh tic dung chong déng mau.

13. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khéng diing qué liéu chi dinh.

14. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
Sdn xudt tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DAT VI PHU

(DAVIPHARM)

L& M7A, Pudng D17, Khu Céng nghiép My Phuéc 1, Phudng Théi Hoa, Thi x3 Bén Cét,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688
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