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X HUONG DAN SU DUNG THUOC
Vién nén

TIVOGG-1

Vién nén

TIVOGG-2

Vién nén

TIVOGG-5

Thudc nay chi ding theo don
Dé xa tam tay tré em
DPoc ki hwéng dén sir dung trirde khi ding

Théng bao ngay cho bic s§ hodc duge s§ nhitng tic dung khong mong mudn khi sir dung thuée
Tér thong tin sin p!lam nay bao g&m huong dén sir dung cho thudc ¢d nhiéu ham lugng khdc nhau

1.

THANH PHAN

MBbi vién nén TIVOGG-1 chira:
Thanh phin hoat cht:

Warfarin natri................. 1 mg

Thanh phén té dugc: Lactose monohydrat, cellulose vi tinh thé M101, povidon, natri starch
glycolat, magnesi stearat.

M@i vién nén TIVOGG-2 chira:

Thanh phéan hoat chét:

Warfann natri. ..o 2 mg

Thanh phén t4 dugc: Lactose monohydrat, cellulose vi tinh thé M101, povidon, natri starch
glycolat, magnesi stearat, mau oxyd sdt vang.

Mai vién nén TIVOGG-5 chira:

Thanh phan hoat chat:

Warfarin natri.........ccevine 5mg

Thanh phin ta dugc: Cellactose 80, starch 1500, natri starch glycolat, magnesi stearat,
mau oxyd sdit do.

MO TA SAN PHAM

TIVOGG-1: Vién nén dai, mau tring, mot mit c6 dap logo ﬁ , mét kia c¢6 dép gach ngang.
TIVOGG-2: Vién nén dai mau vang, mdt mat ¢6 dap logo &/, mit kia c6é dip gach ngang.

TIVOGG-5: Vién nén dai mau hdng, mot mit c6 dap logo &7, miit kia c6 dap gach ngang.

QUY CACH PONG GOI:
TIVOGG-1: Hop 10 vi x 10 vién.
TIVOGG-2: Hop 6 vi x 10 vién.
TIVOGG-5: Hop 6 vi x 10 vién.

DUGQC LUC HQC

Mi ATC: BO1AAO3.

Nhém dwge ly: Thude chong déng mau loai khang vitamin K.

Warfarin natri 14 thudc chéng déng méu nhém coumarin, tdc dung gin tlep, de tan trong
nudc, do vay co thé dung tiém hoac udng. Warfarin ngin can tong hap mdt s& yéu td dong
méu & gan gom c6 yeu t6 11 (prothrombm) VII (proconvertin), IX (yéu to Christmas hodc
thanh phan thromboplastin huyét nr(mg) va X (yeu td Stuart- Prower) bé.ng cach e ché
tdng hop vitamin K khi, la mgt chat cén thiét ¢é gamma- -carboxyl hda mt sd phan con lai
clia acid glutamic trong protein tién than cla cac yéu té dong méu dé. Khéng ¢ vitamin K
khir, su carboxyl hoa cac phin con lai cta acid glutamm ctia céc yéu to déng mau II, VII,

3

P R



https://trungtamthuoc.com/

IX va X khong dién ra va cac protein nay khong thé trd thanh cac yéu té ddng méu c6 hoat
tinh.

Warfarin ciing trc ché cac protein C va S chéng déng mau. Khong gidng heparin, warfarin
khdng c6 tac dung chéng déng mau in vitro.

Sau khi bat ddu diéu tri bang warfarin, ndng d6 trong mau cta yéu té VII hoat dong (thdi
gian bén thai trong huyét twong 4 - 7 gid) bj trc ché diu tién, tiép theo 12 yéu té IX (thi
gian bén thai trong huyét twong 20 - 24 gid) va X (thoi gian béan thai trong huyét trong 48 -
72 gidy) va cudi cing la yéu t6 11 (thoi gian bén thai trong huyét tuong 60 gios hodc lau hon).
Khi ngimg diéu tri warfarin hogc uéng vitamin K, ndng d6 trong méu ciia cic yéu té dong
méu hoat dong phy thudc vitamin K tr& lai ndng d trude khi diéu trj. Warfarin ngan can
hinh thanh cuc mau dong khi ¢6 @ tré va c6 thé ngiin cuc mau dong lan rong. Thuoc khéng
c6 tac dung truc tiép trén cuc mau dong da hinh thanh va khong c6 hodc c6 rat it tac dung
dén bénh sinh cia cuc huyét khql dong mach do twong tic gitra tiéu cau va thanh mach bét
thuong. Vi warfarin téc dong dén tdng hop cac yéu t6 dong mau lién quan dén ca hai hé
théng dong mau ndi va ngoai sinh, nén thuéc kéo dai thoi gian prothrombin (PT) va thai
gian thromboplastin dugc hoat hoa timg phan (aPTT).

DUQC BONG HQC

Warfarin 12 hdn hop racemic ciia hai dong phén R-warfarin va S-warfarin, trong do dong
phin S-warfarin ¢ tac dung chéng déng manh gap 2,5 lan so v6i dong phan R-warfarin
nhung bi thai trir nhanh hon.

Hap thu

Warfarin natri hdp thu nhanh va rat nhiéu ¢ & dudng tiéu hoéa, nhung ty 1& hdp thu thay dbi rét
nhiéu gifra céc c4 thé. Hap thu warfarm uéng phu thude vao tée d6 hoa tan. Toe do va mirc
a0 hép thu cua thubc c6 thé thay ddi glfra cac vién nén ban trén thi tnrorng Thuc &n lam
giam tdc d6 hép thu, nhung khong lam giam muc do hap thu. Warfarin ciing hép thu qua da
va nhiém ddc nang da xay ra khi tlep xtc nhidu 1an véi thube diét chudt chira warfarin.
Nong d6 dinh warfarin trong huyét tuong dat dugc trong vong 4 gio; 0 nguoi khoe manh,
nong dj dinh dat dugc 90 phut sau khi udng. Tuy nhién, nong d¢ warfarin trong huyét
tuong khong : nhat thiét lién quan dén tac dung chdng huyét khdi va khéong giup ich gi trong
diéu chinh lidu lugng chéng d6ng méau. Néu tiém tinh mach, ndng d6 dinh c6 thé dat duge
sém hon khi uong. Tuy nhién, tiém tinh mach warfarin khong lam tang thém tac dung
chong dong hodc tic dung sém hon. Sau khi udng du lidu warfarin, thudc tic dung sém den
tong hop céc yéu td d6ng mau phy thude vitamin K (trong vong 24 glo) lam giam cac yéu
t& ndy trudc khi thude c6 tée dung diéu tri 16 rang. Tac dung chéng huyét khdi co thé chua
¢ cho téi 2 - 7 ngay sau khi bat dau liéu phap warfarin. Tuong tu nhu vy, khi ngimg
warfarin, c6 mot thoi gian tiém tang cho toi khi ndng do trong mdu cua cac yéu té dong
mau phu thudc vitamin K tro lai binh thudng. Warfarin uong, tiém bip hay tiém tinh mach
déu bit dau tac dyng chong huyet khm gibng nhau. Liéu warfarin cho vuot qué lidu can
thiét dé tac dong dén tdng hop yéu t6 IX va X khéng lam tac dung nhanh hon nhung c6 thé
kéo dai thdi gian tac dung sau khi ngimg thuée.

Phén bo

Khéng c6 su khac bidt vé thé tich phén bo bidu kién cua dung dich warfarin khi ding
dudng tiém tinh mach va dudong udng. Thé tich phén bé cua warfarin thip khoang 0,14 L/
kg. Giai doan phén bd kéo dai 6 - 12 gidr co thé phan biét dugc sau khi dung dung dich
warfarin tiém tinh mach nhanh hoéc dung dudng udng. Thé tich phan bb cua R-warfarin va
S-warfarin dugc dy dodn la glong nhau va giéng nhu hdn hop racemic. 99% warfarin gén
vao protein huyét tuong, chu yéu la albumin. Nghién ciru trén dong vat cho thiy ngoai gan,
thuéc dugc phan b vao pho1, lach va than. Warfarin qua nhau thai va nong d6 thude trong
huyét tuong bao thai c6 the béng ndng do thude trong huyet twong me. O ngudi, sO liéu
nghién ciru con it, va cho théy thudc khong phdn bd vao sira me.

Chuyén héa

Warfarin dugce thai trir hdu nhu hoan toan dudi dang chit chuyén héa. Warfarin natri dugc

chuyén hoa chon loc quang hoc bdi cdc enzym microsom gan (cytochrom P450) thanh chat
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chuyén héa hydroxyl khong c6 hoat tinh (con dwong chii yéu) va boi reductase thanh chat
chuyén héa khir (warfarin alcol). Chat chuyén hda warfarin alcol c6 hoat tinh chéng dong
thip nhét. C4c chét chuyén héa chu yéu duoc thai trir qua nuée tiéu; va mot phin nho qua
mét. Cac chat chuyén héa da dugc xac dinh cua warfarin bao gdm dehydrowarfarin, hai
alcol dong phan quang hoc, 4- ,6- ,7- ,8- va 10-hydroxywarfarin. Céc isozym cytochrom
P450 tham gia vao sy chuyén hoa ctia warfarin gom 2C9, 2C19, 2C8, 1A2, va 3A4. Trong
d6 2C9 1a dang cytochrom P450 & gan ngudi chinh 1am thay dbi tdc dung chéng déng in
vivo cua warfarin. Mirc d§ hoat tinh cia CYP2C9 phu thudc vao di truyén va thay déi tay
theo timg nguoi. Nguoi bénh dong hop tir v6i alen CYP2C9*1 (khoing 80% ngudi da
trang) ¢6 hoat tinh enzym binh thudng (nghia la ngudi c6 chuyén héa manh) va cic phac
d6 didu tri chudn phd hop véi loai ngudi nay. Khoang 11 hodic 7% ngudi da tring c6 alen
CYP2C9*2 thude loai ngudi co chuyén hoa trung gian hoic ¢6 alen CYP2C9*3 thude loai
ngudi ¢6 chuyen hoa warfarin kém. Thanh thai cua S-warfarin, mot dang thudc c6 tac dung
manh, bi giam & céc do6i trong nay. Do d6, nhitng ngudi bénh ndy c6 ting nguy co chay
méu va chong dong mau ‘qua muc (nghia la INR vuot 3) va doi héi phai ding warfarin liéu
thap hon, dac biét khi bat dau diéu tri. Alen CYP2C9*2 va CYP2C9*3 lam giam chuyén
héa cua warfarin khoang 30 - 50 va 90%, tuong tmng.

Thdi triv

Thoi gian bén thai ctia warfarin sau khi ding lidu don 1a khoang 1 tudn; tuy nhién, khoing
thoi gian ban thai cé hiéu qua la 20 - 60 glor trung binh khoang 40 gid. D§ thanh thai cua
R-warfarin n0| chung béng mot nira so voi S-warfarin, do d6, vi thé tich phén bd cua 2
dong phin giéng nhau, thdi gian bén thai ctia R-warfarin dai hon so véi S-warfarin, Thoi
gian ban thai cla R-warfarin trong khoang 37 - 89 gio, trong khi cta S-warfarin la trong
khodng 21 - 43 git. Nghién ciru voi thudc dénh dau dong vi phong xa cho thiy dén 92%
heu dung dudng udng dugc tim thiy trong nude tiéu. M6t luong rit nhd warfarin dugc bai
tiét dudi dang khong d6i qua nudc tiéu. Dang dugc thai trir qua nudc tiéu 1a cac chat
chuyén héa.

CHI PINH

Du phong téc mach & bénh nhén bi bénh thap tim va rung nhi.
Du phong sau khi phiu thuét gﬁn van tim nhén tao.

Du phong va diéu trj huyet khdi tinh mach va thuyén tic phdi.
Chi dinh trong con thiéu mau ndo thodng qua.

LIEU DUNG - CACH DUNG
Litu dung:

Ngui 16m va ngudi cao tuoi
Liéu khoi ddu thudong dung cla warfarin la 10 mg/ ngay trong 2 ngay, nhung lidu dimg nay
nén dugc diéu chinh _dya trén yéu cdu clia timg bénh nhéan. Chi s6 prothrombin nén dugce
xéc dinh trude khi didu tri véi warfarin.

Liéu duy tri hang ngay cua warfarin thudng ding 1a tir 3 - 9 mg, ding cing mdt thoi diém
mdi ngdy. Liéu duy tri chinh xac cho tirng bénh nhén phy thudc vao thoi gian prothrombin
hogc céc xét nghiém méu thich hop khéc.

Lleu duy tri dugc bo qua néu thoi gian prothrombm kéo dai qua murc. Mot khi lidu duy tri
da 6n dinh trong khoéng diéu tri, thudmg hiém khi cin phai diéu chinh liéu duy tri.

Trong trudng hop cép cir, diéu tri chéng déng nén dugc khai du voi phdi hop heparin va
warfarln Trong trudng hop it khan cap hon, nhu ¢ bénh nhén bi ho#c cé nguy co dic biét
bi huyét khdi, diéu trj chong dong c6 thé duoc khoi dau véi warfarin don tri.

Dung chung warfarin véi heparm anh huéng dén két qua cac xét nghiém kiém soat va nén
nglmg heparin it nhat 6 gio trudce khi thyc hién xét nghiém dAu tién.

Viéc klcm soat diéu tri dugc thiét lap bang cach theo d6i INR thudng xuyén va sau do diéu
chinh liéu duy tri cua warfarin dya trén két qua thu duoc.
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Céch dung:

Dung dudng uong Hang ngdy phai uong thube ding gid quy dinh, ngay udng mét lan va
nén uﬁng vao bu01 chleu dé c6 thé thay ddi liéu luong cang sém cang tot sau khi co két qua
INR. Neu quén uong, lidu quén phai udng ngay trong cung ngay, cang sém cang t6t. Khong
dwoc ubng hai lidu vao ngdy hdm sau dé bu cho liéu quén.

8. CHONG CHI PINH
Man cam véi warfarin, céc din chét khac cuia coumarin ho3c v6i bat cir thanh phan nao cia
thudc.
Xuét huyét ndo.
Chay méu dang k& trén 14m sang.
Trong vong 72 gid khi phiu thuat 16n ¢ nguy co chdy mau ning.
Trong vong 48 gid sau khi sinh.
Tang huyét 4p 4c tinh hodc chua kiém soat duoc.
Vlem mang ngoai tim, tran dich mang tim, viém ndi tim mac nhiém khuén ban cap
Tién s bi hoai tir do warfarin.
Ngh1¢n ruQu.
Tién str d& bj ngd, ngudi bénh cao tudi, tim than, khong kiém soat duge. Tién san giat /san
giét; doa sy thai, mang thai (trir mang van nhén tao co hoc).
Suy gan nédng.
Phy nit ¢6 thai trong 3 thang d4u va 3 thang cudi thai ki
Dung chung véi céc thuée ma tuong tac c6 thé din dén ting dang ké nguy co chay mau.

9. CANH BAO VA THAN TRONG KHI DUNG THUOC
Hau hét céc tac dung khong mong mubn duge bao céo cua warfarin 1a két qua cua téc dung
chéng dong qua mirc vi vdy, can phai danh gid lai didu tri thudng xuyén va ngimg diéu tr
khi khéng con cén thiét.
Khéi diu diéu tr
Theo dbi
Khi khoi ddu su dung warfarin theo phéac dd llCll chuan chi s6 INR nén dugc klem tra hang
ngdy hodc mdi 2 ngdy trong nhimng ngay dAu diéu tri. Khi gi4 tri INR di 6n dinh trong
khodng muc ti€u, c6 thé kiém tra chi s6 INR theo chu ky dai hon.
Nén theo ddi chi s6 INR thudng xuyén hon & bénh nhan c6 nguy co dong mdu qua muc cao
hon nhu bénh nhén tang huyet 4p ning, ¢6 bénh gan hodc bénh thin
Bénh nhén khé tudn thu diéu tri nén dugc theo doi thudng xuyén hon.
Chitng tang dang mau
Bénh nhén thiéu hut protein C c6 nguy co hoai tir da khi khoi dau diéu tri v6i warfarin. 6}
bénh nhéan bi thiéu hut protein C, nén khéi dau diéu trj véi liéu nap warfarin ké ca khi da
dung heparin.
Bénh nhan thiéu hut protein S cfing ¢4 thé c6 nguy co trén va nén khoi dau diéu tri warfarin
chdm trong tru¢mg hgp nay.
Nguy co chay mdu
Téac dung khong mong mudn duge bio cdo thudng xuyén nhét cta tét ca thude chdng dong
dudng udng la chady mau. Nén than trong khi ding warfarin & bénh nhén c6 nguy co chéy
méu nghiém trong (nhu dung chung v6i NSAID, bj tai bién mach mau ndo gan ddy, viém
noi tam mac nhiém khudn, tirmg bi chay mau duong tiéu hoa).
Yeu t6 nguy co cua chay mdu bao gom cuong do6 thudc chéng déng mau cao (INR > 4 0),
tudi > 65, INR bién dbi nhidu, tién sir chdy méu duong tiéu hoa, tang huyét ap khong kiém
soat bénh mach mau néo, bénh tim nghnem trong, nguy co té ngé, thiéu méu, khéi u 4c tinh,
chén thuong, suy thén, dung chung véi cac thude khac. Nén theo ddi INR thuong xuyen
cho tat ca cac bénh nhan dung warfarin. Theo ddi INR thudng xuyén ho*n diéu chinh liéu
cén than cho dén INR mong mudn, v rit ngén thoi gian diéu trj c6 thé ¢6 ich cho nhimg
bénh nhén ¢6 nguy co chay mdu cao. Nén huémg din bénh nhén cach d& giam thiéu nguy
co chay mau va théng bdo ngay cho béc sy cac dau hiéu va triéu chimg chay mau.
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Klem tra INR va gidm hodc bo qua lidu tuy thuge vao INR la thiét yeu tr vin va chim séc
chéng dong méu sau d6 neu can thiét. Néu INR qué cao, giam liéu ‘hodic ngimg warfarin;
d6i khi diéu nay can thiét dé dao nguoc tac dung chéng ddong. Nén kiém tra INR trong vong
2 - 3 ngay dé dam bao gia tri dang giam xuong.

Thén trong khi sir dung phdi hgp thém bét ky thude chong két tap tiéu cau nao do lam ting
nguy c¢o chay mau.

Chady mdu

Chay méu c6 thé cho thdy da ding qué lidu warfarin. Céch xir tri xem trong phan “9. Qua
lidu va xir tri”.

Nén kiém tra va theo d5i INR néu xay ra chay méau khong rd nguyén nhén & liéu diéu tri.
Tai bién mach mdu nio

St dung thubc chéng déng sau con tai bién mach mau ndo ¢ thé 1am ting nguy co chay
mau thir phat ¢ ndo d bi nhéi mau. Dleu trj dai han véi warfarin ¢6 lgi cho bénh nhén rung
nhi, nhung nguy co tai phat huyét khéi thap va vi vdy mdt khoang thoi gian tam ngung diéu
tri sau tai bién mach mau nfo 1a hop ly. Nén bit dau lai diéu tri véi warfarin trong 2 - 14
ngdy sau khi bi tai blen mach m4u ndo, tuy thudc vao kich thuéc viing nhdi méu va huyét
4p. O bénh nhan tai bién do huyét khéi 16n, hodc ting huyét 4p khong kiém soat, nén tam
ngung warfarin trong 14 ngay.

Phiu th udt

Véi phau thuat khéng cd nguy co chdy mau ning, c6 thé thuc hién phiu thugt khi INR <
.

Vén phau thudt cd nguy co chdy méu ning, nén ngung warfarin 3 ngay trude khi phiu thuat.

Néu can phai tiép tuc dung thude chong dong, vi du nhu nguy co huyét khéi de doa tinh
mang, nén giam INR xudng <2,5 va bit dau duing heparin.

Néu can thyc hién phu thuit va khéng thé tam ngimg warfarin 3 ngay tru6c d6, nén loai
trir tac dung chéng déng véi vitamin K lidu thap.

Thoi dlcm su dung lai diéu tri warfarin thy thudc vao nguy co chdy mau sau phau thuat.
Trong hédu hét truong hgp, ¢6 thé sir dung lai diéu tri warfarin khi bénh nhan c¢6 thé an udng
lai duqc

Phiu thugt nha khoa

Khéng cin ngimg warfarin truéc khi phdu thuat nha khoa thong thudng, vi du nhu nhd
rang.

Bénh loét da day tién trién

Do nguy co chay méu cao, nén than trong khi dung warfarin & bénh nhén bj loét da day tién
trién. Nén tai kham nhu'ng bénh nhan nay thuorng xuyén v huéng din bénh nhén céch
nhén ra chay m4u va cin lam gi néu xay ra chay mau.

Tuong tic

Nhiéu thubc va thuc pham cd the tuong tac voi warfarin va anh huéng dén thoi gian
prothrombin. Bt ky thay ddi nao vé& didu tri, bao gdm tur ding thudc khong ké don, yéu cau
phi ting cudng theo ddi INR. Nén hucrng dan bénh nhén théng béo cho bac sy truéce khi
bat ddu dung thém bét ky thubc ndo bao gom thubc khong ké don, thudc tir duge liéu hodc
vitamin.

Chirng calci héa mach mdu va hogi tir da (calciphylaxis)

Chimg calci héa mach méu va hoai tir da (calciphylaxis) 1a hdi chimg hiém gap vacoty I¢
tir vong cao. Hoi chimng nay thuo'ng gap tren bénh nhan bénh thén giai doan cudi c6 loc
méu hodc trén bénh nhan c6 mét sb yéu t6 nguy co nhu: Thiéu hyt protein C hoc S, tang
phosphat mau, tang calci mdu hogc ha albumin méu. Céc truémg hop calei héa mach mau
va hoai tir da dd dugc ghi nhén trén ca bénh nhéan s dung warfarin khéng c6 bénh ly thén.
Trong truong hop xdy ra hoi chimg nay, bénh nhén cdn dugce xir tri thich hop va cén nhic
ngimg sur dung warfarin.

Réi logn ruyen gidp

Téc dd chuyén hoa ctia warfarin phy thude vao tinh trang tuyén gidp. Vi vdy, bénh nhén bi
cudng giap hodc nhugc gidp nén dugce theo ddi chat ché khi khéi dAu diéu tri v6i warfarin.
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Cdc truwomg hop khdc cin phai thay doi liéu

Céc tinh trang sau ciing c6 thé 1am ting tic dung ciia warfarin, va cin phai giam lidu:

- Sut cén.

- Bénh cép tinh.

- Ngtmg hit thude.

Céc tinh trang sau c6 thé lam giam tac dung cta warfarin, va can phai tang lidu:

- Tang can.

- Tiéu chay.

- Nén.

Cdc than trong khdc

C6 thé nghi ngd bénh nhan aé khang warfarin thu nhan hojc di truyén neu can ding lidu
warfarin hang ngay cao hon litu thong thuong dé dat duoc tic dung chéng déng mong
mudn.

Thong tin di rmyen

Su khac biét vé di truyen, déc biét 1a lién quan dén CYP2C9 va VKORCI, c6 thé anh
hudéng déng ké dén lidu warfarin can thiét. Can diic biét than trong néu biét gia dinh bénh
nhén c6 cac da hinh nay.

Tudn thi ciia b¢nh nhin

Trude khi quyét dinh didu trj bang warfarin, phai dfc biét chi y dén nhén thirc ctia nguoi
bénh vi co nhl"rng rang bude phal thyuc hién khi diéu tri, nhu phai tudn thu uong thudc déu
dan, dung gio, khong duge quén; phai thuc hién deu dén xét nghiém vé mau (INR) phai
canh glac dbi véi cac thude phdi hop c6 thé lam mat can bang diéu tri. Phai c6 sb theo dai
cho ngudi bénh.

Nguwoi cao tudi

Phai rit than trong d6i voi ngudi cao tudi vi thlmng c¢6 nhiéu bénh két hop nén thudng
dung nlneu thuoc két hop, dé nga, d& quén lidu va udng nhim liéu. Nguy co qua liéu, dic
biét luc dau diéu tri, phai dic biét theo doi.

Bénh nhén suy thin

Trong truong hgp suy than ndng, tranh dung, néu dung, lidu dau tién phai cho thap hon va
theo déi INR nhleu lan hon. Liéu cling phai diéu chinh phu hop va tang cudng theo doi khi
bi suy gan, giam protem huyét hodic mic thém nhiém khuén.

Cinh bdo lién quan dén td dugc

Ché pham c6 chira lactose, bénh nhén bi ri loan di truyén hiép gip vé dung nap galactose,
ching thiéu hut Lapp lactase hoac rdi loan hap thu glucose-galactose khong nén sir dung
thudc nay.

SUDUNG CHO PHU NU' €O THAI VA CHO CON BU:

Phu nit ¢6 thai:

Duya trén kinh nghiém str dung & nguoi, warfarin gdy di tat bim sinh va chét thai khi ding
thudc trong thai ky.

Chébng chi dinh warfarin trong 3 thang ddu va 3 thang cubi thai ky.

Phu nif trong d6 tudi sinh san dang dung warfarin nén sir dung céc bién phép tranh thai c6
hiéu qua.

Phu nit cho con bu:

Warfarin tiét qua sira v6i lugng nho. Tuy nhién & lidu diéu tri warfarin khong anh huéng
dén tré b me. C6 thé dung warfarin khi dang cho con bi.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY
MOC
Warfarin khong anh huong dén kha ning l4i xe va van hanh méy mdc.

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

TAC KHAC
Warfarin c6 khoang diéu tri hep va can phai thén trong khi sir dung phcn hop. Cac thong tin
vé& phéi hop diéu tri méi nao ciing cin dugc tu vin dé c6 huéng dan cu thé vé viéc diéu
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chinh lidu warfarin va theo dai diéu tri. Néu khong c6 thong tin, nén can nhéc kha nang co
tuong tac thuoc Nén cn nhic ting cudng theo ddi khi bit du bat ky diéu tri méi nao néu
c6 nghi ng& vé kha nang tuong téc.

Twong tic dwee dong hoc

Thuoc chong chi dinh

Phéi hop thudc sir dung trong Cheu tri va du phong huyét khdi, hodc cac thude khac cé tic
dung khong mong mudn lén sy cAm méu c6 thé 1am tang tac dung duoc 1y cia warfarin va
tang nguy co chay mau.

Chéng chi dinh céc thudc phén giai fibrin nhu streptokinase va alteplase & bénh nhan dang
ding warfarin.

Thudc nén tranh néu co thé

Nén tranh dung c4c thude sau hoic diing cin thin va ting cuong theo ddi lam sang va can
lam sang:

- Clopidogrel.

- NSAID (bao gdm aspirin va cac thudc trc ché chon loc COX-2).

- Sulfinpyrazon.

- Thudc tric ché thrombin nhu bivalirudin, dabigatran.

- Dipyridamol.

- Heparin khong phén doan va dén xuét heparin, heparin phén tir lrgng thip.

- Fondaparinux, rivaroxaban.

- Thudc d6i khang thu thé glycoprotein ITb/ I1la nhu eptifibatid, tirofiban va abciximab.

- Prostacyclin.

- Thude chong trdm cam SSRI va SNRL

- Céc thude khéc c6 tac dung trc ché cdm méu, déng méu hogc téc dung clia tiéu cau.
Aspirin lidu thip phdi hop véi warfarin c6 thé ¢6 lgi & mdt sd bénh nhan nhung nguy co
chdy méu dudng ti€u hoa sé ting. Warfarin c6 thé duge dung chung v6i heparin khi khoi
dau diéu tri & bénh nhan huyét khéi, cho dén khi INR nim trong khoéng phu hop.

Twong tic chuyen héa

Warfarin 12 mdt hén hop ddng phén quang hoc dugc chuyén héa boi cac cytochrom P450
khéc nhau. R-warfarin dugc chuyén héa chu yéu bdi CYP1A2 va CYP3A4. S-warfarin
dugce chuyen héa chi yéu boi CYP2C9. Hi¢u qua cua warfarin bi anh huong chii yéu khi sw
chuyén héa S-warfarin bi thay doi.

Céc thube canh tranh dudi dang co chét cta cac cytochrom nay hodc tic ché hoat dong cta

ching ¢6 thé lam tang ndng d6 warfarin huyet tuong va INR, c6 thé ting nguy co chay mau.

Khi ding chung véi nhitng thude nay, c6 thé can giam lidu warfarin va ting mirc d5 theo
doi.

Ngugc lai, cac thubc cam tmg nhung con dudmg chuyén héa nay cé thé 1am giam ndng do
warfarin huyét tuarng va INR, c¢6 thé din dén giam hiéu qua. Khi dung chung véi nhitng
thudc nay, c6 thé cin ting liéu warfarin va ting mirc do theo ddi.

C6 mdt nhém nho cac thube ¢6 twong téc véi warfarin, tuy nhién anh huéng lam sang 1én
INR da dang, trong nhimg truong hgp ndy nén tang cuong theo ddi khi khai déu va ngimg
diéu tri.

Cfling nén thén trong khi nglmg hoic giam liéu cua cac thuc cam tmg hodc (e ché chuyén
héa, mét khi bénh nhén da dn dinh khi dung phdi hop nay (tic dung bu dap).

Cic thudc cd twong tic ding ké véi warfarin trén lam sang

Cdc thuéc lam ting tdc dung ciia warfarin

Alopurinol, capecitabin, erlotinib, disulfiram, thudc khang nim nhém azol (ketoconazol,
fluconazol, ...), omeprazol, paracetamol (st dung thudng xuyén, kéo dai), propafenon,
amopdaron, tamoxlfen memylphemdat zafirlukast, cdc fibrat, cdc statin (ngoai trir
pravastatin, twong tic chu yéu véi fluvastatin), erythromycin, sulfamethoxazol,
metronidazol.

Cdc thuéc doi khang tdc dung cua warfarin

Barbiturat, primidon, carbamazepin, griseofulvin, thudc trénh thai duong ubng, rifampicin,
azathioprin, phenytoin.
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Cdc thubc c6 tdc dong bién doi

Céc corticosteroid, nevuapm ritonavir.

Cic twong tac thude khac

Céc thubc khang sinh pho rong c6 thé lam tang tac dung cta warfarin do giam hé vi khuén
duong ti€u hoa sin xudt vitamin K. Tuong tw nhu vay, orlistat co thé lam giam hap thu
vitamin K. Cholestyramin va sucralfat c6 thé lam giam su hip thu warfarin.

D ¢6 bdo cdo tdng INR khi dung chung glucosamin va warfarin. Khéng khuyén cdo ding
phéi hop nay.

Twong tdc véi cdc ché pham dtrq’c liéu

Khong dugc dung céc ché pham duge liéu chua cd St John (Hypericum perforatum) khi
dang dung warfarin do ¢6 nguy co lam giam ndng do huyét tuong va gidm tic dung lam
sdng cla warfarin.

Nhiéu ché phim duogc lidu khac c6 anh hudng trén ly thuyét dén warfarin; tuy nhién, hau
hét cic tuong tac nay chua dugc chu:ng minh. N6i chung nén trdnh ding cac thudc duorc
liéu hodc thyc phim chirc ning c6 chira dugc liu khi dang clung warfarin, va nén huéng
dan bénh nhéan théng béo cho bac sy néu dang dung bit ky ché phdm duoc lidu ndo, vi 6
thé can theo d&i thudomg xuyén hon.

Rugu

Dung mét luong 16n ruou cung luc ¢ thé (rc ché chuyen héa cua warfarin va ting INR.
Nguoc lai, dung nhiéu ruou trong thoi glan dai c6 thé cam (g chuyén hoéa ctia warfarin.
C6 thé cho phép dung mét lugng ruou vira phai.

Twong tic véi thire in va thye pham chie ning

Céc béo cdo don 1é cho thay ¢é thé c6 tuong tic giira warfarin va nudc ép nam viét quat,
trong hiu hét tru:cng hop dan dén tang INR hodc bién chung chdy méu. Nén khuyen bénh
nhén tranh ding céc san phim c6 nam viét quit. Nén can nhic ta.ng cuong giam sat va theo
d6i INR & bit ky bénh nhén nay dang dung warfarin va ding nudce ép nam viét quét thuomg
xuyén.

Cé it bing chimg cho thiy nudc ép budi chim co thé gdy ting nhe INR & mot s6 bénh nhan
dung warfarm

Mot sb thye phdm nhu gan, bong céi xanh, bap cai Brussel va rau 14 xanh chira lugng 16n
vitamin K. Thay ddi dot ngdt ché dd an co thé anh hudmg dén viéc kiém soét chong dong.
Nén huéng dAn bé&nh nhan hoi 11 khuyén cia béac sy trude khi thue hién bét ky thay dbi 16m
nao vé ché do an.

Nhiéu thye pham chirc ning khac c6 anh hudng trén ly thuyét dén warfarin; tuy nhién hau
hét cac tuong tdc nay chua dugc chimg minh. N6i chung bénh nhén nén tranh ding bat ky
thuc phdm chire ning nao khi dang dung warfarin, va nén hudng dan benh nhén thong bao
cho bac sy néu dang diing bt ky thuc phdm chitc ning nao, vi ¢6 thé cin theo dbi thudng
xuyén hon.

Xét ngh:gm

Heparin va danaparoid c6 thé kéo dai thai gian prothrombin, vi vay can c6 mot khoang thoi
gian hop 1y tir sau khi dung thudc dén trudce khi thue hién xét nghiém.

11. TAC DUNG KHONG MONG MUON

Chuea rd tdn sudt '

Nhiém tring va nhiém ky sinh tring: Sot.

Mién dich: Qua min.

Than kinh: Chay m4u ndo, chiy méu dudi mang cimg.

Mach mau: Chay mau.

Ho6 hép, 16ng nguc va trung that: Tran mau mang phdi, chiy méu cam.

Tiéu hoa: Chay mau dudng tiéu hoa, chay mau tryc trang, non ra mau, viém tuy, tiéu chay,
budn ndn, nén, di tiéu phan den.

Gan mat: Vang da, r6i loan chirc nang gan.

Da va m6 dudi da: Phét ban, rung téc, ban xudt huyét, hoi chimg ngén chan tim, héng ban
gdy cic vét sung da dan dén bam mau, nhoi mau va hoai tir da, chimg calci héa mach mau
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va hoai tir da (calciphylaxis) (xem trong phén 6. Canh bdo va thin trong khi ding thuoc).
Thén va tiét niéu: Tiéu ra mau.

Xét nghlém Giam hematocrit khong rd nguyén nhén, gidm hemoglobin.

Huéng dan cdch xir tri ADR

Nguy co chinh cta li¢u phap warfarin la c6 thé gdy chdy méu & bét cir noi nao trén co thé.
Pé tranh ding qué lidu warfarin, nhét thiét phai theo ddi INR theo khuyen cdo. Néu quéd
lidu, phai xtr trf (xem thém muc xr trf qua liéu). Néu INR trén murc diéu tri nhung dudi 5,
phai giam liéu hodc ngimg cho tdi khi INR trg vé muc diéu tri. Néu INR bang hodc trén 5,0
nhung dudi 9,0, phai ngimg warfarin. Néu ting nguy co chdy méu, c6 thé cho udng
phytomenadlon 1 - 2,5 mg hojc co thé t6i 5 mg. Néu INR bang hogc 16n hon 9,0 phai
ngimg warfarin va cho udng phytomenadion 2,5 - 5 mg. Néu c6 bat cit chay mau b at nao,
phéi ngimg warfarin va cho ti€ém tinh mach cham phytomenadion cung huyét tuong tuoi,
dung dich ddm dic chira yéu to II, VII, IX va X, hodc yéu td tai td hop VlIa. Néu INR &
muc diéu tri ma c6 xudt huyet phai tim nguyén nhén khic nhu bénh & thdn hoic dudmg
tiéu hoa.

Hoai tir da vA mé mém tuy hiém gp nhung rit ning. Nguyén nhin c6 thé do huyet khéi
nhung bénh sinh con chua biét. Ngu&n bénh thleu hut protein C c6 nguy co cao mic chimg
ndy. Phii ngimg liéu phép coumarin khi thdy ton thuong & da va phai cho vitamin K. Phai
cho heparin aé chong dong mau. Huyet tuong troi dong lanh ho#c dung dich ddm dac
protein C ciing ¢6 thé co tac dung. Néu c6 hoai tir, phai phau thuat.

Trude khi bt ddu didu tri, bao gid cling phai loai trir nguy co chay mau thyc thé, nhu loét,
u ¢ dudmg tidu hoa.

Thudc 6 thé géy ra cdc tdc dung khéng mong muén khdc. Can theo doi char ché va khuyen
cdo bénh nhdn thong bdo cho bdc sy nhitng tdc dung khong mong mudn gap phai khi sic
dung thudc.

12. QUA LIEU VA CACH XU TRI

X tri qué liéu trong khi diéu tri warfarin, phai dya vao thoi gian bén thai cua timg biét
duqc chi dinh (déc biét trucmg hop van tim co hoc, tranh diéu tri nhanh qué) va céc dac
diém rleng clia ngudi bénh (tudi, nguy co chay mau...). Cac bién phép xir ly phai tir tir dé
tranh gy nguy co huyét khéi.

XLr ly phu thudc vao INR va céc du hiéu chay méau néu c6:

Neu INR trén vung diéu tri nhung dudi 5 va néu ngum bénh khong xuét huyét hoic khong
cdn phai can thiép nhanh truéc khi phiu thuat: Bo lleu sau. Ngay khi INR mong mudn dat
dugc, cho lai warfarin voi lidu thﬁp hon. Néu INR rit gan véi INR mong mudn, giam tryc
thF lidu hang ngay, khong bé thudc.

Néu INR > 5 nhung < 9 va nguoi bénh khong co bidu hién xuat huyét ngoai rét it (chay
mau lgi, mui do kich thich); Néu khong c6 yeu t6 nguy co chdy méu, bé 1 hodc 2 lan ubng
thudc, do INR nhiéu lan hon va cho uong lai von lleu thap hon ngay khi dat duo'c INR
mong nudn. Nhung néu ngudi bénh c6 che nguy co xuét huyét khac, bo 1 1an thudc va cho
vitamin K: Hogc uong 1 - 2,5 mg hogc truyen tinh mach chdm 0,5 - 1 mg trong 1 gid.

Néu INR > 9, khong xuét huyét, bo 1 1in thude va cho vitamin K: hogc cho uéng 3 - 5 mg
hoic cho truyén tinh mach chdm trong | gid, nhu vy cho phép lam glém INR trong 24 - 48
gio, sau dé cho lai warfarin voi liéu thap hon. Theo ddi thudng xuyén INR va néu cAn cho
lai vitamin K.

Néu cin phai diéu tri nhanh trong trudng hop xuét huyét ning hoic qua liéu nang warfarin
(thi du INR > 20), tiém tinh mach chgm vitamin K mét liéu 10 mg, két hop tly theo tinh
chét cdp ciru véi huyét tuong tuoi dong lanh hodic véi dung dich dém dic yéu t phu thude
vitamin K (Kaskadil). Vitamin K ¢6 thé cho 1ap lai céch nhau 12 gio.

Sau didu trj bﬁng vitamin K liéu cao, phéu mét mot thoi gian dc warfarin ¢6 tac dung tr& lai.
Néu phai diéu m warfarin lai, phai tinh dén giai doan chuyén tiép bing heparin.

Néu ngo dbc ngdu nhién ngoai dleu trj warfarin, mirc d§ ngd doc phai dugc danh gia dya
vao mirc INR va ¢6 bién chimg xuét huyét khong. INR phai duge thye hién nhiéu ngay lién
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tiép (2 - 5 ngay), phai tinh dén thoi gian ban thai kéo dai do warfarin duoc hap thu. Ngay
khi INR thay doi, vitamin K c6 thé diéu chinh tac dung chong dong méu.

13. CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khdng ding qué lidu chi dinh.

14. TEN, PJA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xuat tai.

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU
(DAVIPHARM)

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

Tel: 0274.3567.687 Fax: 0274.3567.688

15. NGAY XEM XET SUA POI, CAP NHAT L/
THUOC




