" Azenmarol

Thuéc nay chi dung theo don thudc
Bgc ky hwéng dan sir dung trwée khi ding
Peé xa tAm tay tré em

Thanh phan céng thirc cho 1 vién:
Thanh phan hoat chét:
MGi vien AZENMAROL 1 chira 1 mgAcenocoumarol.
MGi vien AZENMAROL 4 chira 4 mgAcenocoumarol.
Thanh phan ta duoc:
Lactose monohydrat, Pregelatinized starch, Crospovidon, Natri lauryl sulfat, Colloidal
silicon dioxid, Acid stearic.
Dang bao ché:
Vién AZENMAROL 1: Vién nén tron, mau trang, mét mét tron, mét mat ¢6 gach ngang
khéng bé doi dwoc, dwdng kinh 6,5 mm.
Vién AZENMAROL 4: Vién nén hinh oval, mau trdng, mot méat tron, mot mat c6 gach
chéo, kichthwéc7,5mmx 10,5 mm.

Chidinh:
Bénh tim gay tdc mach: Dy phong bién chirng huyét khéi tdc mach do rung nhf, bénh
van haila, van nhan tao. =
Nho6i mau co tim: D phong bién chirng huyét khdi tdc mach trong nhdi mau co tim
bién chirng nhw huyét khéi trén thanh tim, réi loan chirc nang that trai ndng, loan dong
that trai gy tac mach khi diéu tri tiép thay cho heparin. Dy phong tai phat nhdi mau co
tim khi khéng dung dwgc aspirin.
Diéu trj huyét khéi tinh mach sau va nghén mach phdi va dy phong tai phat khi thay thé
tiép cho heparin.
Dy phdng huyét khoi tinh mach, ngh&n mach phdi trong phau thuat khé'p hang.
D phong huyét khéi trong 6ng théng.
Cach dung, liéu dung:
Cach dung: Thuoc thuwdng dwec udng mét lan vao cung mét theri diém moi ngay.
Liéu diing: ‘
Liéu lwgng phai dwoc diéu chinh nham dat muc dich ngén can co ché ddng mau téi mire
khéng xay ra huyét khéi nhwng tranh dwoc chdy méau tw phéat. Liéu dung tay thudc vao
dap tng diéu tri cGa tirng ngudri.
Liéu ubng théng thuong: Trong ngay dau la 4 mg/ngay, ngay thir 2 1a 4 - 8 mg/ngay. Liéu
dzy tri tlr 1 - 8 mg/ngay tuy theo dap trng sinh hoc. Viéc diéu chinh thuwdng tién hanh tirng
nac 1 mg.
Theo dbi sinh hoc va diéu chinh liéu:
Xét nghiém sinh hoc thich hop 1a do thdi gian prothrombin (PT) biéu thj bang ty s6
chuan héa qudc té INR (International Normalized Ratio). Thei gian prothrombin cho
phép tham do céac yéu t6 11, VII, X 1a nhirng yéu té bi gidm béi thubc khang vitamin K.
Yéu 6 IX cling bi giam béi thude khang vitamin K, nhwng khéng dwec tham do bai thei
gian prothrombin.
INR la mét cach biéu thi theri gian Quick c6 tinh dén dd nhay cha thudc thir (thromboplastin)
diing dé lam xét nghiém, nén giam dwoc nhitng thay ddi that thudng gitra cac labo.
Khi khéng dung thudc khang vitamin K, INR & nguéi binh thudng la 1. Khi dung thude
trong nhirng tinh huéng dwéi day, trong da sé trwdng hop dich INR can datla 2,5, dao
ddng trong khodng 2 va 3. INR dw¢i 2 phan anh dung thudc chdng déng mau chwa da.
INR trén 3 |4 dung thira thude. INR trén 5 1a c6 nguy co chay mau.
Nhip do kiém tra sinh hoc: Lan kiém tra dau tién tién hanh 48 gi¢» + 12 gi¢r sau lan uéng
thudc khang vitamin K dau tién dé phat hién sy tadng nhay cam cla ca nhan. Néu INR
trén 2, b4o hiéu sé qua liéu khi can bang, vi vay phai giam bdt liéu. Nheng 1an kiém tra
sau tién hanh hang ngay hoéc cach nhat cho t&i khi INR 6n dinh, sau d6 cach xa dan
tﬁgtheo dap (rng, dai nhatla 12 tuan métlan. Can bang diéu trj doi khi chi dat sau nhiéu
tuan. Sau mdi lan thay ddi liéu, phai kiém tra INR 1 - 2 ngay sau d6 va nhéc lai cho t&i
khi dat 6n dinh.
Nhin chung, INR tir 2 - 3 dwoc khuyén céo dé phong hoac diéu tri huyét khéi tac tinh
mach, bao gdm nghén mach phai, rung nhi, bénh van tim, hodc van sinh hoc. INR tur
2,5 dén 3,5 dwgc khuyén cao sau nhoi mau co tim, ngwdi bénh van tim co hoc, hodc &
mot s0 ngudi bénh c6 huyét khdi hodc héi chirng khang phospholipid. INR cao hon c6
thé dwoc khuyén cao cho tdc mach tai phat.
Liéu & nguoi cao tubi: Lieu khai dau phai thap hon liéu ngudilén. Liéu trung binh can
bang trong diéu tri thwéng chibang 1/2 téi 3/4 lidu nguoilon.
Diéu tri nbi tiép heparin-liéu phép: Do tac dung chdng déng mau cham clia cac thube
khang vitamin K, nén heparin phai dwgc duy tri véi lieu khéng dbi trong sudt thdi gian
can thiét, nghia Ia cho t&i khi INR ndm trong tri s6 mong muén 2 ngay lién tiép. Trong
tredng hop co giam tiéu cau do heparin, khdng nén cho khang vitamin K sém ngay
sau khi ngirng heparin vi cé nguy co tdng déng méu do protein S (chdng déng mau) bi
gidm sém. Chi cho khang vitamin K sau khi d& cho céc thuéc khang thrombin
(danaparoid hoac hirudin).
Can dirng thubc chdng dong mau 5 ngay trwede khi phau thuat. Néu ngay treede khi
phau thuat INR 2 1,5 thi can cho udng vitamin K dang tiém 1+ 5 mg. Néu cam mau tét
thi c6 thé cho dung lai thube (acenocoumarol) véiliéu duy tri binh thwérng vao téi ngay
phéau thuat ho&c sang hdm sau.
Bénh nhan dirng thu%c trwdre khi phau thuat duoc coi la cé nguy co huyét khdi cao nén
c6 thé can hd tro' bang mét loai heparin phéan tl lwong thap (dung véi liéu diéu tri). Can
dirng heparin phan tt lwong thap it nhgt 24 qid triére khi phiu thuat. Néu phau thuat
c6 nguy co chay mau cao, khéng dwec diing lai heparin phan tr lvgng thap trong vong
itnhgt 48 gidr sau phau thuat. |
Bénh nhan dang dung thudc (acenocoumarol) can phau thuat gap ma c6 thé cham lai
khodng 6 - 12 giérthi ¢ thé cho tiém tinh mach 5 mg vitamin K dé dao nguorc tac dung chéng
doéng. Néu khdng thé tri hoan thi phéi cho diing ca vitamin K tiém va hdn hop prothrombin
khé (vi du 25 don vilkg) va phai xét nghiém xac dinh INR triére khi phau thuét.
Motso lwu y ddc biét vé xtr ly thudce trwde va sau khi sirdung thudc:
Khéng cé yéu cau dac biét vé xr ly thudc sau khi strdung.



Chéng chidinh: . hathuocnaoc
Man cam da biét véi cac dn chat coumarin hay véi bat ¢l thanh phan nao cla thudc.
Thiéu hyt vitamin C, viém mang trong tim do vi khuan, loan san mau hoac bat ky réi loan
mau nao co tang nguy co xuat huyét.
Tang huyét ap (nang).
Suy gan nang, dac biét khi théi gian prothrombin da bj kéo dai.
Nguy co' chay méau, méi can thiép ngoai khoa vé than kinh va mat hay kha nang phai
mo lai.
Tai bién mach mau néo (trlr tredng hop nghén mach & noi khéc).
Suy than nang (Cl_, <20 ml/phat).
Gian tinh mach thyre quan.
Loét da day - ta trang dang tién trién.
Khéng dwoc phdi hop véi aspirin lidu cao, thubc chéng viém khéng steroid nhan
pyrazol, miconazol dung dwédng toan than, am dao; phenylbutazol, cloramphenicol,
diflunisal.
Khéng dung acenocoumarol trong vong 48 gi¢ sau khi sinh.

Canh bao va than trong khi dung thudc:
Phai lwu y dén kha nang nhan thire clia ngudi bénh trong qua trinh diéu trj (nguy co
ubng thudc nhadm). Hwéng dan can than dé ho tuan thu chidinh chinh xac, hieu rd nguy
co va thai do x(r Iy, nhéat l1a véi ngudi cao tudi.
Phai nhan manh viéc ubng thubc déu hang ngay vao ciing mét théi diém.
Phai xét nghiém kiém tra ty s6 chuan héa qudc té (INR) dinh ky va tai cing mét noi.
Trwdng hop can thiép ngoai khoa, phai xem xét tirng truérng hop dé digu chinh hoac
tam nglrng dung thubc chéng ddng mau, can clr vao nguy co huyét khoi ciia ngudi
bénh va nguy co chdy mau lién quan dén tirng loai phau thuéat.
Theo ddi cAn than va didu chinh liéu cho phiu hop & ngudi suy than vira va nhe hodc ha
protein mau.
Tai bién xuét huyét dé xay ra trong nhi¥ng thang dau diéu trj nén can theo doi chat ché,
d&c biét khi nguwdi bénh ra vién tré vé nha.
Khéng nén dirng thudc dét ngot.
Thanh phan ta dwoc ctia thudc ndy cé lactose vi vay khéng nén dung thudc nay cho
b&nh nhan c6 vAn dé di truyén hiém gap vé khong dung nap galactose, thiéu enzym
Lapp lactase hoac kém héap thu glucose-galactose.

Strdung thubc cho phu nir cé thai va cho con bi:
Thoiky co thai:
Pa c6 théng ké khoang 4% di dang thai nhi khi ngudi me dung thubc nay trong quy dau
thai ky. Vao cac quy sau, van thay ¢ nguy co (ca say thai). Vivay tranh dung cho phy
nir c6 thai, dac biét la trong 3 thang dgu va 3 thang cudi thai ky. Chi dung thube khi
khéng thé cho heparin.
Phu nir c6 kha nang mang thai hodc dang s dyng cac bién phap tranh thai nén tham
khaoy kién bac sy cAn than trudre khi didu trj véi thude nay.
Thoiky cho con ba:
Tranh cho con bu. Néu phai cho bt thi nén bl vitamin K cho dira tré.

Anh huéng ctia thudc 1én kha nang lai xe, van hanh may méc:
Thubc khdng gay anh hwdng dén kha nang lai xe hay van hanh may mac.

Twong tac, twong ky ctathudc:
Twong tac cua thubc véi cac thudc khac va cac loai twrong tac khac:
RAt nhiéu thudc co thé tuong tac véi thube khang vitamin K nén can theo doi nguoi
bénh 3 - 4 ngay sau khi thém hay bétthube phbihop.
Chbng chi dinh phoi hgp:
Aspirin (nhat 1a véi lidu cao trén 3 g/ngay) lam ting tac dung chéng déng mau va nguy
co chdy mau do (rc ché ngwng tap tiéu cdu va chuyén dich thudc ubng chdng déng
mau ra khai lién két véi protein huyét twong.

Tén, dja chi cia co s& san xuét thudc:
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Miconazol: Xuét huyét bat ngér cé thé niang do ting dang tw do trong mau va (¢ ché
chuyén hoa ctia thubc khang vitamin K.
Phenylbutazon lam ting tac dung chéng déng mau két hop véi kich trng niém mac
duwéng tiéu hoa.
Thubc chdng viém khdng steroid nhém pyrazol: Tang nguy co chay mau do e ché
tiéu cau va kich (rng niém mac dwdng tiéu hoa.
Khéng nén phbi hop:
Aspirin v&iliéu dwdi 3 g/ngay.
Cac thudc chéng viém khdng steroid, ké ca loai (rc ché chon loc COX-2.
Cloramphenicol: Tang tac dung clia thudc udng chéng déng mau do lam gidm chuyén
héa thudc nay tai gan. Néu khdng thé tranh phéi hop thi phai kiém tra INR thuwdng xuyén
hon, hiéu chinh liéu trong va sau 8 ngay ngirng cloramphenicol.
Diflunisal: Téng tac dung clia thuéc udng chéng déng méu do canh tranh lién két voi
protein huyét twong. Nén dung thudc gidm dau khac, vi du paracetamol.
Thén trong khi phéi hop:
Alopurinol, aminoglutethimid, amiodaron, androgen, thudc chéng trdm cam cuwéng
serotonin, benzbromaron, bosentan, carbamazepin, cephalosporin, cimetidin (trén
800 mg/ngay), cisaprid, colestyramin, corticoid (trir hydrocortison diing diéu tr thay
thé trong bénh Addison), cyclin, thuéc gay déc té bao, fibrat, cac azol tri nam,
fluoroquinolon, cac loai heparin, ndi tiét t6 tuyén giap, thuéc gay cdm ng enzym, cac
statin, macrolid (trlr spiramycin), neviparin, efavirenz, nhém imidazol, orlistat,
pentoxifyllin, phenytoin, propafenon, ritonavir, lopinavir, mdt sd sulfamid
(sulfamethoxazol, sulfafurazol, sulfamethizol), sucralfat, thubc tri ung thw (tamoxifen,
raloxifen), tibolon, vitamin E trén 500 mg/ngay, reeou, thube chong két tap tiéu cau,
thudc tiéu huyét khoi, ...cling lam thay doi tac dung chong déng mau.
Twong ky ctia thuoc:
Do khéng cé cac nghién ctru vé tinh twong ky ctia thube, khéng trén 1an thube nay véi
cac thudc khéc.

Tac dung khéng mong mudn:
Cac phan (*ng c6 hai dwoc phan nhém theo tan suéat: Rat thwdng gép (ADR 2 1/10),
thwérng gap (1/100 SADR < 1/10), it gap (1/1.000 <ADR < 1/100), hiém gé&p (1/10.000
<ADR < 1/1.000), rat hiém g&p (ADR < 1/10.000); khong thé wéc lwgng tan sut dugc
liétké "Chwa ro tan suat”.
Thuong gap:
R&i loan mach méau: Cac biéu hién chay mau la bién chirng hay gép nhéat, ¢6 thé xay ra
trén khap co thé: Hé than kinh trung wong, céc chi, cac pht tang, trong 6 bung, trong
nhan cau,....
Hiém gép:
Réi loan hé théng mién dich: Qua man (nhw may day, phat ban, viém da va sot).
Rdi loan tiéu hoa: Déi khi xay ra tiéu chay (cé thé kém theo phan nhiém ma).
Réiloan xwong khép: Dau khépriéng 1é.
Réiloan da va mé dwéida: Rung téc.
Rét hiém gap
R&i loan mach mau: Viém mach mau.
R&i loan gan mat; Tén thwong gan.
Réi loan da va mé dwdi da: Hoai tir da khu tr, cé thé do di truyén thiéu protein C hay
dong yéu té la protein S.
Hwéng dan cach xirtri ADR:
Xem muc Qua liéu va cach xr tri.

Qua liéu va cach xur tri:
Qué liéu:
Biéu hién ndi bat clia qua lidu la xuét huyét, co thé xay ra trong vong 1 - 5 ngay sau khi
ubng thuéc. Céc biéu hién xuét huyét cé thé nhan thay: Mii chay mau, nén ra mau, ho ra
mau, xuat huyét da day - rut, xugt huyét am dao, dai ra mau (véi con dau quén than),
xuat huyét duwdida, chdy mau nwéu, tu mau, va chay mau trong khép hay rong kinh.
C6 thé thay triéu chirng nhip tim nhanh, ha huyét ap, réi loan tuan hoan ngoai vi do mat
mau, budn nén, ndn mdra, tiéu chay va dau bung.
Xortri:
X0 tri qué lidu thwdrng cén clr vao INR va cac dau hiéu chady mau, cac bién phap diéu
chinh phai tuan tw @é khéng gfz nguy co huyét khéi. Néu da dung thudc chéng déng
nhwng khéng dung vitamin K, can xét nghiém lai INR 2 - 3 ngay sau dé dam bao rang
INR da xuénag.
Néu INR < 5, & mtrc diéu tri, ngudi bénh khéng co biéu hién chay méau hodc khdng can
hiéu chinh nhanh déng mau tru¢'c phau thuat: Bé 1 1an udng thudc, rdi lai tiép tuc diéu
trj v&i lidu thap hon khi da dat INR mong muén. Néu INR rat gan véi INR mong mudn,
thi giam lidu ma khéng can phai bd 1an uong thudc.
Néu 5 < INR < 8, khéng c6 biéu hién chay mau khac ngoai chay méau Igi hoac chay
mau cam: Bd 1 hodc 2 14n uéng thubc chéng déng mau, do INR thuéng xuyén hon roi
khi da dat INR mong mubn, udng lai thudc véi lieu thap hon.
Néu 5 < INR < 8, c6 chdy mau nhe: Ngtrng thudc, cho diing vitamin K tir 1 - 3 mg theo
dwdng truyén tinh mach cham. Chi duing lai acenocoumarol khi INR < 5,0.
Néu INR > 8, khdng c6 chay méu: Ngtrng acenocoumarol, diing 1 - 5 mg phytomenadiol
(vitamin K1) (st dung dang thudc tiém thay cho duéng udng). Sau 24 gid néu INR van
cao thi 13p lai diéu tri véi vitamin K. Chiduing lai acenocoumarol khi INR < 5,0.
Néu INR > 8, chay mau nhe: Ngirng thuéc, cho dung vitamin K tir 1 - 3 mg theo dwdng
tiém tinh mach cham. Sau 24 gio ngu INR van cao thi 13p lai lidu vitamin K. Chi diing lai
acenocoumarol khi INR < 5,0.
Trong truéng ho'p ¢6 biéu hién chdy mau nang hogc qua lieu nang (vi du INR > 20):
Ngtrng thubc, tiém tinh mach cham 5 mg vitamin K, cho diing hén hgp prothrombin
kho (yéuté 11, VII, IX va X) 25 - 50 don vilkg (néu khdng c6 hén hgp prothrombin kho
thi thay thé bang huyét twong twoi déng lanh 15 mi/kg nhung hiéu qua sé kém hon).
Khéng nén ding kém yéu t6 Vlla trong trwdng hop cap clru ddo ngwoce tac dung
chéng déng.
Trwdng hop ngd doc do tai nan, thi cling phai danh gia theo INR va biéu hién bién
chirng chay mau. Phai do INR nhi&u ngay sau dé (2 - 5 ngay), cé tinh dén nira doi kéo
dai ctia thubc chéng ddng mau. Ding vitamin K d& hiéu chinh tac dung cta thudc
chong déng mau.
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Pac tinh dwgc lyc hoc:
Nhém dwoc ly: Thude chéng huyét khéi, thude khang vitamin K.
MaATC: BO1AAO7
Acenocoumarol la mét dan chéat coumarin khang vitamin K. Nhirng thudc nay Gc ché
enzym vitamin K epoxid reductase, dan t&i ngan can qua trinh chuyén acid glutamic
thanh acid gamma-carboxyglutamic ctia cac protein tién than ctia cac yéu té déng mau
I, VII, IX, X.
Nhuw vay la cac dan chat coumarin khang vitamin K c6 tac dung chéng déng mau gian
tiép bang cach ngan can sy tdng hop cac dang hoat ddng cla cac yéu td dong mau
trén (11, VII, IX, X).
Sau khi uéng acenocoumarol, tac dung ddi v&i thei gian prothrombin kéo dai thuwéng
dat t6i da trong vong tir 24 dén 48 gid, tuy thudc liéu dung. Sau khi ngirng thudc 48 gio,
théi gian prothrombin tré vé mire tredre khi dung thudc.
Sau khi udng, néi chung, cac dan chat coumarin khang vitamin K gay ha prothrombin
mau trong vong 36 dén 72 gi¢r. Can bang diéu tri bang thudc khang vitamin K doi hoi
nhiéu ngay. Sau khi ngirng thudc, tac dung chénxg ddng mau con co thé kéo dai thém 2
- 3 ngay. Thude cé thé han ché dugc sy phat trién clia cac cuc huyét khdi da co truéc
va ngéan ngira dugc cac triéu chirng huyét khoi tac mach thir phat, tuy khéng co tac
dung tiéu huyét khéi tryc tiép vi khdng ddo nguoc dugc thiong ton cia md bj thiéu
mau cuc bd.
So véi wafarin va phenprocoumon, acenocoumarol ¢ lgi thé 1a thdi gian tac dung
ngan hon.

Péc tinh dwere dong hoc:
Hap thu:
Acenocoumarol dwge hap thu nhanh qua dwdrng tiéu héa. Sinh kha dung dwéng ubng
dat 60%. Néng dé dinh clia thubc trong huyét twong dat trong vong 1 - 3 gidr.
Mot phan dang ké ddng phan S(-)-acenocoumarol qua chuyén hda bwéc dau tai gan,
trong khi 6sinh kha dung cGia ddng phan R(+)-acenocoumarol 1a 100%.
Phén phoi:
Thubc gdn manh véi protein huyét twong (99%). Thé tich phan bd 0,16 - 0,34 lit/kg.
Acenocoumarol qua nhau thai va mét phan nhd dwoc phat hién trong sira me.
Chuyén héa:
Acenocoumarol bi chuyén hdéa & gan bdi hé enzym cytochrom P, (isoenzym
CYP2C9 chuyén héa déng phan S, dong phan R bj chuyén héa b&i mét sé isoenzym
khac) thanh cac chét chuyén héa amin va acetamid khdng cé hoat tinh. Mét vai chét
chuyén hoa khac nhu diastereoisometric alcohol va chét chuyén héa hydroxyl c6 thé
co hoat tinh. CAc nha |am sang can biét kha nang mét s6 ngudi bénh nhay cam cao voi
acenocoumarol do tinh da hinh ctia ty lap thé & gan, va c6 thé phai giam liéu & ngudi
bénh do.
Thai tree: .
Nira doi thai trir clia acenocoumarol khoang 8 -11 gid.
Thubc dao thai chl yéu qua nwéc tiéu (60% trong khodng 1 tuan) & dwéi dang chuyén
héa va mot phan qua phan (29% trong khoang 1 tuan).

Quy cach déng gé6i:Vien AZENMAROL 1: Hop 03 vi, 06 vi, 10 vix 10 vién nén.
VienAZENMAROL 4: Hop 03 vi, 06 vi, 10 vix 10 vién nén. |

pidu kién bao quan, han diing, tiéu chudn chitlrong ctathuée:
Diéu kién bao quan: Dé & nhiét do duwéi 30°C, tranh am va anh sang.
Han diing cua thudc: 36 thang ké tir ngay san xuét.
Tiéu chuan chéat lwgng: TCCS.
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