HUONG DAN

R.XTHUOC KE DON :
sU DUNG THUOC

VIEN NEN

AcenocoumaroL§)

Acenocoumarol 1 mg

DE XA TAM TAY CUA TRE EM.
THUGC NAY CHI DUNG THEO BON THUGC.
DOC KY HUGNG DAN SU DUNG TRUGC KHI DUNG

THANH PHAN: M&i vidn nén chifa:

A I 1,00 mg

Ta duge vita di 1 vién nén. (Lactose; Hypromellose; Tinh b3t ngd; Colloidal silicon dioxid; Magnesi stearat; Talc).
CHI BINH: Bidu tr va ngén ngifa b&nh nghén mach. {

LIEU LUGNG VA CACH DUNG:

Dién 58 myc tiéu chung

- Sy nhay cdm voi céc chét khang déng méu bién d8i tif b§nh nhan nay sang bénh nhan khac va cling cd thé thay
d8i bét thuding trong qud trinh diéu tri. Vi thé, céin thyc hign kifm tra thudng xuyén thai gian prothrombin (PT)/ T 18
binh thuding cla qudc 1& (INR) va theo dé didu chinh lidu cho bénh nhan. Néu khéng thé thuc hién dugc, khang ding
acenocoumarol,

- Acenocoumars| phai duge dung dudng ufing vai lidu don.

Lifu ban dfu:

- Ligu clia acenocoumarol phai dugc cd nhan héa. Néu gid irj PT/INR nim trong khodng binh thuding trudc khi b&t
déu didu tri, thai bidu liéu sau dugc khuyéin cdo:

- Lidu ban ddu 6 ich ndm trong khodng 2 mg/ngay dén 4 mg/ngay, khéng ding liéu ban d&u cao han. Viec diéu tr
ciing cd thé bt ddu vdi ché do liédu ban ddu cao han, thuding 6mg vao ngay ddu tién va sang ngay tha hal 1a 4mg.

- Néu thai gian thromboplastin liie ddu I& binh thusing, viéc didu tri phii dude xAy dung véi sy than trong.

- Céc bénh nhan cao tudi (265 tudi), cac bénh nhan bi bénh gan hodc suy tim ning c6 sung huyét gan holc cdc bénh
nhan bj suy dinh duing c thé yéu chu liu thdp han trong qua trinh diéu trf ban ddu va duy 1.

- Do thdi gian thromboplastin phéi duge thyc hién hing ngay & bénh vién bét ddu 1 1iéu thd hai holic thd ba cho dén
khi tinh trang déng mau dude 8n dinh trong khodng myc tidu. ng thdi gian gilia cac

rong ra tré han, iy thudc vao sy 8n dinh cla két qua. Miu mﬁﬁtt '

4n kifm tra cé thé duge m
ke 1 i
Tuén lubn digc thijc hign ciing thai gian trong ngéy. PS = /%mgqv

1

Diéu trj duy tri va céc kifm tra déng mau
- Lifu duy tri cia acenocoumarol thay ddi t bénh nhan ndy sang bénh rihan kI_l'hc va phai duge kifm tra riéng bist
trén co sd gia trj PT/INR. PT/INR phai duge dénh gid & khodng thol gian déu dan nhu it nhat mat 1dn mot théng.

- Liiu duy irl nhin chung néim treng khodng 1 dén Bmg hang ngay tiy thudc viao Bnh nhén ridng biét, cdc bnh khic
trang cd thé, chi dinh lim sang va tAng culing mong mudn khang ddng mau. |

- Tuy thuge vao chi dinh lam sang, tang cudng 16i vu khang dbng mau hoic khodng diéu tri dugc nham 19i nhin chung
ndm gilla cac gid trj INR 2.0 va 3.5. Gid tr| INR cao hon 161 4.5 c6 thé dugc ybu edu cic trudng hgp ridng.

INR* dugc khuyén cédo cho diéu tr] khing déng mau ding duing udng

Chi dinh INR dugc khuyén cdo

Phéng va diéu tr| nghén finh mach ( I:a; gbm tde mach phéi) 20-3.0 =
R&i loan nhip nki 20-30 ow
Sau nhéi méu ca tim (co nguy; cd ting bidn chifng nghén mach) 20-30 s

Céc van tim sinh hoc gid 20-30 T |
Dy phéng. & céc bénh nhan cd hl chidng khang pnna}ﬂ-';nllpid 20-3.0 |
Cac bgnh nhan cé hoi ching khang phospholipid bj nghén finh mach ;i 20-35

dang difiu 1rj bdng thudic khang vitamin K

Cac gid tri cd hoc cha tim 20-35 E

* PT, chi sy gidm clia Vitamin K b thudc céc yéu 18 68ng mau VI, X vé |1, tiy thude vito ddp (ng clia thromboplastin dugc

sif dyng dé kiém tra PT. Sy dap Ung cla thromboplastin clia ting c4 thé so véi ede chulin asi chifu quéic 18 clia 16

chilc y 1 thé gidi duge phén anh bdi chi s8 nhay cdm qudc 18 (IS1). |

“Ti 18 binh thuding quéc 18" (INR) dugc dua ra vdi myc dich chufin hoa PT. INR la 118 ciia PT huyét tudng dugc khang
dbng méu cilia bénh nhan d6i vdi PT huyét twong binh thudng ding cing thromboplastin trong cing hé théng kiém
tra dat 19i néng lye eda gid tr| duge dinh nghia bdi chi 88 nhay edm quée 8.

Vidge didu tr| khéing tiép tue |

- Nhin chung, sau khi ngung acenocoumarol, thuding khéng cd mguy hiém vé tng dbng mau phin dng va vi vy
khéing cén thidt dua ra lu ding duge gidm 1 1. Tuy nhién, rong cée truting help rit hidm, & mdt &8 banh nhan cb
nguy cd cao (vi dy: sau nhéi méu ca tim), viéc ngung thudc phai t ti. |

Quén lidu
- Tac dung khéang déng mau cla acenocoumarol kéo dai hdn 24 gid. N&u bénh nhin quén dung liéu da dugc ké dan
tal théi bigu d dinh, liéu phéi dugc ding cang sdm cang 18t trong cling ngay. Bénh nhan khéng nén ding liéu da
quén bdng diing gép d6i lidu hang ngay a8 bl cho cde idu bj quén, nhung phai tham khio trd lal bac i didu tr

Sy chuyén a8l tis diéu tr| biing heparin

- Trong céc trang thai lam sang yéu cdu khang ddng méu nhanh, diéu tr ban ddu bang heparin dugc thich han vi tac
dyng khéng dbng mau ciia acenocoumarol chdm. Viéc chuyén di sang acenocoumarol c6 thé bt ddu ding thisi vai
diéu tri bling heparin hodc cé thé chdm lai tly thudc vao trang thai 1am sang. B 8&m bao khang ddng mau tidp dién,
khuy@n cdo nén ti€p tuc ké don diéu trj blng heparin A fi8u trong it nhat 4 ngay sau khi bt ddu didu trj bling
acenccoumarol va tifp tyc difu tri bling heparin dén khi INR nAm trong khodng muc tibu It nhit hal ngay lién tye.

Trong gial doan chuyén adi, gidm sat chiat téc dyng khang ddng méu I4 cén thist,

Biéu tr| trong nha khoa va phiiu thudt

- Céc bénh nhan ding acenocoumaral, ngudi tral gua qua trinh phiu thust ho#ic xAm 1&n yéu cAu tham db chat ché
tinh trang déng mdu clia ho. O céc didu kign xéc dinh, nh khi vi tri phiu thugt bj gidi han va c6 thé tiép can dugc
cho phép sU dung hiu qua cdc quy trinh tai chd cho viéc cdm mau, cdc qua trinh nha khoa va philu thudt r8t nhd cé
thé duge thyc hign trong qua trinh khdng déng mau dudc €p didn, khéng cé nguy co xut huy&t qua mdc. Quyst
dinh ngung acenocoumarol, thim chi trong mét thdi glan ngén, phai cn thin xem xét cdc nguy cd v cdc Il ich rigng
1&. Viéc dua vio kifu bic clu diéu tri khang dang mau, nhu ding heparin phai dya trén dénh gia cfn than cde nguy
cd the mach va chdy méu

Dén sé diic bigt

Suy thin

+ Acenocoumarol khéng dugc khuyén ding cho bénh nhén suy thiin néing do ting nguy co xufit huydt. Phai than
trong & cac bénh nhdn suy thdn nhe va vira.

Suy gan

+ Acenocoumarol khéng duge khuyén ding cho bénh nhin suy gan ndng do tng nguy cd xudt huy&t, Phai than trong
& céc bénh nhan suy gan nhe va vira.

Dén 56 tré am

- Kinh nghigm vé thudc khéng dong mau ding dudng ufng bao gém acenocoumarol & tré em con han ché. Than
frong va gidm sdt thuing xuyén han thdi glan prothrombin va INR dugc khuyén cdo.

- Ngudii cao tudi: liéu thap hon dugc khuyén céo, liéu cia ngudi I9n co thé di cho cac bénh nhan Idn wai. Than trong
va gidm a1 thudng xuyén hon thdi gian prothrombin va INR duge khuyén cdo.

Cidch ding 3

- Lidu hang ngay phai ludn ludn duge ding vao cing mdt thai diém trong ngay. Vién thufic phai duge nudt nguyén
Vi nude.

CHONG CHI BINH

- Qua mén cidm vdi acenocoumarol, cic din xulit cda coumarin hay thanh phén cé irong thudc.

= Phy nii mang thai.

- Nguai gia y&u, nghién rugu, bj réi loan thin kinh holic ngudl khding cd sy gidm sét.

- Tl c& céc didu kign vé nguy co xudt huyt qué mde cb thé co Igi ich vé lam sang nhu: tang xulit huyét va/hoic
loan thé tang xut huyét.

- Ngay trudc, hodc sau phiu thudt Irén hé thén kinh trung Wong ho&c mét va phiu thuat chén thudng lidn quan dén
sy phai bay qua muc cla cée md.

- Loét tibu hoa hodc xufit huy8t bd méay da day - rudt, by may nidu-sinh dyc hodc hé hd hip.

- Xudt huy&t mach méu ndo,

=Viam mang ngodi tim cép; chiy dich thé mang ngoai tim.

- Viém nhiém mang trong tim.

- T&ng huyét &p néing.

- Suy gan néng hodic suy thdn ndng va cée trudng hgp hoat déng phan hiy fibrin tang theo cdc hoat ddng cia phéi,
tiin gt tuy&n hoéic tif cung.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Suy gan

- Phéi than trong & cdc bénh nhin suy gan nhe va virta v sy t8ng holp cic yéu 18 déng méu cd thé bi suy gidm hodc
6 thé cé hoat ddng bt thudng cda tiu cdu.

Suy than .

- Do kha ndgg tich iy cac chit chuyén hoa khi bj suy gidm chic ning than, phal than trong & céc bénh nhan suy

MQQ NQQ trong phai duge thyc hién, vi sung huyét co thé gidm hoat tinh

clia gamma-carboxyl héda clia cac y&u 18 déng mau. Tuy nhién, vdi sy phyc héi cla sung huyét gan, cdn thist cé thé
tng lidu.

Huyét hoc

- Phii th&n trong véi cdc bénh nhan da biét hodc nghi ngd (nhu: chiy maAu bt thuding sau bj thuang) thigu hyt protein
C hodc protein 5.

Dén s8 déc bigt

- 0 cAc bénh nhan tré em va idn tubi (=65 tudi), thén trong va gidm sat thudng xuyén hon thi gian prothrombin va
INR duge khuyén cdo.

Céc thé khéc

- Gidm sdt y t§ nghidm nglit phdi duge thye hidn trong cdc trudng hgp bénh holic difu kidn cé thé gidm lan két
protein ela acenocoumaral (nhi: eudng gidp, u, bénh thin, viém va nhidm tring).

- Cée réi loan &nh huding d8n sy h&p thu clia da day-rudt oo thé thay d8i téc dung khang dbng mau clia acenocoumarol.
- Trong qué trinh difu tri bAng cdc thube khdng dng mau, tem trong cd c6 thé gly budu mau va phdl dude tranh,
Tiém dudi da va tiém finh mach cé thé thifc hién ma khéng gy bién ching nay.

- Cham séc that ki phal duge thiic hign 1a clin thigt d& nit ngéin PT/ANR (thai glan thromboplastin} cho qué trinh chdn
dodn hoéic didu tri (nhu: chyp X quang, choc db tiy séng, phdiu thust rdt nhd, nhé ring . . ).

- CAc bénh nhin cé vén dé di truyén hifm vé dung nap galaciose, sy thifu Lapp lactase hodc kém hiip thu
glucose-galactose khéng dugc ding thusc nay.

THOI KY MANG THAI

- D& b thing k& khodng 4% di dang thai nhj khi ngudi me ding thufic nay trong quy ddu thai ky. Vao cac quy sau,
viin thdy co nguy cd (c& sdy thai). Vi vay chi ding thudc khi khting thé cho heparin.

THOI K; CHO CON BU

~Tranh cho con bu. N&u phai cho bl thi nén b vitamin K cho dda tré.

Khéng ding thudc cho phy nil eé thal va nudl con bid, vi thudc di qua nhau thai va sifa me.

TUONG TAC THUSC:

- Rt nhiu thudc oo thé tudng téc vdi thubc khang vitamin K nén cén theo dbi ngudl bénh 3-4 ngay sau khi thém hay
bdt thudc phdi hgp.

Chéng chi dinh phél hgp

- Aspirin (nh&t 1 vai lidu cac trén 3 g/ngay) lam ting tac dyng chding ddng méu vé& nguy cd chidy mau do Uc chif kit
14p tifu cdu va chuyén dich thufic udf? chiing déng mau ra khdi lign k1 vai protein huyét tudng.

- Miconazol: Xu&t huyét bét ngty cd thé ndng do tAng dang ty do trong méu v dc ché chuyén héa cla thudc khang
vitamin K

- Phenylbutazon lam t&ng tdc dung chdng déng mau két hgp vai kich dng niém mac duding tidu hoa.

- Thuéic chdng viém khéng steroid nhom pyrazol: tang nguy cd chiy mau do dc ché tidu cdu va kich Ung niém mac
Mng tiéu héa.

Khéng nén phéi hgp:

- Aspirin vdi lifu dudi 3 g/ingay.

- Cac thufie chéng viém khéng steroid, ké ci loal dc chil chon loe COX-2.

- Cloramphenicol: Ting tae dyng cla thufic ubng chéng ddng mdu do lam gidm chuyén héa thuSc nay tai gan. Néu
khéng thé tranh phii hop thi phai kiém tra INR thudng xuyén hon, hidu chinh lidu trong vé sau B ngay ngiing
cloramphenicol.

- Diffunisal: Téng tac dung cba thubc udng chéng déng méu do canh tranh lién kéft vdl protein huyét tuong.

- Nén ding thubc giam dau khae, thi dy Paracetamol.

Thén trong khi phél hgp:

- Allopurinol, aminoglutethimid, amiodaron, androgen, thuic =héing trm cam cuding serotonin, benzbromaron,




bosentan, carbamazepin, cephalosporin, cimetidin (trén 800 mg/ngay), cisaprid, cholestyramin, corticoid {orlt
hydrocortison ding diéu tri thay thé trong bénh Addison), cyclin, thufic gay déc t& bao, fibrat, céc azol tri ndm,
fiuoroquinolon, céc loal heparin, ndi 18t 15 tuyén gidp, thuéc gdy cdm Ung enzym, cic stalin, macrolid (wrUf
spiramycin), neviparin, efavirenz, nham imidazol, orlistat, p itylin, ph . prop ir, lopinavir, mégt
s sulfamid (sulfamethoxazol, sulfafurazol, sulfamethizol), sucralial, thuSc tri ung thu (tamoxifen, raloxifen), tibolon,
vitamin E 1rén 500 mg/ngay, nigu, thudc ching lap ket tifu clu, thuc tisu huyét khsi,  cing lam thay a6i téc dyng
chiing déng mau.

Al U7 LG CUI L
- Allopurinol; Anabolic steroids; Androgen.
- Thudic ching loan nhip tim (nhu amiodarone, quinidine).

- Thue khéng sinh, khang sinh phé réng (nhu amoxicillin, coamoxiclav) macrolid (nhy erythromyein, clarithromycin).
- Cephalosporin thé ha thil hai va thil ba.
- Metronidazole; Quinolone (nhu ciprofloxacin,

Fibrates (nhu acid clofibric).

- Céc din xufl clia fibrates holic cé clu tric tudng ty (nhu gemfibrozil, fenofibrate);

- Disulfiram; Etacrynic acid; Glucagon; Thubc khang H, (nhu cimetidine).

- Céc diin xudt clia imidazole | le, fi la, k zole, m )

it I; Sulfc ides (bao gém cé co-tri Antidiabetic (glibenclamide).
16 tuyén giap (dextrothyroxine).
; Sulphonyi ( i

) Tetracycli yein; Chlaramphenicol;

- Kich thich
- Sulfinp

P ¥ P I

- Stalin tatin,

- Géc chiit iic ché sy tai hip thu serotonin chon loc (fluoxetine, paroxetine); Tamoxifen; 5-fluorouracil; Tramadol.
- Corticosteroid {methylprednisolone, prednisone).

- Cdc chét U ché clia CYP2CH, thudc cdm mau bao gm heparin; chit tc ché tiéu cdu (clopidogrel, dip
acid salicylic va cdc diin xulit nhu acetylsalicylic axit, para-amincsalicylic acid; diflunisal, phenylb va céc din
xufit pyrazolone (sulfinpyrazone); ch&t chiing viém khang steroid (NSAIDs) bao gém thuic Uc ché COX-2 (celecoxib)
va methylprednisolone. Chiing cé thé lam ting nguy co xult huy&t, Trong truding hgp viéc sit dyng ddng thai la khang
thé trénh khdi thi viéc xét nghiém dong mau nén dugc thyc hign thuding xuyén,

gLy dong m RGO

yridamole),

- .

- Cac loai thufc chdng ung thu (azathioprine, 6

Colestyramine; Griseofulvin, Thude trdnh thai; Rifampicin.

- Céc thufic Igi tiu; cdc tac nhan gay cim dng: CYP2C19, CYP2CS hodc CYP3A4.

- Mgoal ta. thudic Uc ché protease (indimavir, neffinavir, ritonavir, saguinavir) ciing cé Anh hudng dén tac dyng ehdng

déng mau ciia thufic va chua cd bdo cdo néo vé vide ting hay gidm hoat ddng ching déng mau cla thufic.

- Néng 48 hydantoin trong huy&t thanh c6 thé tng khi difu tirf déng thai vai nhilng din xudt clia hydantoin (nhu

phenytain).

- Acenocoumarol co thé lam ting tac dyng ha duding huy#t khi si dung nhiing din xufit cda sulphonylurea (nhu

glibenclamide, glimepiride).

- Bénh nhén bj r8i loan chic nang gan khi didu tr vdi Acenocoumarol nén han ché ulng rugu.

- Khi diéu trj véi Acenocoumarol, bénh nhan nén trdnh udng nudc ép cha qué quét. TAng cudng gidm sat va theo dbi

INR ddi vdi bénh nhan thuding xuyén sif dung nudc ép quét.

- Khtéing duge phéi hgp vai aspirin liu cao, thufic ching viem khéng sterald nhan pyrazol, miconazol ding duding

mmmﬂmﬂg‘,é‘ yio l, cl henicol, diflunisal.

TAC DUNG KHONG MONG MUGN:

- Céc biu hign chaly mau 14 bin ching hay gép nhat, co thé) end. U ;

chi, cdc phii tang, trong & byng, trong nhiin cdu, ol I Ig a

- Bdi khi xdy ra tiéu chiy (c6 thé kém theo phan nhim ma), dau khop riling

- Higm khi x&y ra: Rung t6c; hoal tl da khu tri, c6 thé do di truyén thigu protein C hay déng yéu 18 i& protein 5; min

da di ng.

- Rét higém thdy bj viém mach méu, tn thuong gan.

- Xuiit huyé! trong cdc co quan ndi lang khéc nhau do lifu lugng thudic sif dyung, 8¢ twéi cla bénh nhiin va bin chat

clia cdc bénh tiém &n (nhung khang phéi trong thisi gian diéu tri). Gdc vi tri xudit huydt co thé thiy o: da day, rudt,

nio, dudng nigu sinh dyc, 1l cung, gan, thi mé&t va mal. Néu xuat huyét xay ra & mot bénh nhan vdi mdt thai gian

:ﬁmrnbnp-lwln trong pham vi didu tri, chéin dodn tinh trang cia bénh nhin phai dugc xéc dinh 13 dé cé bién phap
iéu tri thich hop.

- DI khi xudt hiéin cdic tridu ching lién quan dén coumarin va din chét cia nd nhu: rGi loan da day-rudt (mét cam

gige ngon miéng, budn nén, ndn), di tng (ndi mé day vA phat ban, vidm da va s&1), rung toe, xulit huyél hogi i da

(do thiu hyt protein C va protein S bdm sinh), viém mach va 18n thudng gan.

Hiém gép cie tinh trang sau:

- Phén Ung dj dng (vi dy: mé day, phat ban).

- Viém mach.

- Rfi loan tiéu héa, mét cdm gidc ngon migng, budn ndn, &i mia.

- Xufit hién ching rung téc.

REt him: Xullt huyét hogi th da (thuding két hop vl thifu hut protein € bm sinh hodic protein déng y8u 18 cha nd S)

Théng béo cho bic s§ nhing tic dyng khéng mong mudn gép phai khi sdf dyng thude.

QuA LIEU VA XU TRi:

- Xt trf qué Hu thuding can cif vao INR va cic dfu hiéu chiy mau, cac bidn phap difu chinh phii tuln 1 08 khdng

gy nguy co huyét khdi.

- Néu INR & trén viang diéu trj nhung dudi 5, va ngudi bnh khong ¢ bidu hién chay mau hodc khang cén higu chinh

NHEfAN GBNG MaU Irudc phiu ult: B4 1 14n ubing thudc, rdi lal 1i6p e diBu tr| val Idu thap hon khi a8 dal INF mong

mutin. Néu INR rit gén vdi INR mong mudn, thi gidm li§u ma khéng cén phi bd 1&n ubng thubc.

- Néu INR trén 5 va dudi 9, ma ngudi bénh khéng cé bidu hién chiy mau khac ngoai chdy mau Igi hodc chiy mau

cam: B& 1 holic 2 1&n ubng thubc chéng déng mau, do INR thudng xuyén han rdi khi da dat INR mong mudn, udng

lai thuic v lidu thap hon. NEu ngudi bénh cé céc nguy co chiy mau khéc, bd 1 1n uling thubc va cho diing vitamin

K 1 2,5 mg theo duding ufing, hojic 0,5-1mg theo duding tinh mach chim trong 1 gid.

- NEu INR trén 8 ma khéing cé chdy méu, bd 1 1in uing thuSc va dang vitamin K tit 3- Smg theo dudng ubng, hodc

1-1,5mg theo duting truyén finh mach chém trong 1 gidl cho phép gidm INR trong vong 24-48 gid; sau dé lal ding

acenocoumarol vdi lidu thap hon, theo dbi INR thuding xuyén va néu céin I8p lai difu trj vdi vitamin K.

- N6u céin phéi higu chinh nhanh téc dyng chéng dong mau trong trudng hgp cé biu hign chiy mau niing holic qué

liu n&ng (thi dy INR trén 20), ding mdt lidu 10mg vitamin K tiém finh mach chdm vé thy theo yéu céu cdn clp ciu,

phéi hgp véi huydt tuong tugi déng lanh. Co thé vitamin K nhdc lai tiing 12 gid mdt1&n. Sau khi didu trj vitamin K ifu

cao, cd thé c6 mét khodng ihai gian trudc khi cd sy trd 13 higu lyc cia thuSc khéng vitamin K. N§u phai ding lai thubc

dbng mdu, cdn xem xét ding heparin trong mat thai gian.

- Trudng heip ngd @oc do tai nan, thi cing phai ddnh gid theo INR va bidu hign bisin ching chly méu. Phai do INR

nhiéu ngay sau dé (2-5 ngdy), c6 tinh d&n niia dai kéo dal cla thulc chng dang mau.

- Trong truéing hgp dang qud lidu, hily dua bnh nhan dén phong clp ciu gén nhit 0€ dugc didu trj hi trg.

- Trighu chung: xudt huy&t xdy ra trong vong 1 - 5 ngay sau khi udng, chy méu mii, ho ra mau, xudt huyst da day —

rugt, chily mdu &m dao, dai ra mau, xuit huy§t dudi da, nudu, 1 cung va céc khdp, Hon nla con xullt hign cac trigu

ching: nhip tim nhanh, tyt huyét dp, rfi loan tun hoan ngoai vi, bufin nbn, tiéu chiy, dau bung.

- Bllt._l trl: Sy cén thigt diéu tri bAing céch rila da day, thém than hoat tinh va wing cholestyramine gidp ting cuding

thai trif thuBe. Nhiling Igi ich clia nhiing phudng phap didu tri cin dugc can ddi voi nguy co chiy mau ciia mbi banh nhan,

{Phencbarbital); Carb:

Chi y:

- Rita da day c6 thé lam tang nguy co chdy mau da day.

- Khéing nén ding Vitamin K lam chit ddi khang, nhét la nhiing bénh nhén yéu céu ding thutic chBng dang lién tyc
nhu bénh nh&n dung van tim nhan tao.

DUQC LYC HOC:

Acenocoumarol la thufic uing chdng dong, ’
Acenocoumarol 14 thudc khang vitamin K chéng dong mdu gidn tiflp. Vitamin K dang khil déng vai tré nhu
carboxylase chuyén acid glutamic thanh acid gamma-carboxyglutamic Irén céc y&u 1 ddng mau. Do do mé lam giam
cac ydu 15 d8hg'mau nhu prothrombin (yéu 6 11), cdc yéu 18 VI, IX, X va cdc protein Cva S

- Sau khi uling, cdc khang vitamin K gay ha prothrombin duy tri trong mau khoang 36 dén 72 giv. Diéu tri bing thudc
khéng vitamin K d6i héi nhiéu ngay. Sau khi nging thudc, téc dyng chiing 8dng mau con cd thif kéo dal thém 2 - 3
ngéy. Thuic han ché dugc sy phat trién ciia c4e cyc huyét khii da cé trude va ngn ngla duge cac tridu chdng huydt
khii the mach thir phat, tuy khang o6 tac dung tiéu huy&t khsi tngc ti€p vi khéing ddo nguge dugc thuong tdn cia mo
b thidu mau cue bd.

arol 1& hén hgp ic chia déng phan déi hinh quang hoc A(+) va S(-).

- Acanocoumarol hdp thu nhanh sau khi ung; it nh! 60% liu dung hién dién trong hé tufin hoan, Néng d§ dinh trong

"huyét tuong dat dugc sau 1-3 gits dung don liéu 10mg va gid tri AUC tf I thudn vai liu ding trong khong 8-16mg.
- Khéing ed sy iong quan gida néng a8 trong huyét tuang clia irol vé mdc prothrombin 18 réng cé thé
dugc thigt 1ap, do sai bigt néng 86 thudc trong huyét tudng gidla cdc bénh nhan.

Phiin bé:

- Hon 98% acenacoumaral ghn k&t vdi protein, chi ySu vdi albumin. Thé tich phan b 0.16-0.18 Likg cho déi hinh

R(+) vé 0.22-0.34 Likg cho @81 hinh S(-).

Chuyén hoa:

Acenocoumaral dugc chuyfin héa mot cdch rgng khilp, sy hydroxyl héa 6- va 7- clia cé hal d6i hinh cla acenocouma-

rol I& chét chuyén héa chinh va cytochrome P450 2C9 1 nai chinh chuyén hoa tao thanh bén chdt chuyén hoa nay.

Cac man khac lién quan dén quéa trinh chuyén hoa (R)-acenocoumarol 18 CYP1AZ va CYP2C19, Bang vigc khi

nhém keto, hai chét chuy8n hoa carbinol dugc tao thanh, Vide khit nhém nitro tao thanh chét chuyén hoa amino.

Khiing co chét chuyén héa nao trong nhém chét nay co tac dung khdng ddng médu & ngudi, nhung 18t cd ching cé

tac dyung & ddng vat. Tinh chét cé thé bién adi gen lién quan CYP2CS gidi thich cho 14% bién dfi lién quan dén dap

Ung dugc lye hoc cda acenocoumaral.

Thal tris

=Thai glan ban thdi clia acenocoumarol 1 huyét tuong ti & dén 11 gid: Lugng thanh thai huyét tuong dat 3.65 Ligid

sau khi ufing. T8ng thanh thai huy8t tuong cla déi hinh A{+) cda acenocoumarol, c6 hoat tinh khang ddng méu cao

han dang ké, thi thp han d&i hinh S(-).

- 20% duge thal trif qua phan vé 0% trong nuide idu, vai dudi 0.2% éu ding bai 118t qua than dudi dang khong ddi.
Déin s& dc bigt

- Bé&nh nhén lao khoa

+ Néng 68 thufic trong huyét tuong thuding cac han & cac bénh nhén 70 tudi hay cao han khi so sdnh vdi cac bénh
nhén tré twéi hon, sau khi ding cing iéu.

- Suy thén

+ Khéng cé sdn thang tin duge IAm sang clia acenocoumarol & bénh nhin suy than. Dya trén sy thai iri dudng tiéu
ciia acenocoumarol, khd néing tich Iiy céc chét chuyén héa & bénh nhan suy chic néng than khang thé dugc logi
trit, Vi ﬁg acenocoumarol dugc chéng chi dinh A bénh nhan suy thin néing va phai thin trong & cdc bénh nhan

v

mthuoc.com :

+ Khéng cé san thong tin duge 1&m sang cha acenocoumarol & bénh nhan suy gan. Dya trén sy chuyéin héa cia

acenocoumarol, va kha néng hoat ddng ciia men khil, CYP2C9, CYP1A2 va CYP3A4, db thanh thii rd rang bj gidm.

Vi thé ding acenocoumarol duge chéng chi dinh & bénh nhén suy gan néng va phai thén trong & céac bénh nhan suy

gan nhe va via.

- Sécihc

+ Hé théng men CYP2GS cho thily nhiéu loai va tén s cla ching trong cdng déng Ia khic nhau. © cdc viing chau

Au, bac Phi, Tay A va An B9, cé kifu CYP2C9°2 va CYP2C9°3 vdi thn s 1a 12% va 8%. Céc bénh nhin co mdt

holie nhidu bifin thé gen tuong Ung CYP2CE niy gidm dd thanh théi clia S-acenocoumarol. Cac bénh nhin & chau

Phi, CYP2C9'2 va CYP2C9'3 c6 t4n s6 gen tuong ing thap hon 1-4% va 0.5-2.3%, dugc 50 sénh vdi cac ving chau

Au, bic Phi, Tay A va An BB. Ngudi Nhat c6 1dn s6 gen tudng iing thép hon 1A 0.1% va 1-6% cho CYP2C9°2 va

CYP2C9*3.

+ Liéu duy tri clia acenocoumarol khac nhau dya trén kidu gen.

+ Thng tin chi 8t vl liéu duy tri ki vong va trung binh dya trén kifu gen CYP2CB dude trinh bay & Béng 1:

Bing 1 kidu gen CYP2CS va lifu duy tri clia acenocoumarol

K gen " (moftudn) 0 (notute) | | Ebamxi
CYP2C9"1 168 174 87 158 23-61
CYP2C9'2 80 144 6.3 135 35-3715
CYP2C2'3 48 1.0 21 105 23-22

BONG p 3 vix 10 vién nén. ” ia

52: m o réo, trénh dnh sdng, nhit d§ khdng qua 30°C,

HAN : 36 thang ké 1 ngay sin xufit

TIEU CHUAN: TCCS.

* Nha sén xudt
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