RXrhuscreoon . HUGNG DAN
sU DUNG THUGC
EN NEN ]

ACENOCOUMAROL

Acenocoumarol 1 mg

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

THANH PHAN: M&i vién nén chia:

Acenocoumarndl ... .......1,00 mg

Té dugc via di 1 vign nén. (Lactose; Hypromellose: Tinh bt ngé: Colioidal sihnfm dioxid; Magnesi stearat; Taic).

CHI BINH: Diéu Ir| va ngan ngia bénh nghén mach,

LIEU LUGNG VA CACH DUNG:

Dén 88 mye téu chung

- Sy nhay cdm vdi c&c chat khang dong mau bién ddi tr bénh nhan ndy sang bénh nhin khas va cling b thé thay

d6i bét thuing trong qua trinh diéu tri. VI thé, céin thuc hign kidm tra thuding xuyén thai gian prothrombin (PT) T1 &

binh thuding cia quéc t& (INR) va theo do didu chinh liéu cho bé&nh nhén. NEu khing thé thuic hién duge, khitng ding

acenocoumarol,

- Acenocoumarol phai dugc dong duding udng vol liéu dan

Liu ban dfu:

- Lidu cba acenocoumarcl phai duge cd nhén hda. Méu gia iri PT/INR n&m trong khodng binh thuing trudc khi bt

ddu diu trl, thai bidu li§u sau duge khuyén céo:

- Ligu ban d&u co ich ndm trong khodng 2 mo/ngay dén 4 mg/ngay, khang dung du ban ddu cao hon. Vise didu tr|

ciing cé thé bt ddu vdl chi§ 0 |y ban ddu cao hon, thugng Bmy vio ngay déu tén va sang ngay thd hal 1 4mg.

- NEu thisi gian thromboplastin lic du 18 binh thudng, viéc difu tr] phil dugc xay dyng vdi sy than trong,

- Cac bgnh nhan cao 1u8l (=65 Wwai), c4c benh nhén bj bénh gan hofic suy tim rAng cé sung huyét gan hodc cac bénh

nhén bj suy dinh dudng ¢ thé yéu céu lifu thiip hon trong qué trinh didu trj ban d&u va duy r

- Bo thiil gian thromboplastin phal duge thye hién hang ngay & bénh vién bat dduw 10 léu thi hal hodc thi ba cho dén

khi tinh trang déng mau duge 8n dinh trong khedng myc lidu. Khodng thei gian giia cac in kiém tra cé thé duge mi

rdng ra trd hon, tiy thudc vao sy 6n dinh ciia két quad. MAu mau d thc hién céc kidm tra & phang thi nghidm phai
“lubn lubn duge thyc Rign cling thaf gian frong ngay. LT T e—aa— i

Biéu tr] duy tri va céc kiém tra déng mdu

- Ligu duy il cla acenocoumarol thay d8i tit bénh nhan nay sang bénh nhan kac va phai duoc kidm tra riéng bigt

trén co 58 gid trf PTANA, PTANRA phal duge déanh gid & khodng thal glan déu dan nhu It nhat mét 1&n mat théng,

- Ligu duy tri nhin chung nlim trong khodng 1 d&n Bmg héng ngay iy thude viio Banh nhan féng bigt, cdc bénh khac

trong cd thé, chi dinh |4m sAng vA tang cudng mong musn khang déng mAu.

- Tay thufc vio chi dinh 1am sing, t8ng cudng 151 uu khang dbng mau hode khodng didu tri duge nhdm 19 nhin chung

néim gilta cdc gid trf INR 2.0 va 3.5. Gid 1 INR cao hon 181 4.5 ¢4 thé dugc yéu elu céc trudng hop riéng.

INR* duge khuyén céo cho diéu tri khdng déng méu diing duting udng

Trong gial doan chuyén di, giam sat chit tac dung khang déng méu |a cdn thift

Biéu tr| trong nha khoa va phiu thufit

- Cac bénh nhin diing acenocoumarel, ngudi trai qua qud trinh ph&u thult hofic xAm 18n yéu cdu tham db chat ché
finh trang déng méu cla ho, & céc didu kidn xéc dinh, nhu khi vj trf phiu thulit bi giol han va eb thé tidp can duge
cho phép sif dyng higu qué cac quy trinh tai chd cho vige cAm méu, cdc qua trinh nha khoa va phliu thudt réit nhd co
thé duge thue hidn trang qua trinh khing d8ng mau dugc Hp din, khong b nguy cd xullt huyét qué mdc. Quyst
d|nh ngiing acenocoumarol, thim chi trong mét thal gian ngén, phii céin thiin xem xé1 cdc nguy oo vA cde Il ich rigng
1&. Viéc dua véo kidu bic céu didu tri khdng dang mau, nhu diing heparin phai dua trén dénh gid cdn than cdc nguy
cd tic mach va chiy mau

Dén s6 dic bigt

Suy thén

+ Acenocoumarel khéng dugc khuyén ding che bénh nhin suy thin ndng do 1ang nguy cd xudt huydl Phii thin
irong & cac bénh nhdn suy thin nhe va via

Suy gan

+ Acanocoumarol khang dugc khuyén ding cho bénh nhén suy gan n&ng do t&ng nguy co xudt huyét, Phai than trong
@ cde bénh nhén suy gan nhe va vila,

Din =8 tré em

- Kinh nghiém vé thufic khéng ddng mau ding dudng ulng bao gbm acenccoumarol & tré em cén han chi. Than
trong va gigm sa1 thudng xuyén hon thdi gian prothrombin v INR dugc khuyén cdo,

- Ngudi cao tudi: libu thip hdn duge khuyén cio, lidu clia ngudi 1dn cé thé dl cho cde bénh nhan Idn tudi. Than trong
v giam =4t thudng xuy&n han thal gian prothrombin va INR duge khuyén cdo.

Cach ding

- Lifu hang ngay phal ludn lubn duge ding vao cing mdt thél diém trony ngay. Vién thutic phai duge nudt nguyén
vl nude.

CHONG CHI BINH

- Qud min edm vl acenocoumaral, cac din xudt elia coumarin hay thanh phin ed trong thudic.

- Phu nil mang thal.

- Nouti gia yéu, nghién rugu, bi réi logn thin kinh hodc nguéi khang ¢b sy gidm sat.

- Tt c& céc difu kién v& nguy cd xudt huy&t qua mifc cd thé co gi ich vé 1am sang nhu: tang xust huyst vamolc
ioan the tang xult huyst.

- Ngay trudc, hofic sau phiu thudt trén hé thén kinh trung vong hodc mét va phiu thudt chén thuong lién quan dén
sy phol bay qué mic clia cécmd,

- Loét tidu hoa hofie xuft huydt bd may da day - rudt, b may nidu-sinh dyc hode hé hd hip.

- Xu#t huydt mach mau nio.

= Vigm mang ngodl tim céip; chiy dich thé mang ngoal tim.

- Vigm nhidm mang trong tim,

- Tang huyét ap nfing.

- Suy gan nang hodc suy thin néng va che truding hgp hoat ding phan hiy fibrin tng theo cde hoat déng cia phél,
fign 181 tuyén hodc 1 cung.

CANH BAO VA THAN TRONG KHI DUNG THUBC:

gan
- Phil than trong & cée bénh nhan suy gan nhe va vila vi sy tdng hop céc y8u 18 déng mau cd thé bj suy gidm holic
b thé cd hoat dong bat thudng cla tidu céu.

Suy than -

- Do khd n&ng tich 10y céc chét chuyén hda khi bl suy giim chic néng thiin, phal than trong & cdc bénh nhin suy
h&n nhe va vira,

“Suy tim . e —— ————
- Trong suy tim néing, thal biu vé lidu v& clng thiin trong phal duge thyc hign, vi sung huyét cé thé gidm hoat tink

cia ga;'nma-carhuxyl héa cla céc yéu 1 déng mau. Tuy nhién, véi sy phyc hdi cila sung huy&t gan, cén thiét co thé

tng NEu.

Huy#t hoe

- Phii than trong vdi cédc bénh nhian a3 biét hoéic nghi ngd (nhu: chiy mau bét thudng sau bj thuang) thigu hyt protein

€ holic protein 5.

Dén =5 diic biét

- 0 g4z bétnh nhiin ré em va lan tubi (=66 twéi), han trong v giam sat thuding xuyén hon thai gian prothrombin va

INR duge khuyéin cdo.

Céc thé khic

- Gidm sdt y 18 nghidm ngiit phii duge thye hidn trong cde truding hop bénh hodc difu kign cd th gidm lidn kel

protein-cia acenocoumaral (Nhu; cudng gidp, u, bénh than, vibm va ahidm tring).

- Gac rdl loan &nh huding dén sy hdp thu clia da day-rubt cd thil thay 6 tic dung khang dbng mau cdia acenocoumarsl,

- Trong qud trinh difiu i bling cdc thuSc khing déng mau, itm trong cd od thé gy budu mau vA phdi duge trénh.

Tiém dudi da va tigm finh mach c6 thé thue hign ma khing gay bisn ching ndy.

- Cham soc that ki phai duge thue hign 14 cdn thidt d& rut ngdn PT/INR (thai gian thrombogpiastin cho qua trinh chin

dodn hoac didu tri (nhu: chyp X quang, choc db iy s6ng, phiu thudt rit nhd, nhé ring . . ).

- Cac bénh nhdn cd vAn a8 di truydn him vé dung nap galactose, sy thifu Lepp lactase hofc kém hip thu
i

Chi dinh INR duge khuyén clio |
Phong va didu tn nghén nnr; mach | bao gbm tdc mach phiiy -;.c.} =30 3
Adi loan nhip ikl 2.0-3.0

Sau nhéi mdu cd tim (cé nguy cd ting bidn chiing nghén mach) 20-3.0

Céc van lm sinh hoc gid 20-30

Du phong 4§ cac bénh nhan cd hdi chiing khang phospholipid 20-30 E
Céo bgnh nhan ca hii chiing khang phaspholipid bi nghén tinh mach 20-35 T

dang diéu tri bing thusc khang vitamin K

Céc gia i cd hoe cia tim 20-35 "

* PT, chi sy glim clia Vitamin K 18 thube céc y8u 15 dng mau VIL, X vé Il tiy thude viio dép ing clia thromboplastin dugc
sit dung 08 kiém tra PT. Su dap (ing cila thromboplastin cia ting cd thé so vdileac chudn A8i chifu que & cia 18
chie y 18 thé gidi duge phan dnh bdl chi 55 nhay cdm quiic 1 (IS1).

“TT18 binh thuéing quéc 18" (INA) duge dua ra véi myc dich chulin hda PT. INA i & cia PT huyét Wong duge khang
déng mau clia bnh nhan déi vél PT huydt Wigng binh thudng ding cing thromboplastin trong cing hé théng kidm
tra dat tdi nang Iyc cda gia tri dugc dinh nghfa bdi chi s8 nhay cim qudc té.

Vigc didu tri khéng ti€p tye

- Nhin chung, sau khi ngung acenccoumarol, thudng khong c6 nguy hidm vé Mng ddng mau phin dng va vl vy
khoing céin thidt dua ra I§u ding duge gidm 1 tif. Tuy nhién, trong céde truling hidp rit hiém, & mot s& bnh nhan oo
nguy oo cao (vi du: sau nhdl mau co tm), viéc ngung thudc phii i tir. i

Quén fiéu
- Tac dyng khdng déng mau cla acenocoumarol kéo dai hon 24 gid. Néu bénh nhan guén ding liéu da duge ké don
tai thai higu 03 dinh, li8u phai duge dung cang som cAng 15t trong cung ngay. Bénh nhan khong nén dang lidu da
quén blng ding gép d8i li8u hiang ngay 48 bl cha cdc liu bi quén, nhung phdi tham khio 1rd tal bac T didu I

Sy chuyén déi tir diéu tr| bng heparin

- Trong céc trang thai 1am sang yéu cu khang déng méu nhanh, diéu irj ban ddu bing heparin duge thich hon vi tac
diyng khang dang mau ciia acenocoumaral cham. Vige chuyén ddi sang acenccolmaral ¢o 1hé bit adu ding thal voi
didu tri bng heparin hoac co thé cham lai tiy thudc vao trang thal 13m s&ng. B8 83m bio khang ddng mau tép dién,
khuyn cdo nén tifp lyc ké don didu tr bAng heparin 40 Iifu trong i nhit 4 ngdy sau khi bt dfu diu i béng
acenocoumaral va Hép tuc didu trf bing heparin dén khi INR ném trong khoding muc fidu |t nhEl hai ngay ign hye.

g khiing duge ding thudic ndy.
THUI KY MANG THAI

- Ba cb théing ké khodng 4% d| dang thal nhj khi nguii me ding thudc niy trong quy d&u thai k. VAo cdc quy sau,
vén thiy o nguy co (cd sdy thai). Vi vty ohi ding thuBc khi khng thé cho heparin.

THOI K‘s’ CHO CON BU

= Tranh cho con bd. N&u phai cho ba th nén ba vitamin K cho dda tré.

Khéng ding thudc cho phy nil ¢é thal va nudi con bi, vi thude di qua nhau thal va slfa me.

TUONG TAC THUGC:

- At nhifu thutic cé thé wong tde vai thudc khéng vitamin K nén cén theo doi ngudi bénh 3-4 ngay sau khi thém hay
bat thufic phoi hop,

Chéng chi dinh phéi hop

- Aspirin (nh&t 14 vai liéu cac trén 3 gingay) lm tang tde dyng chiing ddng mau va nguy co chiy mau do 0c ché ket
1@p figu cdu va chuyén dich thuic uling chiing dang mau ra khdi lign kél vl protein huy8t iwong.

- Miconazol: Xust huy&t b&t ngd cé thé ning do tang dang ty do trong méu vé Uc ché chuyén héa cla thudc khéng
vitarmin K.

- Phenylbutazon 1am tang t4e dung chiing dong mau két hop vai kich Ung nigm mac duding tidu hda.

- Thusic chiing viém khng steroid nhém pyrazol: ting nguy oo chay méu do de ohé tidu odu va kich dng niém mac
‘duting tigu hoa.

lﬂmgh nén phél hop:

- Aspirin vai li8u dudi 3 g/ingay

- Céc thufic chéng viém khong steroid, ké o logl Uc ché chon loe COX-2.

- Claramphenicol: TAng tde dyng clia thufic uéng chéing d8ng mau do lém gidm chuyén hoa thudc nay tal gan. Néu
khing thé trdnh phdl hop thi phai kiém tra INA thudng xuyén han, higu chinh lidu trong vé sau 8 ngay nglng
cloramphenicol,

- Difiunisal: Téng téc dyng cia thudic uling chéng déng méu do canh tranh lidn két val protain huyét tuong.

- Nén ding thudc giém dau khac, thi dy Paracetamal.
Thén trong khi phél hop:

thufc chéing trdm cdm cudng serotonin, benzbromaron,




(trén BOO mgingdy), clsaprid, cholestyramin, corticoid (tril
hydrocortison diing diu tri thay thé trong bnh Addison), cyciin, thufic gy dbc 1€ bas, fibrat, cac azol tri ndm,
fluoroquinolon, cac loai heparin, ndi 1t 18 twysn gidp, thubc gy cm (ng enzym, cic statin, macrolid (trlf

P in) fip b i orlistat, p tylin, phenytain, p ritanavir, lopinavir, mit
56 id {suifa i izol) thudic tri ung thu (tamoxifen, raloxifen), tibolon,
vitamin E trén 500 mg/ngay, rugu, thusic chéng 1&p k&t iéu chu, thudc iy huy8t khdi, _ cing lam thay déi tac dung
ching dong mau.

- Tl Y 2im_Igng /| i3 g
- Allopurinol; Anabolic steroids; Androgen.
- Thubic chéing loan nhip tim {nhu amiodarone, quiniding).
- Thutic khang sinh, khang sinh phé ring (nhu icillin,
- Cephalosporin thé hé thi hai va thi ba.
: d Q (nhu ci
Fibrates (nhu acid clofibric).

- Céc dan xult cia fibrates holic o cfu tric tudng Wy (nhu gemfibrozil, fenofibrate);
- Disulfiram; Etacrynic acid; Glucagan; Thufic khang H, (nhu cimetidine),

- Céc dén xudt cla Ie)

- Paracetamol; Sulfonamides (bac gbm cé co-tri ) iahetic (gib id
- Kich thich 16 tuy&n gidp (dextrothyroxine),

P o in, )i Tetracyclines; yein; Gl henicol

- Cdc chit U ché sy tai hip thu I
tot - A iolsaione.

- Céc chit Uc ché ciia CYP2CH, thudc cdm mdu bao gém heparin; chét U ché tidu cdu (clopidogrel, dipyridamole),
acid salicylic va cédc din xuit nhu axit, para lie: acid; . pheny va cac din
xudt pyrazolone (sulfinpyrazone); chit chéng viém khéng stercid (NSAIDS) bao gém thube de ché COX-2 (celecoxib)
va methylprednisolone. Ching cé thé [am tang nguy ca xudt huy&L. Trong truting hp vide sii dyng ding thai 1 khiing
thé tranh khai thi viéc xé1 nghiém dong mau nén dugc thye hign thudng xuyén.

I; Tramadol,

C.hofl Igc {fi I T ifen; 5

IarH

iy | im_id
- Aminoglutethimide,
- Céc logi thudc chdng ung thu (; &
Colastyramine; Grisectulvin; Thudc trénh thal; Rifampicin.
- Céc thubc lgi ifu; cdc the nhin gdy cdm dng: CYP2C18, CYP2CH hoSic CYP3AL.
- Mgo#l ta. thudc oo ché pi | Titonavir, ir) cling 6 &nh huding dén tac dyng ehéing
déng mau cia thufic va chua cd bdo cdo ndo vé vide ting hay gidm hogt ddng ching déng mau cda thude,
- Néng d& hydantoin trong huydt thanh cd thé tang khi difu tri déng thai vdi nhiing din xuét cha hydantoin (nhu
phenyioin).
- Acenocoumarol cd thé 1am tang thc dung ha duting huyst khi i dung nhilng din xudt cia sulphonylurea (nhu
glibanclamide, glimepiride),
- Bé&nh nhan bj r6i loan chic ning gan khi didu tri vdi Acenocoumarol ndn han ché ubng rugu.
- Khi difu tri vdi Acenocoumaral, b&nh nhn nén trdnh ulng nudc ép cla quéa quiit. TAng cuding gidm sat va thee dai
INR déi vdi bénh nhén thuding xuyén sl dyng nudc ép quét,
- Khéng dugc phdi hop voi aspirin liu cao, thufic chdng viém khang steroid nhan pyrazol, miconazol ding duting
toan than, &m “ﬁ phenyibutazol, cloramphenicol, diflunisal
TAC DUNG KHONG MONG MUGN:
- Cdc bifu hién chity mdu i bién ching hay gp nhil, cé thé xdy ra trén khip co thé: H thin kinh trung Ugng, cée
chi, cdc phil tang, trong & byung, trong nhan clu,.
- B6i khi xay ra tléu chay (c6 thé kém theo phan nhim ma), dau khdp rigng 1.
- Hi#m khi xdy ra: Rung t6c; hoal 1l da khu tri, cé thé do di truyén thi§u protein C hay ddng y&u 1 & protein S; mn
da dj dng.
- RALhiém théy bi viém mach mau, t8n thudng gan.
- Xuét huyét trong céc co quan ndl tang khac nhau do li€u lugng thulic sif dyng, 89 wéi cla bénh nhan va ban chat
ciia céc bénh tdm &n (nhung khdng phéi trong thal glan diéu tri). Cac vi tri xuit huyét cd thé thiy &; da day, ruft,
nilo, duding nidu sinh dyc, ti cung, gan, Wi mt v mét, NEu xulit huyst xdy ra & mdt bénh nhan val mdt thai gian
:;ombnpinllln trong pham vi didu trf, ch&n dodn finh trang clia bénh nhin phdi dugc xéc dinh 13 dé eé bisn phap

u trj thich hop.

- Bl khi xufit hign cac triéu ching lién quan d8n coumarin vé din chét clia né nhut rdi loan da day-ruét (mét cdm
gidc ngon midng, budn ndn, nén), di ting (nél mé day va phat ban, viém da va s81), rung toc, xufit huyEt hoal tif da
{do thifiu hyt protein C va protein S bdm sinh), vidm mach va 1én thuong gan
HiEm gap céc tinh trang sau:
= Phén tng dj dng (vl dy: mé day, phat ban}).
- Viém mach.
- Rii loan tigu hoa, mdt cim gidc ngon miéng, budn ndn, &i mia.
- Xudt hién ching ryng toc.
Rt hifm: Xudt huyst hogai 1 da (thuding két hop vdi thiSu hut protein C bim sinh holic protein déng yilu 18 clia nd 5).
Théng béo cho biic s§ nhilng tic dung khéng mong muén gép phai khi si dyng thudc.
QUA LIEU VA XU TRI:
- X trf qué 1iéu thuding cén i viio INR va céc du hidu chily méu, cac bién phap diéu chinh phai tudn ty df khing
ghy nguy cd huyst khéi.
- Nifiu INR & trén viing diu tri nhing dudi 5, va ngudi bénh khing cé bifu hién chiy mau hode khang cdn hidu chinh
NTaERN GONg Mal troac phiu oat B 1 Iin uling Ihute, F61 131 BEp TUe du 1) voi 58U thap hon khi 03 dat INR mang
mufin. N€u INR &t gin vai INR mong mubn, thi gidm Hdu ma khdng cdn phii bd Iin uting thudic.
- N&u INR trén 6 va dudl 8, ma ngudi binh khdng cd bifu hign chiy mdu khic ngodi chiy mau gl hodic chiy méu
cam: Ba 1 hofic 2 ln uding thulic ching dbng méu, do INA thuding xuyén hon rdi khi da dat INR mong mudn, ubng
Il thudie vdl lidu thdp hon, N&u ngudl bénh cb céc nguy cd chily mau khéc, bd 1 ln ubng thusic va cho ding vitamin
K 1 2,6 mg theo dudng uéing, hodic 0,5-1mg theo dudng finh mach cham trong 1 gid,
- Néu INR trén 8 ma khing co chay mau, bb 1 1&n ubng thusc va ding vitamin K i 3- Smg theo duding uing, holic
1-1,5mg theo duding truyén finh mach cham trong 1 gid cho phép gidm INA frong vong 24-48 gid; sau dé fal ding
acenocoumarol vai lifu thap hon, theo dbi INA thudng xuyén va néu cin [ap lai didu tr véi vitamin K.
- Mé&u cén phai hidu chinh nhanh téc dyng chéing ddng mau trong truting hap o6 bidu hign chiy mau ndng hodc qua
lifu néng (thi dy INR trén 20), dong mdt lidu 10mg vitamin K tém finh mach cham va ty theo yéu ciu cin clp odu,
phél hgp vai huyét tuang tugi ddng lanh. C6 thé vitlamin K nhic lal ting 12 gid mot1dn. Sau ki didu trj vitamin K iéu
cao, ¢6 ihi 6é mdt khodng thai gian trudc khi ca sy trd lai higu lyc cha thusc khang vitlamin K. NEu phéi dong lai thuse
chéng déng mau, cln xem xét ding heparin trong mt thai gian.
- Truting hdp ngd doc do tal nan, 1h] cing phil danh gid theo INA vA bi§u hign bign chiing chdy mau. Phdl do INR
nhiéu ngay sau dé (2-5 ngay), cb tinh dén nita ddi kéo dal clia thudic ching ding mau.
= Trong truding hgp ding qué liéu, hiy dua bénh nhin din phong clip cdu gin nhdt dé duge didu tri hd trg,
- Triéu ching: xudit huyst xy ra trong vong 1 - 5 ngay sau khi ubng. chay mau mil, ho ra mau, xulit huyét dg day —
ruft, chity méu &m dao, dai ra mau, xulll huy#t dudi da, nudu, 1 cung va céc khdp. Hon niia con xusl hign cac trigu
chung: nhip tim nhanh, twt huyét 4p, i loan twudn hean ngoai vi, bufin ndn, tidu chdy, dau bung.
- Digu tri: Sy cdn thidt diéu tri blng cdch rita da day, thém than hoat tinh va uling chalestyramine gidp ting cuding
théi trit thude. Nniing Igi ich ciia nhiing phuang phip diu trf céin dugc can d6i vol nguy ca ehiy mau cia m8i bénh nhan.

Barbiturates | lj; Carb

Chu y:

- Rl da day co thé lam tang nguy cd chiy méu da day.

- Khéing nén ding Vitamin K lam ch&t dsi khdng, nh&t & nhiing bénh nhin yéu ciu ding thuse chéing dong lién tyc
nhu bénh nhén dung van tim nhan tao,

DUGIC LUC HOC:

Acenocoumaral 1 thufic uéing ching dang. .
Acenocoumaral 1 thufic khdng vitamin K chéing déng méu gidn tip. Vitamin K dang khil déng val tré nhu
carboxylase chuyén acid glutamic thanh acid gam; trén cdc yBu 16 dong mau. Do do mé 1am gidm
cae yéu t8 98 nhu prothrombin (yéu 18 1), cdc y&u t6 VI, IX, X va cdc proteln C va S

- Sau khi uing, c4c khang vitamin K gay ha prothrombin duy tr trong mau khodng 36 dén 72 gid. Biéu rf bing thulic
khang vitamin K dal hai nhidu ngay. Sau khi ngiing thudic, thc dung chiing d8ng méu con cd thé kéo dai thém 2-3
ngéy. Thudic han chi dugc sy phat trién cila céc cyc huyEt khoi a8 c6 trudc va ngan ngla dugc cac trigu ching huyét
khél the mach thd phat, tuy khong co téc dyng 1w huy&t khdi tnjc tép vi khéng dée nguge dugc thudng t8n cla md
bi thiu méu cye bl.

DUGC BONG HOC

Hép thu:

- Acsnocoumarol 1a hin hgp racemic cla déng phan d8i hinh quang hoc R{+) va S(-).

- Acenocoumarol hip thu nhanh sau khi ufng; it nh&t 60% lidu ding hign dign trong hé tulin hodn. Néng d§ dinh trong
"huyét tuong dat dude sau 1-3 it dung don lidu 10mg va gid tr) AUC tf 1§ thuén val iy dung trong khoéng B-16mg.
- Khéing cd sy tudng quan gill ndng df trong huyét tuong clia acer marol va mic proth 1 rang cd thé
duge H;l:ﬂ&p. do sai bigt néng dp thusc trong huyét tudng gitia céc bdnh nhin.

Phiin b:

- Hon 98% acenccoumarol gin két vai protein, chil y&u vai albumin. Thé tich phén bd 0.16-0.18 Likg cho d6i hinh
Ri+) vé 0,22-0.34 Likg cho a6i hinh S(-).

Chuyén héa:

Acanocoumarol dugc chuyén hoa mdt cch réng khdp, sy hydroxyl héa 6- v& 7- cla cd hal 48] hinh cla acenocouma-
rol 14 chit chuy&n hda chinh vA cylochrome P450 2C9 I nol chinh chuy@n hda tao thanh bn chill chuyén héa nay.
Cac men khac lién quan dén qua Irinh chuyén héa (R)-acenocoumarol 1 CYP1A2 va CYP2C19. Bang vigc khi
nhéim keto, hai chdt chuyén héa carbinol duge tgo thanh. Viéc khit nhém nitro tgo thanh chat chuyén héa amino.
Khéing o6 chét chuyén héa nao trong nhém chit nay cé tc dung khdng ddng mau & ngudi, nhung 141 cd ching ¢
téc dyng & dgng vat. Tinh chit oo Ihg bién adi gen kén quan CYP2CB gidl thich cho 14% bién Adi lién quan d&n dap
ng dugc e hoe clia acenocoumaro!

Thai tris

= Thiti gian ban thiil clia acenocoumarol 10 huylt tudng tl 8§ dén 11 gid: Lugng thanh thii huy#t tudng dat 3.65 Ligid
sau khi uSing. TAng thanh thal huyt tdng cda d&i hinh R{+) clia acenocoumaral, ¢4 hoat tinh khang déng mau cao
han déng ké, thi thiip hon a5l hinh S(-).

- 28% dugc thil trll qua phn vA 0% trong nudc 1y, vol dudl 0.2% lidu ding bai 181 gua thin dud dang khiing déi.
Diin s8 diic bigt

- B&nh nhan l&o khoa

+ Néing d9 thusc trong huy&t luong thudng cao han & cac bénh nhan 70 wdi hay cao hon khi so sanh vl cac bénh
nhdn tré tudi hon, sau khi ding cing liéu.

- Suy than

+ Khing c6 sén théng tin duge 1am sang cla acenocoumarol & bénh nhén suy thén. Dya trén sy thai tr dudng éu
ciim acenocoumaro!, kha néing tich iy edc chdt chuyén héa & bénh nhan suy chic nang than khiing thé dugc loai
tris. Vi thé diing acenocoumarol duge ching chl dinh & bénh nhan suy thiin niing va phdl thin trong & céc bénh nhén
suy thin nhe va vila,

- Suy gan

+ Khong ct sén théng tin dugc 1am sang cla acenocoumaral & bénh nhan suy gan. Dua trén sy chuyén héa cla
acenocoumarol, va khd ning hoal dbng cla men khil, CYP2CH, CYP1A2 va CYP3A4, b thanh thii ré rang bi gidm.
VI thé ding acenocoumarcl dugc ching chi dinh & bnh nhan suy gan niing v phai than trong & cdc bénh nhan suy
gan nhg va vila,

- Bhc thc

+ H& thiing men CYP2CS cho thily nhiéu loal vé tn s8 clia ching trong cdng déng 1A khac nhau, @ céc ving chéu
Au, bic Phi, Tay A va Kn B8, c6 kifu CYP2C9*2 v CYP2C9"3 vdi tén 56 1a 12% v4 8%. Céc bénh nhén cé mi1
hofie nhidu bidin thé gen tuong dng CYP2CY nay gidm 48 thanh thai clia S-acenocoumaral. Céc bénh nhan & chau
Phi, CYP2C8"2 va CYP2C8*3 co tAn s8 gen twang dng thip hon 1-4% va 0.5-2.3%, dugc so sdnh vdi céc ving chau
Au, bic Phi, Tay A va An ©5. Ngusi Nhat co tdn s6 gen tugng Ung thap han 1 0.1% va 1-6% cho CYP2CH'2 va
CYP2Ca*a. :

+ Lidu duy trl eha acenocoumarol khic nhau dya trén kidu gen

+ Thoing tin chi 6t vé lidu duy trl ky vong v trung binh dya trén kiu gen CYP2CS duge trinh bay & Bang 1:
Baing 1 kifu gen CYP2CH va lidu duy tri cla acenocoumarol

i Liu ki vong Liéu trung binh
- n (maftutn) = (matudny | PhemYl
CYP2CE"1 168 171 a7 15.8 23-61
CYP2CH'2 80 144 63 135 35-315
| CYPace'3 48 11.0 51 105 23-22
BONG GOF HOp 3 v x 10 vin nén, = "
BAO QUAN: Nai khd réo, tranh dnh sang, nhigt d& khong qué 30°C,
HAN DUNG: 36 théng ké tif ngay sén xulit
TIEU CHUAN: TCCS.
* Nha san xudt
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