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Qui liéu va xir tri

Qué liéu ¢ thé 1am tang ADR so véi lidu diu tri. Da ghi nhén hai
truomg hop ding qua liéu cidofovir, véi mic lidu 1in luot la 16,4 va
17,3 mg/kg. Mét trong hai bf;nh nhin bi suy gidm nhe chirc ning than.
Trong truémg hop qué liéu, cén ngimg sir dung thude va tién hanh
diéu tri bing probenecid dudmg uong kct hgp bdi phy thé tich tuan
hoan béng truyén tinh mach nuéc mudi sinh ly.

Cap nhat lan cudi: 2018.

CILOSTAZOL

Tén chung qubec té: Cilostazol.

Ma ATC: BO1AC23.

Loai thude: Thube e ché két tap tiéu cau va gian mach, thudc (rc
ché chon loc phosphodiesterase té baa.

Dang thude va ham lrgng

Vién nén: 50 mg, 100 mg.

Dirge Iue hoe

Cilostazol 1a mot dan chit quinolinon (rc ché phosphodiesterase té
bao, chon loc hon I1én phosphodiesterase 111, gay tac dung tc ché
két tép tiéu cdu va gidn mach. Co ché tac dung cua cilostazol chua
duge biét diy du. Thude co tic dung (e ché phosphodiesterase
typ 111 cda té bao, dan t&i ngan chan gidng hoéa, do do lam tang
nong do AMP vong trong tiéu cdu va mach mau. Sy tanu mmg dd
AMP vong lam cho gidn mach va trc ché két tip tiéu cdu. Cilostazol
tic ché ¢ hoi phuc két tap tiéu cau gy ra bai nhiéu yéu (6 kich
thich nhu thrombin, ADP, colagen, acid arachidonic, epinephrin,
stress chén thuong. Nghién ctru in vitro con cho thiy cilostazol ¢6
thé \ic ché sir phi dai ciia 1€ bao co tron,

Cilostazol tic dung Ién c4 léng mach va chirc ndng tim mach,
Trén thuc nghiém & dong vat cho thﬁy cilostazol cé tac dung gidn
mach khong ddng nhét, gdy gidn déng mach dii nhiéu hon so voi
ddng mach viing dét séng c6, dong mach canh, va dong mach mac
treo trang trén. Pong mach than khéng dap ang voi tac dung cua
cilostazol. Ngoai ra, cilostazol con cé tac dung lam tang nhip tim,
¢o ¢o tim, ting luu lugng mau mach vanh, tang tinh ty dong cua
tam thit, c6 thé gay ra ngoai tim thu that hoac nhip nhanh that.
Cilostazol con c6 tac dung lam thay d6i ndng d¢ lipoprotein, giam
nong dé triglycerid va ting néng dé lipoprotein ty trong cao (HDL),
khong 1am thay déi ndng d cholesterol toan phan, lipoprotein ty
trong !hé‘ip (LDL), lipoprotein (a).

Dirge dong hoc

Cilostazol duge hdp thu qua duong ubng. Khi uéng mot licu don
100 mg cilostazol cing bira dn cé nhiéu m@ s& lam ting hap thu
cilostazol, C_ s& tang khoang 90% va AUC tang khodng 25%.
Sinh kha dung tuyét dbi cua cilostazol chwa duge biét.

Cilostazol gén véi protein huyét fwong 14 95 - 98%, chii yéu gan
véi albumin. Ty 1¢ trung binh gén protein huyét tuong clia chit
chuyén hoa 3,4 dehydro-cilostazol 14 97,4%; cua 4’-trans-hydroxy-
cilostazol 1a 66%. Phan cilostazol ty do trong huyét tuong cua
cilostazol & nhimg bénh nhan suy than cao hon 27% so v&i nguai
binh thuéng.

Llloslazo! chuyén hoa manh & gan boi enzym cytochmme P450,
chu yéu la CYP3A4, phén nho do CYP2C19 thanh chit chuyén
héa thai trir chi yéu qua nudc tiéu. C6 2 chit chuyén héa chinh con
hoat tinh: 3,4 dehydromlustazo] va 4’-trans-hydroxy- -cilostazol la
nhimg chit chuyén hoa c6 hoat tinh manh nhat, chiém it nhat 50%
hoat tinh duge hoc. Sau khi uéng 100 mg cilostazol c6 giin phong
xa, 56% téng che chét phan tich trong huyel turong la cilostazol,

con lai 15% la 3,4 dehydro- c1lostazol (c6 tac dung hoat tinh (e ché
phosphodiesterase 11 cao gap4-7 lin so voi ‘-"0513201) va 4% 13
4’-trans-hydroxy-cilostazol (tac dung dugce 1y béﬂg 1/5 Cllosta.zoij
Cilostazol thai trir chu ycu durdi dang chit chuyén hoa co va khéng
6 hoat tinh qua nudc tiéu (74%) va qua phan (20%). Khong dinh
]qu;rng duoc cilostazol dang khong chuyén hoa trong nude tiéu, <29,
lidu duoc bai tiét & nude tiéu 1a 3.4 dehydro-cilostazol va 30% li¢y
duge bai tiét trong nudc tiéu la 4’-trans- hydroxy -cilostazol. Phap
con lai duge bai tiét dugi dang cc chit chuyen hoa khac. Nura dyi
thai trir cua cilostazol va chit chuyén hoéa co hoat tinh la 11 - |3
gir. Nhirng bénh nhan diéu trj kéo da1 cilostazol va chit chuyén
héa coé hoat tinh tich liy trong mau gap 2 lan va dat nong do bag
hoa trong mau sau vai ngay.

Durge ddng hoc cua cilostazol & nguU: tinh nguyén khoe manh tuong
dwong nhur bénh nhan bi dau cach héi do bénh déng mach chi dudi,

Chi djnh
Piéu trj triéu chirng con dau cach hdi. thude duoc khuycn cao duug

phéi hop véi phic db aspirin hoac olupldogrcl khi thay di 16i song
va cdc can thwp thich hop khac that bai.

Ngin ngira bién chitng tic mach sau cac can thiép mach vinh:
Dung don déc hodc phoi hop véi aspirin, clopidoprel.

Chéng chi dinh

Man cam vdi thudc.

Loét da day cip, suy tim sung huyét, can thiép mach vanh trong
vong 6 thang trnrde do, tai bién xuat huyét trong vang 6 thang trude
d6, tién sir loan nhip nhanh ning, nhdi mau co tim trong vong 6
thang trude dé, ting huyét ap chira duge kiém soat tot, co dia dé
chay mau, bénh 1y vong mac tang sinh do dai thio dudng, tang
khoang QT, dau thit nguc khéng 6n dinh, cudng nhi.

Thin trong

Céc tac dung trén hé tim mach: Khi c6 dau hiéu suy tim sung huyét,
c6 thé gdy nhip tim nhanh va ha huyél ap, vi vay, can thén trong
sir dung & bénh nhén dau that ngyce hode nhéi mau co tim. Bénh
nhén hep dwdng ra thit trdi gay ting tiéng thoi tdm thu hodc triéu
chimg tim khéc.

Céc tac dung trén hé huyét hoc: Cac trrémg hop giam tiéu cau
hoc bach céu phat trién thanh bénh mét bach ciu cé thé xay ra khi
ngung thudc dét ngét.

Tranh su dung’ thube khi c6 nhimg réi loan déng maw/chay miu
hodc xuét huyét cap tinh.

Khdng nén sir dung thude khi suy gan vira hodc nang.

Suy thén: Khéng can diéu chinh liéu thude, thude khong bi gidm
tdc dung bai loc mau do gin nhiéu voi protein (95 - 98%).

Théi k¥ mang thai

Cho dén nay, chua co nghién ciru vé anh huéng cua cilostazol 1én
phu nir mang thai. Trén dong vat thuc nghiém cho thdy cilostazo!
lam giam trong luong thai, ting ty I¢ bat thuémg vé tim mach, than,
xuong; (bat thudng véch lién thit, quai dong mach chu, dong mach
dudi don; chim cét héa). Do do, tranh ding cilostazol & phu nif
mang thai.

Théi k¥ cho con b

C:lostazol dugc bi tiét vao sira trén dong vat thuc nghi¢m, do do

can ngimg cho con bu khi ding thude hoic dirng thude do nguy @
ddi vai tré bu me.

Téc dung khéng mong mudn (ADR)

Thuwong gap

Dau bung, dau thét ngyc, chan an, loan nhip, tiéu (.hd.}", chong mil,
kho tiéu, bdm mau, ddy hoi, dau dau, kho chiu, budn non, nén, phit
danh trong ngye, viém hong, ngira, ban, mé day.
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Irgip
Roi loan gidc mo, thiéu mau, lo ling, suy tim sung huyét, ho, dai
thio duodng, kho thé, viém da day, xuat huyc[, ting duong huyét,
mét ngu, dau co, nhéi mau co tim, viém phéi, ha huyét ap thé dimg.
Hiém gap ) ) ]
Réi loan xuat huyét, ting sé. lan di tiéu, suy thin, ting tiéu cau.
Chuwa xdc dinh dirgc tan suat
Giam bach cdu hat, thiéu méau bét sin tiy, viém két mac, viém gan,
d6 mat, ting huyét 4p, giam bach cau, glam todn thé huyét ciu, sét,
hoi chimg Stevens-Johnson, gidm tiéu cau, uén van, hoai tir biéu
bi nhiém déc.
Huwémg din cach xir tri ADR
Cén lam cong thirc méu va ngung thude ngay khi c6 nghi ngd réi
loan tao mau.
Bién ching mat bach cau hat s& hét khi ngung thube.
Liéu lwgng va cach dung
Cich ding: Cilostazol ubng 2 lan/ngdy. uéng xa bira in, trude
bira &n chinh it nhat 30 phiit, hodc sau bira &n chinh it nhét 2 gio.
Do tﬁng néng dé c:lostazol c6 thé gdy nhiéu ADR, nha san xuit
khuyén cdo khong nén ubng thudc lic doi.
Liéu legng
Piéu tri gidm tri¢u chimg chan dau cach hdi: Lidu thuong ding &
nguoi I 14 100 mg/lan, 2 1an/ngdy. Néusir dung cilostazol ciing v6i
céc thude e che CYP2C19 (omeprazol), CYP3 A4 (clarithromycin,
diltiazem, erythromycin, itraconazol, ketoconazol) cin giam lidu
xudng 50 mg/lan, 2 lan/ngay. Téac dung cira cilostazol khong xuét
hign ngay, thuong bicu hién tac dung sau khi bat déu diéu trj tir
2- 4 wan. Thoi gian tir khi bat dau dicu tri dén khi ¢6 tac dung co
thé 1én dén 12 tuan.
Ngan ngtra bién chimg huyét khoi sau can thiép mach vanh:
Liéu 100 mg/lan, 2 lan/ngay dugc ding thay thé cho aspirin hodc
clopidogrel trong phac d6 2 thude tic ché tiu ciu & bénh nhan dit
stent mach vanh khong dung nap véi mét trong 2 thude néi trén.
Twomg tac thude
Twong tac duwoc dong .’i()c Cilostazol duoc chuyén héa boi enzym
cytochrom P450, do do6 néu sir dung dong thri voi cac thube irc ché
CYP3AA4 (clarithromycin, erythromycin, itraconazol, ketoconazol,
miconazol, fluconazol, fluoxetin, fluvoxamin, nefazodon, sertralin,
indinavir, mctromdazol danazol) va CYP2C19 (omeprazol) sé
lam thay déi ndng d6 thudc trong huyet trong, hoac gy ra ADR.
Lovastatin phdi hep véi cilostazol co thé tuong tac duge dong hoc
(ting ndng do lovastatin va gidm ndng dé cilostazol). Diltiazem
phdi hop ciing cilostazol ¢6 thé 1dm giam thanh thdi cilostazol t6i
30%, C__ ting 30% va AUC tang 40%.
Twong tac duoe lue hoc: Cl]USlaZOI lam ting tac dung/dée tinh cla
céc thude tre ché chirc nang tiéu ciu khic. Khong dung cho nhimg
“gUU'I dang diéu tri bang 2 thude tre ché tiéu chu khic hodc thude
chéng dong mau trd lén.
Tuong tdc thire an: Néu uong cilostazol Lung véi bita 4n ¢6 nhicu
md ¢ thé dan 16i ting nong do dinh 1€n dén 90% va AUC lén dén
24%. Trénh ubng thude ciing nudc ép budi do [am irc ché CYP3A4
gy tang o u[os[azol téi 50%. Mot s thao dugc lam ting tac
dung khang tiéu ciu cua cilostazol: co linh ling, cdy hoi, qua viét
quét, cdy dira, hing chanh, dau qua anh thao, (o, nghé, gimg, sam,
bach qua, hat nho, tra xanh, hat dé, cam thdo, tan bi, c6 ba 14, lidu.

Qua ligu va xir tri
Tri¢u chimg: C6 rat it thong tin vé qui liéu cilostazol & ngudi. Triéu

chimg qua liéu cilostazol c6 thé dy doan trudc qua biéu hi¢n cua
tic dung duge 1y qua mire: dau diu tram trong, ia chay, ha huyét
p, nhip tim nhanh, cé thé rdi loan nhip tim. LD, cua cilostazol &

chudt a > 5 g/kg thé trong va & cho la > 2 g/kg thé trong.

Xir tri: Theo ddi cén thin va diéu trj hd trg, do cilostazol gﬁn
protein huyét trong ty 1é cao nén loc méu hay tham phén phic mac
khéng c6 hiéu qua trong xir tri qui lieu.

Cdp nhat lan cuoi: 2019.

CIMETIDIN

Tén chung quéc té: Cimetidine.

Mi ATC: A02BAOI.

Loai thudc: Khang thu thé histamin H,.

Dang thudc va ham lurgng

Cimetidin:

Vién nén bao phim: 200 mg, 300 mg, 400 mg, 800 mg.

Dung dich uollg 200 mg/5 ml (lo 300 ml, 600 ml).

Cimetidin hydroclorid (ham hrong duge bicu thi dudi dang
cimetidin):

Dung dich ung: 300 mg/5 ml.

Dung dich tiém: 150 mg/ml.

Dich truyén tinh mach: 150 mg/ml.

Dirgc Iy hoe

Cimetidin 12 mot thubc déi khang thy thé H,. Cimetidin rc ché
canh tranh v6i histamin tai thu thé H, cia té bao thanh da day,
lam giam bai tiét va giam nong d¢ acid da day ci & diéu kién co
ban (khi déi) va khi duge kich thich bdi thirc dn, insulin, histamin,
pentagastrin va cafein. Bai tiét acid da day co ban bj trc ché nhiéu
hon bai tiét acid do kich thich boi thire an. Sau khi udng 300 mg
cimetidin, bai tiét acid da day co ban giam 90% trong 4 gi¢r & hiu
hét nguoi bénh loét ta trang, bai tiét acid do kich thich bai bira an
giam khoang 66% trong 3 gid. Bai tiét acid trung binh trong 24 gis
giam khoang 60% hodc it hon sau khi udng liéu 800 mg/ngay lic
di ngt (mic du tac dung hodn toan xay ra vao ban dém, khong co
tic dung dén bai tiét sinh 1y cuia da day vao ban ngay) hoic méi lin
400 mg, 2 lan/ngay hodc mdi lan 300 mg, 4 lan/ngay.

Cimetidin gién tiép 1am giam bai tiét pepsin do lam giam thé tich
dich da day.

Duwgc djng hoc

Sau khi udng, cimetidin dugc hap thu nhanh tir dudmg tiéu hoa va
d§t nong do dinh trong méau sau khoang 1 gio khi udng lic doi,
nong dd dinh trong mau co6 thé thiy lan thi hai sau khoang 3 gid.
Thizc an lam cham the d6 va 6 thé lam giam nhe muc d hip thu
thude, ndng dd dinh trong mau dat duoe sau khoang 2 gior khi udng
cung véi thire én.

Sin}:l kha dung ctia cimetidin sau khi uéng khoang 60 - 70%, do
thuoe ¢ chuyén héa buée diu & gan. Cimetidin duge phén bé
rong trong co thé, thé tich phan bd khoang 1 livkg, thude gin
khoz‘mg.ZO% Vi protein huyét twong. Cimetidin dugc chuyén hoa
mot phan & gan thanh sulfoxid va hydroxymethylcimetidin. Sau
khi uong hodc tiém 300 mg, ndng do thude trong méu duy tri trén
mirc can thiét dé trc ché 80% su bai tiét acid da ddy co ban trong
4 -5 gid.

Nira déi thai trir ciia cimetidin khoang 2 gi, ting 1én khi c6 ton
thwong than va gan. Khoang 50% liéu udng va 75% liéu tinh mach
dugc thai trir dudi dang khéng dbi qua nuéc tiéu trong 24 gio.
Cimetidin duoc loai bo bang tham tach mau, nhung khdng dwgc
loai bo dang ké bang thim phan mang bung.

Cimetidin qua dugc hang rio nhau thai va dugc phan b vao sita me.



