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hodic thirc an (vi dy, mréc cp budi) tac dung trén cytochrom p450
3A (CYP 3A) ¢ gan. Thudc 1am giam nong do ciclosporin gém
carbamazepin, phenobarbnal phenytoin, rnfampln isoniazid.
Thuéc lam tang nong do ciclosporin  gdm azithromycin,
clarithromyein, diltiazem, erythromycin, fluconazol, itraconazol,
ketoconazol, nicardipin, verapamil.

Thube lam tang tac dung ddc hai thin cua ciulospon’n 1a
aminoglycosid, amphotericin B, acyclovir. Ding ddng thon
caclosporm va lovastatin co thé dan dén céc tac dung khéng mong
muon bao gom viém co, dau co, tiéu hiy co vén, suy thadn cap.
Dung dong thai voi mfedlpm lam tang nguy co ting san lgi. Dung
déng thai voi thube (rc ché mién dich khac lam ting nguy co
u lympho va nhiém khuan.

Twong Ky,

Dung mbi dau thau dau, polyoxyl hodc polysorbat-80 dé pha cac
ché pham c1clo§ponn 6 thé hoa tan chit dwthylhexylphthalat
(DEI IP) tir d6 dung va diy truyén bing PVC, ma chit DEHP co
thé gay ung thu. Hign thuong ding dung méi 14 ethanol va/hodc
dau ngil cbe.

Qua lidu va xir tri

Triéu chimg: Chi yéu‘ 1 tac dung khéng mong mudn thurdmg gip &
mure ning hon. Co thé xay ra tic dung djc hai gan va doc hai than
nhat thoi nhung c6 thé hét sau khi thai tric hodc ngimg thudc.

Xir tri: Khi qua liéu ciclosporin udng cép tinh, phai lam sach da day
bing cach gay non. Gay non c6 thé ¢6 ich cho dén 2 gior sau khi
uong. Néu ngudi bénh hén mé, c¢6 con dang kinh, hodc mét phan
xa hau, ¢6 thé rira da day néu ¢ san phuong tién dé phong tranh
ngudi bénh hit phai chét thai tir da day. Tién hanh diéu tri hdi sirc
va triéu chimg. Tham tach méu khéng lam ting thai trir ciclosporin.

Khi x4y ra qua liéu ciclosporin, ngimng thuéc trong vai ngay, hodc -

bit dau diéu tri v&i ciclosporin cach ngay cho ti khi nguén bénh
6n dinh.

v

Cap nhat lan cuéi: 2017.

CIDOFOVIR

Tén chung qube té: Cidofovir.

Mai ATC: JO5AB12.

Loai thude: Thude khang virus.

Dang thude va ham lrgng

Dung dich nong 46 75 mg/ml dé pha dich truyén tinh mach, lo
5 ml dung mot lan,

Duore lue hoc

Cidofovir 1a din chét cytidin, co hoat tinh in vitro va in vivo
chong lai cac ching Cytomegalovirus (CMV) gy bénh trén
ngudi, bao gbm mét s6 chung dd khing ganciclovir. Thudc ¢6
tac dung ngan can su sao chép cua virus do ¢ ché chon loc
qua trinh tong hop DNA va lam giam the do tong hop DNA
cia virus. Trong té bao, cidofovir lan luot duge phosphoryl
héa thanh cidofovir monophosphat, cidofovir diphosphat va
cidofovir phosphat-cholin. Cidofovir diphosphat c6 tac dung ¢
ché enzym DNA polymerase cua virus Herpes typ Iis typ 2 2 va
cua Cytomegalovirus ¢ nong do thap hon nong do cAn thiét dé e
ché DNA polymerasc alpha, beta, gama & té bao ngudi tir § - 600
lan. Khac véi ganciclovir, chuyén hoa cua cidofovir trong té bao
khong, phu thude vao enzym thymidin kinase cua virus, do do
thude ¢6 thé duy tri tac dung ddi vai ca cac ching virus da khang
aciclovir v foscarnet.

Pho tae dung

Cidofovir ¢6 phé tac dung rong trén cic ching virus Herpex
bao gébm HSV typ 1, HSV typ 2, Varicella zoster (bao gom cic
ching thiéu enzym thymidin kinase), Cytomegalovirus, virus
Epstein-Barr. Hoat tinh in vitro cua cidofovir trén céc chung
Cytomegalovirus manh gip 100 lan so voi foscarnet v gap 10 lén
so vai ganciclovir.

Xu huwomg dé khang i

Cic ching Cytomegalovirus mang dot biecn gen UL97 khéng
ganciclovir nhung khong khang cidofovir. Trai lai, cdc ching
Cytomegalovirus khiang ganciclovir mang dot bién gen DNA
polymerase c¢o khang chéo voi cidofovir. Cac chung khéng

foscarnet thudmg vin nhay cam véi cidofovir.
Dugc djng huc

Sau khi truyén tinh mach 5 mg/kg cidofovir trong 1 gid (ding
kém véi probenecid dang uonb) nong do trung binh trong mau 1a
196 +7,18 mmrogama’m |. Thé tich phan bé la 0,54 Iw’kg Chi ¢6
khoang 6% thudc lién két vai protein 11uyet turang. Thude vao dich
nio tuy khéng dang ké. Nira doi thai trir cia thudc trong huyét
tuong khodng 2,6 gidr. Nura doi cua cac chét chuyén héa cé hoat tinh
cua thude dai nén thude c6 tic dung kéo dai: Nira d&i cua cidofovir
diphosphat trong té bao la 17 - 65 gio, cua cholin phosphat la
87 gi¢r. Do do, cndufcwr duoc dung | - 2 lin/tuan. Cidofovir ch
yéu duge loc & cau than va bai tiét qua 6ng than duoi dang khong
bién déi. O ngudi bénh cé chirc ndng than binh thudng, ¢6 khoang
80 - 100% liéu ding xudt hién trong nuge tiéu dudi dang khong
bién ddi trong vong 24 glo sau khi truyén. Khong tim thay chat
chuyén hoa nao trong huyét thanh va trong nudc tiéu ngudi bénh.

Chi dinh )

Diéu trj viém vong mac do Cytomegalovirus trén bénh nhin mac

héi chimg suy gidam mién dich méc phai (AIDS). D6 an toan va

hiéu qua cua cidofovir chura dugce xac dinh dbi vai cic truémg hgp

nhiém Cytomegalovirus khac (nhu viém phdi, viém duong tiéu

héa), bénh Cytomegalovirus bam sinh hay so sinh hodc trén ngudi

khéng nhiém HIV,

Chébng chi dinh

Qua min véi cidofovir hodc ¢6 tién sir qua man nghiém trong vai

probenecid hodc cac thube chira sulfamid.

Sir dyng dong thoi véi céc thude co doc tinh trén than.

Tiém truc tiép vao trong nhan ciu.

Bénh nhan ¢6 ndng d¢ creatinin huyét thanh > 132 micromol/lit hode

co thanh thai creatinin < 55 ml/phut hodic protein niéu > 100 mg/dl.

Thén trong

Boc tinh trén than cua cidofovir phy thuge vao lidu va la doc tinh

gidi han liéu chi yéu khi sir dung thube theo dudmg truyén tinh

mach. Pa ghi nhan cac trudmg hop suy than cap dan dén phai tham

tach hodc la:r vong chi sau mdt hoic hai liéu cidofovir. Protein nigu
c6 the 1a dau higu som cua tdn thong than do cidofovir. Tiép tuc

s dung Lhuoc trong trmmg hop nay ¢6 thé din dén tén thuong

- thém té bio ong lwgng gan véi cac biéu hién bt lhl.rcmg nhu:

glucose nigu, glam phosphat, acid uric va b:carbunat huyel thanh,
tang creatinin huyét thanh va/hoic suy thin cip. Can giam st nong
dd creatinin huyu thanh va protein niéu trong 48 gio irude moi
lan dung thube. Néu chire nang than suy giam, cén giam liéu hodc
ngimg thudc. Panh gia loi :ch’nguy co cua viée tai sir dung thude
trén cdc bénh nhin phuc héi sau tén throng than do cidofovir chua
duge thuc hién.

Cén truyén nuéc mudi sinh 1y va ding kém probenecid duong UﬂﬂE
khi truyén cidofovir. Tuy nhién, probenecid c¢é thé tuon g tic véi nhiéu
thude khac trong qua trinh chuyén hoa hodc bai tiét tai ong thin.
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P an toan cua cidofovir chua duge danh gid trén cac bénh nhan
dang sir dung céc thude c6 nguy co gy doc tinh trén than nhu:
Ammoglycosad amphotericin B, foscarnet, vancomycin, céc thude
chéng viém khong steroid. Cin ngimg céc thuéc nay it nhét 7 ngdy
trude khi dung cidofovir.

Giam nhan ép c6 thé xuét hién trong khi diéu trj bang cidofovir,
46i khi dan dén giam thi lye. Can theo ddi nhén 4p trong thi gian
sit dung thuéc. Bénh nhén ciing can duge khuyén céo tham kham
nhan khoa thuong xuyén d€ kip thai phat hi¢n cac du hiéu va triéu
chimg cua viém mang bd dao.

56 lugng bach ciu trung tinh c6 thé giam trong khi diéu tri biing
cidofovir, do do, cén giam sat sd lugng bach cau trung tinh trén céc
bénh nh.m dang sir dung thude nay.

Giam nong dg bicarbonat huyét thanh kém theo tén thuong té bao
dng lugn gan va hoi chimg suy gidm tai hap thu tai thin (bao gom
hoi chirng Fanconi) da duoce ghi nhin trén céc bénh nhén sir dung
cidofovir. Trong d6, da ghi nhan nhimg truong hop nhidm acid
chuyén hoa, kém theo rdi loan chirc ning gan, viém tuy va din dén
tr vong.

Tinh an toan va hi¢u qua cua mdofowr chua duge xéc dinh trén tré
em duoi 18 tudi. Thude c6 thé tidm én nguy co dai han gay ung thur
bidu mo hodc ddc tinh sinh san,

Théi ky mang thai

Chua 6 dir liéu lién quan dén s dung cidofovir trén phu nir
mang thai. Cac nghién ciru trén dong vit cho thay thudc co doc
tinh trén phl?i va c6 thé gay di tat thai nhi. Do do, chi nén sur dung
cif:lofovir néu loi ich du kién vugt trdi so vai nguy co tiém tang
doi véi thai nhi.

Thiri ky cho con bi

Chua xac dinh dugc cidofovir ¢o bai tiét vao sira me hay khong.
Chua c6 théng tin lién quan dén sir dung thubc trén phu nir dang
cho con bi. Can ngirng cho con b trong khi diéu tri bing cidofovir.
Tac dung khong mong muén (ADR)

ADR quan trong nhét cua cidofovir 1a doc voi than.

Rét thucmg gap

TKTW: dau diu, suy nhuoc.

Da: ryng toc, phét ban.

Mau: thiéu mau, giam bach cdu trung tinh.

Tiéu hda: noén, budn ndn, tiéu chay, chan én.

Than kinh - co - xwong: mét moi, yéu co.

Miit: giam nhan ap, giam truong lyc co van nhén, viém mang bo dao.
Thén: tdng creatinin, protein niéu.

Hé hap: ho, kho thé.

Khac: sét, dau, nhiém khuin, nhiém nam Candida, giam bicarbonat
huyel thanh.

Thieong gap

Than: suy thén, hoi chirmg Fanconi.

H& hap: viém phdi, kho the.

Chug xdc dinh dwoc tan sudl

Noi tiét - chuyén hoa: suy tuyén thugng than, nhiém toan acid
lactic, dai thao dudng.

Thinh giac: giam thinh luc.

Khac: viém tuy.

Huémg dén cach xir tri ADR

Dé han ché doc tinh trén than, phai dung kém voi probenecid va
bdi phy thé tich tudn hoan bing cach truyén dung dich HU‘E’C muoi
sinh 1y tnréc mdi l]{.u cidofovir. Néu chirc nang than xdu di trong
qué trinh diéu tri, cin glam lidu hodc ngimg thude.

Bé giam nguy co budn nén va non lién quan dén sir dyng kém
probenecid, can uéng thudc sau khi dn. Sir dung thude chong nén
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néu can.
Néu bénh nhin gip cac phan img qua man (nhu phat ban, sbt, én

lanh), cin nhic sir dung cac bién phép dy phong hodc diéu trj thich
hgp nhu khang hlSl.amll'i Vafho.n. paracetamol.
Cin ngtmg cidofovir néu trj so nhan ap ting 50% so véi thoi diém
trude diéu tri. Trong truomg hop xuat hién viém mang bé dao, cin
nhic diéu tri bdng corticosteroid tai chd kém hoidc khong kém céc
tac nhan lam liét co thé mi. Néu bénh nhan khéng dap {mg véi
corticosteroid hodc tinh trang nay tai phat sau khi da diéu tri thanh
cong, can ngirmg cidofovir.
Liéu lrgng va cdch dung
Cich diing
Dung dich thude phai dugc pha lodng truoc khi truyen tinh mach.
Lay lrgng thude vira du pha lodng vi 100 ml dung dich nuéc
mudi sinh 1y trong tii dich truyén thich hop (nhu PVC, thiy tinh,
polyme ethylen/propylen). Toan b dung dich da pha lodng phai
dugc truyén vai tée do hing dinh trong thoi gian 1 gid, sir dung
thiét bi truyén co kiém soét.
Bé sung dich duwong tinh mach: Cén truyén toi thiéu 1 lit dung dich
natri clorid 0,9% trong khoang thoi gian 1 - 2 git ngay trudc khi
truyén c1d0fov1r Nhimg bqnh nhan c6 thé dung nap véi thé tich
dich 1ém hon cin dugc truyén thém 1 lit dung dich natri clorid 0.9%
dong thori hodc ngay sau khi truyén cidofovir. Lén truyén dich thir
hai can kéo dai la 1 - 3 gio.
Str dung probenecid: Probenecid phai duge ding cing véi moi
liéu cidofovir dé giam thiéu déc tinh trén than. Liéu dung cua
prohene(:ld trudie va sau mdi lan truyen cidofovir nhu sau: Uéng 2 g
tai thori diém 3 gio trudce khi truyén; | g tai thoi diém 2 gio va 8 gior
sau khi truyén (téng cong 4 g).
Liéu lwgng
Viém vong mac do Cyfomegalovirus: Liéu khuyén cio trén nguoi
16n va thiéu nién nhiém HIV c6 ndng o creatinin huyét thanh
< 132 micromol/lit, d6 thanh thai creatinin > 55 ml/phut va nﬁng
d@ creatinin niéu < 100 mgxdl (tuong du'o'ng < 2+) 14 5 mg/kg/lan
mdi tudn trong 2 tuan lién tlep (giai doan tin cong), sau do giam
con 5 mg/kg, 2 win/lan (giai doan duy tri).
Hiéu chinh liéu trén bénh nhdn suy thin: Khong ding cidofovir trén
ciac bénh nhén co néng d{ creatinin huyét thanh > 132 micromol/lit
hodc ¢6 thanh thai creatinin < 55 ml/phat hodc protein niéu > 100
mg/d] (trong duong = 2+).
Liéu cidofovir can duoc giam tir 5 mg/kg xudng con 3 mg/kg (gilr
nguyeén tan sudt) néu néng dd creatinin huyél thanh tang tir 26 - 35
micromol/lit so véi trj s6 trude diéu tri. Néu nong dé creatinin

huyét thanh ting > 44 micromol/lit hodc xuét hién protein niéu -

mtre d6 > 3+, cin ngirng sir dung cidofovir,

Twong tac thube

Ding dng thdri cidofovir va tenofovir c6 thé giy tang nong dd
thude trong mau cua mét trong 2 thude hodc ca 2 thudc.

Céc thude khac doe véi than nhu aminoglycosid, amphotericin B,
foscamnet, pentamidin tiém tinh mach lam ting déc tinh Ién than
cua cidofovir. Can ngimg cdc thube dgc véi thin 7 ngay trude khi
dung cidofovir.

Twong ky

Nén pha thudc véi dung dich natri clorid 0,9% trong chai thiy tinh,
trong tai dich truyén bing nhua PVC hodc nhya ethylen/propylen;
hé théng déy truyén PVC

Chura ¢6 thon;, tin vé& viéc tron thém mot thudc khac véo thube da
pha dé truyén ciing nhu tinh tuong thich véi céc dung dich Ringer,
Ringer lactat hodc céc dich truyén vo khuan khéc.
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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.



