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hop nhiém khuén khéc cin phai di¢t khudn nhanh. Do dé, nén trinh
sir dung déng thoi,

Methotrexat: Penicilin lam giam thai trir methotrexat, 1am ting
nguy co ddc tinh cia thube.

Flucloxacilin lim gidm higu qua cia céc thubc tranh thai dudng
udng ¢6 chira oestrogen.

Néu dung chung flucloxacilin voi thudc chéng dong méu dudng
ubng nhu warfarin c6 thé lam giam tac dung chéng dong va can
tang liéu cua thudc chéng d6éng warfarin.

Probenecid lam chdm thai trir flucloxacilin nén lam ting ndng dé
cua thuoc trong huyét twong do canh tranh bai tiét & ong than.
Twong ky,

Tuong tu nhu cdc penicilin khéc, flucloxacilin tromg ky voi cac
aminoglycosid. Tuong ky ciing da dugc bao cao véi nhitu thude
dudmg tiém khéc bao gdm cac thube khang khuin nhu ciprofloxacin,
erythromycin lactobionat va ofloxacin; cac thuée tim mach nhu
amiodaron, atropin sulfat, dobutamin hydroclorid va verapamil
hydroclorid; céc thudc khéc bao gém: buprenorphin, calci gluconat,
clorpromazin hydroclorid, diazepam, metoclopramid hydroclorid,
morphin sulfat, papaverin, pethidin hydroclorid, proclorperazin
edisilat, promethazin hydroclorid,

Khong nén tron 1an flucloxacilin véi ché phim mau hodic c4c dich
c6 protein hodc véi nhii twong lipid tiém truyén khac.

Qua litu va xir tri

Triéu chimg: Doc tinh than kinh (co giat, bénh ndo), réi loan hé
mau (giam bach f:éu trung tinh, thiéu mau tan huyét, kéo dai thori
gian chdy méu, roi loan chire ndng tiéu céu) hojc réi loan dién giai
¢O thé xay ra.

Xit tri: Chi diéu tri trigu chimg. Thude khong bi loai trir qua loc
mau.

Cép nhdt lan cuéi: 2017.

FLUCONAZOL

Tén chung quoc té: Fluconazole.

Mi ATC: DOLACI1S, JO2ZACO1.

Loai thude: Chdng nam.

Dang thudc va ham lrong

Vién nén, vién nang: 50 mg, 100 mg, 150 mg, 200 mg.

Bot pha hdn dich uéng: 50 mg/5 ml, 200 mg/S ml.

Dung dich tiém truyén (chi ding dé truyén tinh mach): 200 mg/100
ml, 400 mg/200 ml trong dung dich dextrose 5%; 50 mg/25 ml,
200 mg/100 ml, 400 mg/200 ml trong dung dich natri clorid 0,9%.
Dirgee lye hoe

Co ché tdc dung: Fluconazol la thudc chdng ndm nhém triazol, co
tic dung chéng nim do 1am bién déi mang té bao, lam ting tinh
tham mang té bao, lam thodt cac yéu 6 thiét yéu (vi dy amino
acid, kali) va lam giam nhap céc phan tir tién chdt (vi du purin
va pyrimidin 1 cdc tién chat cia DNA). Fluconazol tic dong
bing cach e ché chon loc enzym phu thude cytochrom P450
lanosterol 14-alpha-demethylase (enzym chuyén dang lan?sterol
thanh ergosterol), dan dén tich lity lanosterol nhung giam nong d¢
ergosterol 12 sterol chi yéu & mang t€ bao ndm.

Fluconazol va c4c triazol chong nidm khac (nhu itraconazol) c6
ai lyc manh véi enzym P450 cua nam va chi ¢6 ai luc yéu vl
enzym P450 cua dong vat co vi (tuy nhién ciing du dé gy ra
nhiéu twong tic thudc) va cling I3 nhimg thudc irc ché dgc hiéu hé
théng cytochom P450 ciaa nam hon nhiéu dan chat imidazol (nhw
ketoconazol). Thudc khong cé tic dung 1én sy tong hgp cholesterol

v

= 1_PTQGVN

gan cua dong vat c6 v ‘
ol ¢ hoat tinh khang nhiéu log; ném_
da. Fluconazol khong c6 tac &

g kh-’*ng

trong dich dbng thé md
Phé tdc dung: F Iuco:laz
gém pdm men va nam

khuan. o Liro va lAm sing déi vei
1 c6 hoat tinh in viro ¥4 YO Cang,
Fluconazo labrata (nhiéu chung nhay trung gian) c, ndig
a

icans, Candida g y
;Ia(::fi?c:sis Candida tropicalis, Cryplococcus neaformapy,

i 5 hoat tinh in vitro nhung chua rd higy qui
S;innz;n;;iovﬁ Ca: di:!'ﬂ ‘funl:i::fensis, Candida gufl!femc,:jﬁ‘
. . ida lusita A
Candide K hofc Khong 6 tic dung en e
e ing . 08 phit i o 4 i
Ié:szgfa ba;o gom C. albicans, C. glabrata, C. l“*f‘ﬂfifaf
C mrv;ge,,_g,'s_ 42 parapsvi‘{osis va C t?'o‘.picalis, Cic {;hﬁné
Cryplococeus neoformans glam nhady (fam an ﬂEc{:()“;‘;OI cfm € d.ﬁ
phén lap dvoc. Str dung'ﬂucon'a.zol ionghu;u;g éo '1h°30:ngﬁ't
quing trén bénh nhén bi suy gidm mién dich AUQC ol nhur yéy (4
chinh lim téng tinh khang fluconazol cud;Canaf:‘da, '
Mét sé co ché khang f_iuconazgl ha‘o gom giam tich liiy thyd,
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dich 4-alpha-demethylase ciia nam dan dén 'Iam giam &i lyc cgy
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qua \rc ché con dudng six:lh tong hop o gc:stero]. Cf:n?‘zda gfabr,am
khang thudc lién quan dén su bién dbi cac gen qui dinh bom tong
thube. Khang thude & cac chung (T‘ryptococcuslneoform?ns Xdy ra
theo cac co ché tuong tw va cd the lién quan dén viéc tiép xiic vo;
cac thube khang nam azol !rudc‘ d6. Candida kruisei duge coi |3
da khang fluconazol, lién quan dén giam tinh nhay cam véi enzym
dich. -
Pi ghi nhin mot sé truomg hop bdi nhiem Candida (ngoai
C. albicans) thuimg khong nhay cam voi fluconazol (vi dy
Candida kruisei). Nhimg truong hop ndy can dung li¢u phép khang
nédm khéc. Cic chung ndm khang fluconazol c6 thé khang chéo
véi cac thube khang ndm khac (vi du itraconazol, ketoconazol,
posaconazol, voriconazol).
Dwge dong hoc
Céc dac tinh duoc dong hoc cita fluconazol duomg udng va truyén
tinh mach twong ty nhau.
Hap thu: Fluconazol dugc hap thu t6t qua dudng uéng, khang bi
anh huong boi thire dn. Khong c6 bing chimg fluconazol duge
chuyén hoa lin dau qua gan. Sinh kha dung duong udng khoing
hon 90%. Nong d6 thube t6i da trong huyét twong dat duge trong
vong 1 - 2 gi®, néng do 6n dinh dat duoc trong vong 5 - 10 ngay,
sau khi uong lidu 50 - 400 mg fluconazol, ngay 1 1in. Khong giong
nhu mét vai thude chéng ndm imidazol (nhur ketoconazol), hip thu
fluconazol khong chiu anh huéng béi pH dich vi.
Nong d¢ dinh ctia thudc trong huyét tuong ty 18 thuan vai liv
thudc. Sau khi ding liéu fluconazol 200 mg, ndng do dinh dat dirge
khoang 4.6 mg/lit va nong d6 6n dinh trong huyét tuong sau 13
ngay la khoang 10 mg/lit. Sau khi dung liéu fluconazol 400 mg.
nong d¢ dinh la khoang 9 mg/lit va ndng d6 én dinh sau 15 ngdy
la khoar{g 18 mg/lit.
Phan bé: Thé tich phén bé biéu kién ciia fluconazol xdp xi tong
hrong nude trong co thé, khodng 0,7 - 1 livkg. Khong giéng ¥0i
cic dan chat khang nam azol khic (nhu itraconazol, ketoconazol,
miconazol), ti 1¢ gan fluconazol véi protein thp, chi khoing
':'e; ]b;':i’h ::?Gc ?hén.bﬁ [C‘ﬂlg réi trong cic mé va dich co ihf-
an ¢ chirc nang than binh thudng, néng do thude
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rong nudc ticu va da cao gap khoang 10 14n so véi ndng d¢ thude
{rong huyet twong; néng do thude trong nude bot, dom, mong, md
m dao twong ty ndng dd thude trong huyét twong. Néng do thube
trong dich am dao dat khoang 40 - 86% so véi trong huyét twong,
Nong d¢ thuoc trong dich ndo tuy dat tir 50% dén 90% néng do
{hudc trong huyét tuong bit ké mirc dé viém, Khéng 16 fluconazol
c6 qua hang rao nhau thai & ngudi khong, nhung thubc qua dugc
hang rao nhau thai trén chudt. Nong dé thuée trong nudGe i, nhau
maj.' bao thai va gan cua bao thai chugt XAp xi nf‘mg do thude trong
huyét tuong cua ‘Chuét me. Fluconazol phin bé vao sira me vai
nong 4 xép xi nong @ thude trong huyét twong,

Chuyén héa: Fluconazol dugc chuyén héa rét it

Thii tric: Flpconazol thai trir chu yéu qua nudc tiéu, 80% & dang
khong chuyén héa va 11% & dang chuyén héa. Chi mét hrgng nho
duge thii trr qua phan. Toc d§ thai trir thude qua than trung binh
la 0,27 ml/phit & ngudi I6n ¢6 chire nang than binh thuong. Nira
dor thai trir ctia thude & nguéi 1dm cé chire ndng thin binh thuomg
Ja khoang 30 gid (dao déng 20 - 50 gid) va kéo dai & ngudi bénh
suy than. Nura doi thai trir ctia thude & tré tir 9 thang dén 15 tudi
dao dong 15 - 25 git va kéo dai & tré sinh non. Thudc duge thai loai
nhé tham tich mau va tham phan phic mac. :
Chi dinh

Diéu tri nhiém nam O ngudi lém:

Viém mang ndo do Cryptococus.

Néim Coccidioides.

Nam Candida toan thén, gdm ca Candida lan toa, Candida huyét,
Candida phoi.

Néam Candida niém mac, bao gdm Candida hiu - hong, thire quan.
Néim Candida dudmg niéu,

Nim Candida phic mac.

Néim Candida m ho - 4m dao, cip tinh hogc tai phat, khi liéu phap
tai cho khong hi¢u qua.

Ném Candida bao qui dau, khi ligu phap tai ch3 khéong hiéu qua.
Ném da, bao gdm nim da chan, ndm da than, nim ben, lang ben.
Nim méng, khi cic thude khac khong hiéu qua.

Dy phong nhiém ndm o nguweoi lom:

Du phong tai phat viém mang ndo do Cryptococcus trén bénh nhan
nguy co tai nhiém cao.

Dy phong téi phét Candida hau - hong, thyc quan trén bénh nhan
nhidm HIV do nguy co tai nhiém cao.

Dy phong dé giam tin sudt tai phat Candida 4m dao (tir 4 dot trg
1én/nam).

Du phong Candida trén bénh nhén giam bach cu trung tinh, bao
gom bénh nhan ung thuy mau dang héa trj hoac cy té bao gbe tao
mau,

Dy phéng Candida trén bénh nhén ghép tay.

Piéu tri nhiém nam o tré em tie 0- 17 tudi:

Viém méng nao do Cyptococcus.

Nim Candida toan thin, gr:Jm ci Candida lan toa, Candida huyét,
Candida phoi.

Nim Candida niém mac, bao gdm Candida hau - hong, thirc quan,
phé quan phdi khéng xam lan.

Dy phong nhiém ndm & tré em tir 0 - 17 tuo:

Dy phong Candida trén bénh nhan suy giam mién dich.

Phong tai phat viém méang ndo do Cyptococcus trén bénh nhan co
nguy co tai phat cao.

Chéng chi dinh

Qué mén véi fluconazol.

Phéi hop véi terfenadin néu bénh nhan ding fluconazol da liéu véi
liu hang ngay 400 mg hogc cao hon.

Phéi hgp véi céc thude ¢ nguy co gy kéo dai khoang QT va dugc
chuyén héa qua enzym CYP3A4, bao gom cisaprid, astemizol,
erythromycin, pimozid va quinidin.

Réi loan chuyén hoa porphyrin cap.

Thin trong

Doc tinh trén gan: Poc tinh nghiém trong trén gan, bao gom ca tir
vong, di dugc ghi nhin trén bénh nhan dung fluconazol. Doc tinh
trén gan hdi phuc duge sau khi dimg diéu tri. Néu c6 bt thudmg vé
xét nghiém chic ndng gan xay ra trong khi dung fluconazol, can
theo doi tinh trang ton thuong gan nang Ién. Nén dimg fluconazol
néu bénh nhén 6 cac déu hiéu va tri¢u chimg cho thiy bénh gan
tién trién (suy nhugc, chan an, nén, budn non va vang da dai ding).
Khdng thuée: Ding fluconazol co thé gay ra phat trién qué mitc cdc
chiing Candida khong nhay cam (ngodi C. albicans) nhu C. krusei.
Truong hop boi nhidm cac ching Candida khong nhay cim voi
fluconazol, bénh nhin cin ding thuéc chdng nim khéc thay thé.
Déc tinh trén tim mach: D3 ghi nhan trrong hop kéo dai khoang
QT va xoén dinh trén bénh nhan ding fluconazol. Cin sir dung
fluconazol than trong trén bénh nhan tiém n nguy co loan nhip
tim, bao gém ¢o tien sir kéo dai khoang QT, bénh co tim, nhjp
xoang cham, téi loan nhip tim, rdi loan dién gidi. Cin diéu chinh
tinh trang rdi loan dién giai trudc khi khoi déu diéu tri fluconazol.
Chéng chi dinh phdi hop fluconazol véi cac thube c6 nguy co gly
kéo dai khoang QT va duoc chuyén hoa qua CYP3A4.

Cdc phdn umg trén da: Da cé béo cdo vé mot s6 hiém cic truémg
hop viém da tréc vay, cac phan img trén da de doa tinh mang nhu
héi chimg Stevens-Johnson va hoai tr thugng bi nhiém doe khi
ding fluconazol trén bénh nhan nang. Véi cic bénh nhan co ton
thuong hé mién dich (vi dy bénh nhan nhiém HIV), néu xuat hién
ban da trong khi diéu trj bing fluconazol, cin gidm st chat ché va
ngimg thudc khi tén thweng co biéu hién tién trién.

Dang hén dich: Ché phim fluconazol hén dich chia sucrose,
khéng sir dung trén bénh nhan khong dung nap fructose, kém hap
thu ghicose-galactose v thiéu hut sucrase-isomaltase.

Van hanh may méc: Bénh nhan lai xe hay véin hanh may moc trong
théri gian sir dung fluconazol can dugce luu ¥ ring thude c6 thé gy
chong mat, co giat.

Thoi ky mang thai

Hién chua diy du bing chimg vé viéc ding fluconazol trong thdri
ky mang thai, tuy nhién dd c6 béo c4o vé anh huéng ciia thudc 1én
thai nhi. Mt nghién ciru quan sét cho thiy nguy co say thai ting
néu ding fluconazol trong 3 thang diu. Di c6 cdc bao cdo vé nhidu
di dang béam sinh & tré khi me dung fluconazol liéu cao (400 - 800
mg/ngdy) trong it nhit 3 thang dé diéu tri ném do Coccidioides, tuy
nhién méi lién quan giira thudc va nguy co di tit 1 chua rd. Nghién
ciru trén dong vit ciing ghi nhin anh hudng tuong tir trén thai.
Khang ding fluconazol trong théi gian ngin trong thoi ky mang
thai trir khi thyc sy can thiét. Khong dung fluconazol dai ngay
trong thoi ky mang thai trir trrdmg hop de doa tinh mang, Trurémg
hop fluconazol liéu cao lién tuc 14 lua chon didu tri duy nhit trong
giai doan mang thai 3 thang déu, cin thong bdo vdi bénh nhan vé
nguy co cé thé xay ra cho thai.

Thai ky cho con bi

Fluconazol duge bai tiét vao sita & ndng dd xap xi nong d§ thube
trong huyét twong. Chua & nguy co cua fluconazol 1én tré thoi ky
bl me, nhung an toan cua thudc di duge ghi nhan & tré so sinh.
Trudmg hop ding fluconazol 1 liéu duy nhat 200 mg hoic thip hon,
c6 thé duy tri viée cho con bi. Khéng nén ding fluconazol da lidu
va lidu cao trong thii ky cho con bi.
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Téc dyng khdng mong muén (ADR)

Thiomg &ap
Thén kinh: dau dau.

Tiéu hoa: budn nén, nén, dau bung, tiéu chay.
Gan mit: ting cdc enzym alkalin phosphatase, ASA" I, ALAT.
Da: ban do.

Ir gap
Miu: thiéu mau.

Tam than: mét ngl, ngh ga.

TKTW: co gidt, choang ving, loan cam, thay di cam giac.
Thinh giac: chong miL

Chuyén hoa va dinh dm:mg giam thém in.

Tiéu héa: khé tiéu, diy hoi, chan an, téo bon, khé miéng.
Than va tiét niéu: lhay ddi xét nghiém chirc ning thén,
Gan mit: (r mét, ton thuong té bao gan, vang da, ting dang ké
pilirubin toan phan.

Da va md du6i da: ndi ban, ngira, ting tiét md h6i,

Co xuong: dau co.

Khéc: mét moi, suy nhuge, sét.

Hiém gﬂ!’

Mau: mét bach ciu hat, giam bach cau, giam bach ciu trung tinh,
glam heu cau

Mién dich: phan (ng phan vé, ngira,

TKTW: run.

Chuyen héa va dinh dudng: ting cholesterol huyét, triglycerid
huyét, ha kali huyét.

Tim: R&i loan nhip that (kéo dai khoéng QT, xoén dinh).

Gan mét: hoai tr gan, suy gan, viém gan,

Chi dinh

| ovincans

P . - K
Diéu tri nhiem nam

DTQGVN3

Da va mé dudi da: hdi chimg Stevens- -Johnson, hoai tir thugng y
nh.un doc (TEN), rung toc, hoi chirng ngogi ban myn mu toan thy,
cap tinh (AGEP), phu mat.

Rat hiém gap

Mién djch: phu mach.

Chrea xde dinh diege tdn sudt.

May day.

Liéu lugng va cich dung

Cach dang
Thude duoc ding theo dudmg ubng (dang hén dich hoic Vien nén,

vién nang) hodc truyén tinh mach. Do hap thu nhanh va gin sl
hoan toan & dudng tiéu hoa nén lidu ubng ciing biing liéu truyén
tinh mach. Chi nén truyt.n tinh mach fluconazol cho bénh nh3p
khong dung nap hoac khong thé dung dudng uéng. Nén chuyén
dang tiém sang ubng ngay khi co thé.

Théi diém udng fluconazol khong lién quan dén bira n.

Truycn tinh mach fluconazol vé toc d 15i da 10 ml/phut. G tré em,
the d6 truyén khong qué 5 ml/phut. i voi rre sinh non, thi gian
truyén khong dudi 15 phat. Trén bénh nhén cén han ché natri hojc
dich, cin luu ¥ ché phéim fluconazol chira mubi can truyén dai hon.
Liéu dung va thor gian diéu tri tiry thude vao dang va mire d5 bénh,
loai ndm gy bénh, chirc ning than va dap (g cia ngudi bénh v
thubc. Didu tri phéi lién tue cho dén khi biéu hién 1am sang va xét
nghiém chimg to bénh da khoi hén; diéu tri khong du thoi gian co
thé 1am cho bénh tai phat.

Liéu diing

Liéu ding cho nguoi lom:

Lidu dimg -

Théi gian diéu tri

Viém mang ndo do
Cryptococcus

Nhiém nam Coccidioides Ubng

' nhéc lidu

Uéng; truyén tinh mach i Ngay d4u 400 mg; nhimg ngiy
| sau 200 - 400 mg, ngay 1 lan.
| Trudmg hop de doa tinh mang,
¢4 thé ting liéu dén 800 mg.

200 - 400 mg, ngay 1 lan. Can | 1

| cho trzdmg hop bénh mang nao.

‘ it nhét 6 - 8 tudn. Co quan quén 1y thyc phim
| va thube My (FDA) khuyén cao 10 - 12 tuén
sau khi cdy dich ndo tiy cho két qua am tinh,

- 2 niam hoic k_én dai hon my -thuéc bén?i

800 mg, ngdy 1 lin | canh.

Candida toan thin ] T e —

Ngay diu 800 mg; nhung ngay
| sau 400 mg, ngay 1 lan,

Chua duoc thiét 1ap ddy du. DSi véi Candida
huy@t: it nhat 2 tudn sau khi mau mau dau tién
cho ket qua am tinh va hét tridu chimg

Candida thyc quan Ubng; truyén tinh mach

' Ngé:y déu 200 - 400 mg; nhiing

14 - 30 ngay, hodc dén khi hét triéu chimg. Thoi
gian dang co thé kéo dai hon trén bénh nhan
suy gidm mién dich nghiém trong

100 - 200 mg, ngay

| 7 - 21 ngay, hodc c6 thé kéo dai hom trén bénh
‘ nhan suy gidam mién dich nghiém trong.

cich mdi 3 ngay, 3 lan (ngay 1,

150 mg, 1 lidu duy:
phat: uong 150 mg,

lidu duy nhét |

ngay sau
1 ldn
Candida duimg ni-éu R Udng; truyén tinh mach 200 - 400 mg, ngay 1 lan.
_Candida phuc mac ] Uéng;_tr;én tinh mach | 50 - 200 mg, ngay 1 lin.
Candida im h¢ - m dao Ubng Cip tinh:
nhat. Tai
4 va 7).
| Candida bao qu: dﬁu Uﬂg 150 mg, |
Nim da chan nam da than, Uémg
nim ben tudn | lan
' Lang ben o | Udng
|
i I
| Nim méng Udng 150 mg, tuin 1 in

300 - 400 mg, twin 1 lin trong
1 - 3 tudn; hodc 50mg,ngay|
1lintrong 2 -4 tuan |

50 mg, ngay 1 lin, hodc 150 mg, | 2 - 4 tudn. NAm da chan c6 thé kéo dai dén 6

tudn

| Nim moéng tay: khoang 3 - 6 thang; nim mong
) | chén: ‘khoang 6 - 12 thang
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Dwr phong nm‘a’;ﬁa o
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Dv phong tai phat viém mang
ndo do Cryptococeus trén bénh
haﬂ ch co nguy ca lail nhu.m cao

Udng; truyén tinh mach | 200 mg, ngay | lin

Du phong ta phél Candida
hiu - hong, thyc quan trén
bénh nhin nhiém HIV

Udng; truyén tinh mach | 100 - 200 mg, ngdy | lin hofic
200 mg, tudn 3 lin

| Dy phong dé giam tén suat tai
phal Candida 4m dao

Uéng

S | ——

150 mg méi tudn 1 1an,

(_i thang.

Du phong Candtda trén bt;nh
phén giam bach céu trung tinh

b

Udng; truyén tinh mach | 200 - 400 mg, ngay 1 lin

Bat diu dy phong vai ngay truoe khi giam bach
céu trung tinh va tiép tuc dén 7 ngdy sau khi lugng
bach cau trung tinh da vugt qua | 000/mm’.

Du phong nhiém Candfd;rén
bénh nhdn ghép tay

Uéng; truyén finh mach | 200 - 400 mg, ngay 1 lan

Bal déu dy phong vai ngdy trudc khi giam bach
cau trung tmh va tiép tyc dén 7 ngay sau khi
lurgng bach cau trung tinh vuot qua 1 000/mm’.

Liéu dung cho tré em:

L_if‘f_u ding t6i da hang ngay & tré em khong vugt qua 400 mg. Ding dudng udng hodc truyén finh mach cac mic liéu sau:
Tré em 4 tudn tudi - 11 tudi

Tré so sinh (0 - 4 tuin tubi)

- Chi dinh Tré em 12 - 17 tudi
Piéu tri viém mang ndo do 3, 6, 12 mg/kg tuong tmg | 6
Cyplococcus vGi cdc mie lidu 100, 200,

piéu tri Candida todn than | 400 mg & ngudi lén

-12 mg/kg, ngay 1 lan.

6 12 mg/kg, ngay 1 lan

Mirc liéu theo can nang tuong tw lidu cho
tré 4 tudn tudi - 11 tudi. Khodng cach
lidu la 72 gidr d6i v6i tré 2 tudn dau sau

| Piéu iri Candida niém mac

Ngay déu 6 mg/kg; nhimg ngay | ypi sinh.
san 3 mg/kg, ngay 1 lan,

khi sinh; 48 gir d6i véi tré 2 - 4 tuin sau

a phong Cam@ _trén bénh
nhéan suy gidam mién dich

Dy phong tai phdt viém mang nio

3 - 12 mg/kg, ngay 1 1an

_6 -:;1g,’kg, nga;r I_Ién

do Cyptococcus

Bénh nhén suy thén:

Khéng cn hiéu chinh liéu trong trromg hop dung 1 lidu duy nhat.
Truong hop ding da lidu fluconazol, diing liéu d4u giir nguyén theo
khuyén c4o, cac lidu sau duge hiéu chinh dya theo dé thanh thai
creatinin nhur sau:

Ef@ thanh thai creatinin

Ty 1§ Yesovéi

(ml/phiit) liéu khuyén cdo |
>50 100%
E;fa krhc‘mg !(ém 50%

tham tich mau 3 e

]00'/11 sau m51 lan thdm téch vao

Ngudi bénh thim tach méu [ngay khong tham tach, ding 50% liéu
khuyen céo néu CI <50 mla’phut

i

Bénh nhan suy gan

Dit liéu ding thude trén bénh nhén suy gan con han ché, do do can
than trong khi sir dung fluconazol trén b¢nh nhin suy giam chirc
ndng gan.

Twong tic thudce

Twong tic lam ting nong dé va djc tinh ciia thubc diing dong
thot véi ﬂuconazal

Fluconazol la chit e ché manh CYP2C9 va trc ché trung binh
CYP3A4, nén c6 thé lam tang nong dé ctia céc chit chuyen hoéa qua
céc isoenzym nay khi dung dbng thoi. Tac dung tre ché enzym ciia
fluconazol kéo dai 4 - 5 ngay sau khi ngimg fluconazol do nira doi
thai trir caa fluconazol dai.

Twong tac chén g chi dinh hodc tranh pha: hop:

Astemizol (co chat cia CYP3A44): Fluconazol c6 thé 1am giam thai
trir din dén tang nong do astemizol trong huyct twong khi ding
ddng ther, ¢6 thé gay kéo dai khoiang QT va xoén dinh. Chéng chi
dinh phéi hop 2 thude nay (tuy nhién, astemizol hién nay khong
con duge luru hanh trén thi tredng).

Cisaprid (co chat cia CYP3A44): Ding d(’ing thei fluconazol va
cisaprid 1am ting ndng d9 cisaprid trong huyét twong, co thé gay
tic dung phu nguy hiém trén tim (bao gdm ca xoin dinh). Chéng
chi dinh phéi hop hai thudc nay.

Pimozid: Fluconazol co thé tc ché chuyén héa cua pimozid va
lam ting ndng do cua pimozid trong huyét trong, dan dén kéo dai
khoang QT va xoén dinh. Chéng chi dinh phdi hop 2 thuée nay.
Quinidin: Fluconazol ¢6 thé {rc ché chuyén héa ciia quinidin va
1am ting ndng dd cia quinidin trong huyét twrong, din dén kéo dai
khoing QT va xoan dinh. Chong chi dinh phdi hop 2 thude nay.
Terfenadin (co chit ciia CYP3A4): DA ghi nhan rdi loan nhip tim
nghiém trong do kéo dii khoang QT trén bénh nhin ding déng
thoi thude khang nidm azol va terfenadin. Dung fluconazol liéu
hang ngay tir 400 mg tré 1én lam ting dang ké néng do terfenadin
khi dimg dong thoi. Chong chi dinh phéi hop fluconazol liéu tir
400 mg trd 1én véi terfenadin. Can giam sat can than khi phéi hop
fluconazol liéu hang ngdy thap hon 400 mg véi terfenadin.
Voriconazol (chat iec ché CYP2C9 va CYP3A4): Tranh ding ddng
thoi voriconazol va fluconazol. Néu voriconazol duge bit diu
trong vong 24 gio sau liéu fluconazol cudi cung, can giam sat doc
tinh lién quan dén voriconazol,

Tuong tdc than trong khi phéi hop:

Alcaloid dita can. Fluconazol ¢6 thé 1am ting nong do trong huyét
tuong ciia alcaloid dira can (nhur vincristin va vinblastin), din dén
déc tinh trén thin kinh, ¢ thé do fluconazol (rc ché chuyén hoa cac
thubc nay qua CYP3A4.

Alfentanil (co chdt cia CYP3A4): Fluconazol c6 thé lam giam
thanh thai va kéo dai nira doi thai trir cha alfetanil khi diing dong
théi. Hiéu chinh lidu alfetanil néu can,

Amitriptylin, nortriptylin (co chdt ctia CYP2D6): Fluconazol c6
thé lam ting tic dung cua amitriptylin va nortriptylin khi duing
ddng thoi. Higu chinh liéu amitriptylin va nortriptylin néu cn.
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Cic chdt e ché HMG-CoA reductase (co chdt cia CYPIC9
hoic CYP3A4): Nguy co' mac bénh co va tiéu co van tang Ién khi
fluconazol dung dong théi véi cac thude tre ché HMG-CoA chuyén
hoa qua CYP3A4 nhu atorvastatin va simvastatin, hoic chuyén
héa qua CYP2C9 nhu‘ﬂuvastalin. Truémg hop phai dun g phoi hep
fluconazol va cac thudc nay, can giam sat tri¢u chitng bénh co va
tiéu co van, {16“8 thi gidm sat ndng dg creatinin kinase. Dumng cac
thube trc ché HMG-CoA reductase néu ndng do creatinin kinase
ting cao hodc nghi ngd bénh co hay tigu co van.

Cic thudc NSAID: Fluconazol c thé lam ting ndng dé cia
cdc thuoc NSAID chuyén héa qua CYP2C9 (vi du naproxen,
lornoxicam, meloxicam, diclofenac). Cén giim sat thudng xuyén
doc tinh cia cdc NSAID va hi¢u chinh liéu ciia NSAID néu cin.
Carbamazepin (co chat cuia CYP3A44): Fluconazol c6 thé irc ché
chuyén héa va lam ting nong d¢ ciia carbamazepin, ting ddc tinh.
Hiéu chinh lieu carbamazepin néu cin thong qua theo dai nong do
carbamazepin.

Celecoxib (co chat cia CYP2C9): Ding ddng théi fluconazol va
celecoxib co thé lam tang nﬁng do dinh (68%) va AUC (134%)
ctia celecoxib. Gidm nira lieu celecoxib khi ding déng thai véi
fluconazol néu can,

Chen kénh calci (co chat cia CYP3A4): Mot sb thube chen kénh
calci dihydropyridin (nifedipin, isradipin, amlodipin va felodipin)
dugc chuyén hoa qua CYP3A4, do dé fluconazol cb thé lam tang
nong d¢ cia cac thudc nay khi dung ddng thoi. Cin gidm st
thuéng xuyén tac dung khéng mong muén cia céc thuée nay khi
dung dong thot véi fluconazol.

Ciclosporin (co chdt ciia C YP344): Dung déug thdi fluconazol va
ciclosporin ¢ thé lam tang nf‘mg d¢ ciclosporin trong huyét tirong,
dac biét & ngudi ghép than. Can theo doi cin than creatinin huyét
thanh va ndng d6 ciclosporin trong huyét tuong 6 ngudi bénh dang
cung diéu tri bang fluconazol va higu chinh lidu ding ciclosporin
néu can thiét (dya vao nong dj ciclosporin).

Ddn chat benzodiazepin (co char ciia C YP3A44): Fluconazol lam
ting dang ké ndng d6 cia midazolam, triazolam, lam tang tac dung
trén tim thin van dong clua benzodiazepin. Tac dung 1én midazolam
manh hon néu fluconazol ding dudmg udng so véi fluconazol ding
dudng tinh mach. Can nhic giam liéu benzodiazepin va giam sat
bénh nhan can than. )
Fentanyl: Fluconazol ¢o thé lam chim thai trir fentanyl, din dén
ting ndng dd cla fentanyl, c6 thé gay suy hd hip, thim chi ti vong
khi ding déng thoi 2 thude nay.

Halofantrin: Fluconazol c6 thé 1am ting nong 9 halofantrin trong
huyét twang do fluconazol \rc ché CYP3A4.

Losartan (co chdt ciia CYP2C9): Fluconazol vrc ché c;huyén hba
cia losartan va chit chuyén hoa khi ding dong thoi. Can giam sét
lién tuc huyét dp cuia bénh nhén.

Methadon: Fluconazol ¢6 thé lam tang néng dd clia methadon. Co
thé cAn higu chinh liéu methadon.

Phenytoin (co chat ciia CYP2C9): Ding déng thoi fluconazol va
phenytoin sé gy ting ndng d6 phenytoin trong huyét trong din
dén ngé doc phenytoin. Phai giam sat than trong khi ding dong
thoi phenytoin va fluconazol. .
Prednison: D ghi nhan trréng hop bénh nhin g]‘Eép gan dugce diéu
trj bé‘mg prednison xuét hién suy thugng thén cap sau khi ngimg
fluconazol sau 3 thang sir dung dong thoi. Vige ding fluconazol
c6 thé gay ting hoat tinh ciia CYP3A4, din dén tang chuyén hoa
prednison. Bénh nhén diéu trj kéo dai bing fluconazol phoi hgp véi
prednison cén dugc giam sat cin thin nguy co suy thirgng than cap
khi ngimg fluconazol. )
Rifabutin (co chat ciia CYP3A4): Ding dong thoi fluconazol va
rifabutin s& lam tang nong d¢ rifabutin trong huyet tweng. Can
gidm sat bénh nhan can than khi phdi hgp 2 thuoe nay. _
Saguinavir: Fluconazol ¢ thé lam ting AUC (50%) va nong

45 dinh (55%) cua saquinavir, va 1am giam thanh théi (509,
hé chayén hoa cia saquinavir qua CYP3Aq
tc ché P-glycoprotein. Hiéu chinh licu saquinavir ncu can.
gf;;fnzsg(io Ehér ctia CYP3A4): fluconazo] c6 Ehe le‘m} ting
néng do trong huyét twong cua sirolimus do ac c}?? chu:!ven h(.',a
ciia sirolimus qua CYP3A4 va Pjglycoprm?’-iﬂ. f{“‘:'}l chinh ligy
sirolimus dira vao nong d6 ciia thude trong mau ncu can,
Theophylin: Fluconazol lam tang nong ‘3? the?phylm ‘f"“g huyéy
thanh va c6 thé din dén ngé doc. DO.(?O phai theo doi nong ds
theophylin trén bénh nhéin ding dong thoi fluconazol va theophylin,
Thudc chong dong mau nhom coumarin: T;hbl glan p{rf)lh:(:mbu! e
thé tang khi bénh nhin dung fluconazol dong thoi vm’lhuoi: chong
dong nhom coumarin (nhu warfarin). B3 c6 cdc bao cdo xuat huye;
(nhu bam tim, chiy méu cam, xuat huyét tiéu hoa, ticu ra iy,
di ngoai phan den) lién quan dén tang thoi gian prothrombin tréy
bénh nhan dung déng thoi fluconazol va:\{urarfarirT. Can theo ddi cdp
than thoi gian prothrombin khi dung phot hop B
Thude ha dwong huyét nhom sulfonyluré (co chat ciia CYP2CY).
Fluconazol ¢6 thé lam giam chuyén héa va do d6 lam ting nong ¢p
cée thudc tolbutamid, glyburid hodic glipizid, dan dén nguy co hy
dudng huyét. Da ghi nhin truong hop tir vong do ha dudng huyer
lién quan dén phéi hop fluconazol va glyburid. Néu _dung déng {hs‘ﬁ
fluconazol vai tolbutamid, glyburid, glipizid hoac bat cir mgt thue
ha duong huyél nhém sulfonyluré néw‘ khac, pbé%i. theo ddi cin Ihz_?,m
néng do glucose trong méau va phai dicu chinh licu ding cua thue
diéu tri dai thio dudng khi can. )
Thuébe trdnh thai dwong uong (co chat cia CYP344): Fluconazol
liéu hang ngay tir 200 mg tré 1&n lam tang AUC va cta ethiny]
estradiol va levonorgestrel. Fluconazol da liéu o mirc lieu nay
dudmg nhu khong anh huémg dén higu qua cua thude tranh thai
phéi hgp.
Tofacinib: Nong do va tac dung cua tofacinib ting 1én khi ding
cung ltc vé6i fluconazol. Can giam liéu tofacinib (tr 5 mg, ngay
2 lan xudng 5 mg, ngay | lin).
Vitamin A: P& c6 bio cdo vé bénh nhan ding déng thai acid
retinoid va fluconazol xuat hién déc tinh trén than kinh trung uong
(dau déu gia u niio), tac dung nay mét di sau khi ngimg fluconazol.
Tacrolimus (co chit cia CYP3A4); Fluconazol ¢6 thé lam ting
ndng 46 trong huyét twong ciia tacrolimus dudng udng 1én 5 1an do
tre ché chuyén héa tacrolimus qua CYP3A4 & rudt, c6 thé gay doc
tinh trén than. Duge dong hoc cua tacrolimus dirémg tiém khang
thay déi. Néu ding déng thi fluconazol va tacrolimus dudng udng,
can gidm lidu tacrolimus dua vao néng d¢ thude trong huyét twong.
Zidovudin: Fluonazol 1am tang néng do dinh, AUC cia zidovudin
duémg uéng khoiang 84% va 74% do lam giam thanh thai coa
zidovudin. Can giam sat phan {mg c6 hai cta zidovudin, can nhic
giam liéu zidovudin. Tuong tac lam giam nf‘mg dd va tac dung cua
fluconazol.
Rifampicin (gdy cim tmg CYP450): Rifampicin 1am ting chuyén
hoa cua fluconazol khi ding déng thoi. Can nhéc tang liéu
fluconazol khi dung phdi hgp véi rifampicin.
Twong tac lam ting nong dp va tic dung ciia fluconazol
Hydroclorothiazid: Ding déng thoi hydroclorothiazid da lidu va
fluconazol trén nguai tinh nguyén c6 thé lam tang néng do cla
fluconazol 40%. Anh huong nay khong nhét thiét phai hiéu chinh
liu caa fluconazol.
Twong tic lam ting dpc tinh ciia fluconazol va thude phai hgp
Erythromycin: Ding dong thai fluconazol va erythromycin co the
lam ting nguy co djc tinh trén tim (kéo dai khoing QT, xodn dinh),
tham chi tir vong. Chéng chi dinh phéi hop 2 thude nay.
C}" ffqphosi’ﬁﬂmfd;' Dung déng thari fluconazol va cyclophosphamid
c6 the giy tang nong 9 bilirubin va creatinin trong huyét thanh.
Can hru y dén nguy co nay khi phéi hop hai thude.

saquinavir do ¢ ¢
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Twong Ky,

Fluconazol tuong ky véi nhiéu thude, bao gém amphotericin,
ampicilin, calci gluconat, cefotaxim, ceftazidim, ceftriaxon,
cefuroxim, cloramphenicol natri succinat, clindamycin phosphat,

co-trimoxazol, diazepam, digoxin, furosemid, imipenem/cilastatin,
pantoprazo]

Khong dugce pha trén fluconazol véi cac thube khac dé truyén tinh
mach, trir cdc dung dich tiém truyén sau: glucose 20%, Ringer’s,
Hartmann’s, natri clorid 0,9%, natri carbonat 4,2%. kali clorid.

Qu4 lidu va xir tri

Triéu chimg: Qua lidu fluconazol ¢6 thé xudt hién khé chiju dudng
tiéu hoa va cac phan img trén da (ban ngira). Pa ghi nhén truémg
hop bénh nhén qué liéu fluconazol xuat hién do gmc va hoang tiong,
Trén chudt nhat va chur;vt conb z dung fluconazol lidu rét cao, xuat hién
gidm cir d(;mg va ho hap, tiéu ra mau, ting tiét nude bot, tidu khéng
kiém s04t, mit can bang, tim tai, co gift dan dén tu vong.

Xir tri: Diéu tri mg:u chimg va nira da day néu cin. Thim tach mau
trong 3 gio cd thé Jam gidm 50% nong d6 fluconazol trong mau.

Cdp nhdt lan euoi: 2020,

FLUCYTOSIN

Tén chung quéc té: Flucytosinc.

Mia ATC: DO1AE21; JO2AX01.

Loai thude: Thude chéng ndm toan than, din chit fluoropyrimidin.
Dang thude va ham lrgng

Vién nang: 250 mg, 500 mg.

Dich truyén: 2,5 /250 ml dung dich natri clorid 0,9%.

Duge lue hoe

Flucytosin 1 mot chit khang chuyén héa dén chét fluoropyrimidin
¢6 tac dung kim ném hay diét ndm nhay cam fuy theo mfmg do
thubc. Co ché tac dung cua flucytosin gbm c¢6 2 khd ning:
Flucytosin dugc hép thu vao trong té bao niAm nhay cim thong
qua tic dung cta cytosin permease dic hiéu cia nam. Trong té
bdo nam, flucytosin dugc chuyén thanh fluorouracil (5-FU) nh&
enzym cytosin deaminase va sau mot vai lan chuyén hoéa trung
gian dugc chuyén thanh S5-fluorouridin triphosphat (FUTP); FUTP
sat nhdp vao RNA nim va ngan can tong hop protein. 5-FU ciing
dugc chuyén thanh 5-fluorodeoxyuridin monophosphat nhé uracil
phosphoribosyltransferase. Chit nay (rc ché mot cach khéng canh
tranh thymidylat synthetase va can trd tong hop DNA.

Pho tde dun 18 Flucytosin cé hoat tinh in vitre va in vivo chdng mot
50 ching ndm Candida va Cryptococcus. Thudc ciing ¢6 téc dung
in vitro d6i v6i mot s6 ching Chromomycosis, Aspergillus.

Khing thudc: Mot sb ching Candida hodc Cryptococcus khang
ﬂucytosm da duogc phan Lip & mot s6 ngudi bénh chua bao gio duge
diéu trj bang flucytosin va mot s0 ching Candida, C. neoformans
hodc cladosporum khang thude cung di xuét hién & ngudi bénh dang
ding flucytosin uonb 1 don dge hay phm ho'p v&i amphotericin tiém tinh
mach. Khing thude co thé xuit hién khi diéu tri kéo dai flucytosin dﬂ'n
déc, Ty 1é Candida khang thuée b}cn thién tir 4 - 15,5% trong mdt s6
nghién ctru, cd thé t&i 50% & mot s6 nghién ctru khéc.

Khang thude c6 thé c6 lién quan dén d6t bién tic dong dén san xuat
cac enzym (nhur uridin monophosphat pymphosphorylasc cytosin
permease, cytosin deaminase) can thiét dé thude co tac dung.
Khéng thude ciing co thé do dat bién lam tang san Xuét pyrimidin.
Khong c6 khing chéo giita flucytosin va amphotericin B tiém finh
mach.

Durgre ddng hoc

Hép thu: Flucytosin dugc hap thu nhanh va hoan toan theo duong

T

Flucytosin

unng Thitc an 1am giam téc 49 nhung khong anh hudng dén mirc
d6 hip thu, Sinh kha dung khoang 78 - 89%. Nong d¢ dinh trong
mau 30 - 40 mlcmgarnfmi dat trong vong, 2 gidr sau khi cho nguai
binh thuémg uéng lidu 2 g va cé thé kéo dai 4 - 6 gio trén bénh
nhén suy than.

G tré so sinh ding flucytosin uéng véi licu 25 mg, S0 mg hodc
100 mg/kg/ngay dé diéu trj nhiém Candida toan than, nong d¢ dinh
trung binh trong huyét thanh sau 5 ngay diéu tri 1a 19,6; 27, ? va
83,9 microgam/ml, twvong ng, va thoi gian trung binh dat dugc nong
do dinh 12 2,5 gid. Co thay doi nhiéu giita nong do trong huyet thanh
cuia céc bénh nhi, khéng twong quan voi tudi thai. Mot s6 tré so sinh
6 ndng o flucytosin huyét thanh 16n hon 100 mif:rogam!ml.

O ngudi suy than, nong do dinh flucytosin huyét thanh cao hon,
kéo dai hon va cham dat duge mirc t6i da hon so vai nguoi co Fhﬂrc
nang than binh thuémg. O ngudi suy thin, nong dd dinh c6 thé cao
hon 50% so véi nguoi ¢6 chirc ning thén binh thudng.

Néng do flucytosin huyét thanh da dugc khuyén co phai 1én hon
25 microgam/ml dé ngin chan xuat hién cac chung khang thudc,
nhung khong duge vugt qua 100 microgam/ml dé tranh nhiém déc.
Phén bé: Flucytosin dugc phan bo rong rai trong cdc md va dich
co thé (gzm‘ than, lach, tim, dich thé va dich phé quan) Thé tich
phén bd cua thudc trong khoang 0,5 - 1,0 livkg. Ti 1¢ gén thudc v
pmtem huyét twong thip (< 5%).

Chuyen hoa: Chi mot Iu‘o‘ng nhé flucytosin duge chuyén héa. Vi
khudn dudmg rudt co thé cb vai trd trong chuyén hoa flucytosin
thanh 5-fluorouracil (5-FU). Ngoai ra, 5-FU con duge giai phong
tir cac té bao ndm bi chét. Ty 1é AUC ciia 5-FU so véi nong d6
flucytocin trong huyét tuong 14 4%.

Thai trie: Nita déi thai mir cua flucytosin dao dong or 2.4 - 6 gio &
ngudi cd chire nang thin binh thudng. Trén bénh nhin suy giam chirc
nang than, nira doi thai trir trung binh 14 85 gid (tir 29,9 - 250 gio).
Khoang 90% liéu ubng dugc dao thai dudi dang khong ddi trong
nude tiéu. Flucytosin khong hép thu thai trir vao phan. Flucytosin
duoc loai bo ngay khéi co thé bing thim phin mau hay thim phan
phiic mac.

Chi dinh

Nhiém nim toan thin ning do cdc ching nhay cim bao gom
Candida, Cryptococcus, Chromomycosis, Aspergillus:

Candida: Nhiém tring huyét, viém néi tim mac, nhiém tring tiét niéu.
Cryptococcus: Viém mang nao, nhiém triing phéi, it dir liéu trén
nhiém tring huyét va nhiém tring dudng tiét niéu.

Trong diéu tri viém mang ndo do Cryptococcus va nhiém
Candida toan than ning, flucytosin dirgc khuyén céo phéi hop véi
amphotericin B. Phéi hop nay con cd thé dé diéu tri cac nhiém
triing néng v kéo dai do cac ching khac. Truéng hop diéu trj viém
mang nio do Cryptococcus co xuat hién doc tinh coa amphotericin
B. ¢6 thé phéi hop flucytocin véi fluconazol, tuy nhién phdi hop
nay it dung hon phéi hop flucytocin va amphotericin B.

Chéng chi dinh

Di trng v flucytosin.

Phoi hgp véi cac thude khing virus cdu tric nucleoside nhu
ganciclovir va valgaciclovir, brivudin, sorivudin va céc thubc
trong tu (e ché khéng héi phuc enzym dihydropyrimidin
dehydrogenase).

Phu nir cho con b,

Thén trong

Nén giam sat nong d6 flucytosin huyét thanh va diéu chinh lidu dé
nfmg d6 thude trong huyét thanh dudi 100 microgam/ml.

Phai hét strc than trong khi dung flucytosin cho ngudi suy giam
chic ning thin vi thude bai xudt chu yéu qua than va thuong tén




