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. ,T'exﬁ thﬂﬁw FLUCOVEIN

e e*.fﬁ au hiéu luu y va khuyen cao0 khi diimg thude

FIE xa tam tay tre em.

Poc kj hudng dan sir dung trude khi ding.

Théng bdo ngay cho bdc s§ hode dwgc sy nhiing tde dung khé ng mong mucdn gdp
phdi khi sir dung thuéc.

Thanh phén, ¢éng thire thude:

M0i chai 100m] chra:

Thanh phan duoc chit: Fluconzaole 200mg

Thanh phén ta dugc: natri clorid, acid hydroclorid, nude cit pha tiém

Dang bae ché: Dung dich tiém truyén
Dung dich khéng mau, trong subt.

Chi dinh:
Dung dé diéu tri bénh nhidm nim:
Nguoi lon:

- Viém mang nfo do Cryptococcus

- Bénh ndm sau, nhiém khuin xam l4n do ndm Candida

- Nhiém nidm Candida niém mac bao gém Candida: hiu miéng, thuc quan, tiét niéu va da
man tinh

- Candida & miéng thé teo mén tinh (loét miéng do ring gid) néu qua trinh v¢ sinh ring
miéng khong phit hop

Pugc chi dinh & newoi lom dé phong nowa:

- T4i phat viém mang ndo do Cryptococcus & bénh nhan c6 nguy co cao

- T4i phat nhiém nam Candida niém mac hau miéng, thyc quan & bénh nhan dang nhiém
HIV, 13 cac dbi tuong ¢o nguy co tai phat cao

- Phong ngira nhidm nim Candia & bénh nhan bi gidm bach céu kéo dai (nhwr bénh nhén bj
bénh mau dc tinh dang hoéa tri hodc dang ghép té bao goc tao mau da ning)

Tré so sinh, tré em, thanh thiéu nién tir 0 dén 17 tubi: dleu tri nhiém nim Candida niém
mac (hdu miéng, thuc quan), nhidm khuén xém 14n do ndm Candida, viém mang nio do
Cryptococcus va du phong nhiém khudn ndm Candida & bénh nhan suy giam mién dich.
Thube dwoc sir dung trong phac dd duy tri @ ngAn ngira tinh trang ti phat viém mang nio
do Cryptococcus & tré em ¢O nguy ¢o cao.

Phic db didu tri phai dugc bit dau trude khi co két qué cly nam va cac xét nghiém 1am
sang khéc; tuy nhién, khi c6 két qua rd rang, phic do diéu tri cin dugc hiéu chinh cho phu
hop.

Liéu ding va cich ding
Dung dich dugc ti€ém truyen Khi chuyén tir dudng tiém sang dudng udng va nguoc lai,
khong cin hiéu chinh lidu hang ngay.
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Nausi lon:
-Viém mang ndo do Cryptococcus: I1eu tin cong 400 mg/ngdy 1, lidu duy tri: 200-400

mg/mdi ngdy, thoi gian diéu tri 6-8 tuan. Néu tinh trang ¢6 thé gdy nguy hiém, liéu c6 thé
tang 1én 800mg.

: -Phong ngira tai phat viém mang nfo do Cryptococcus & bénh nhin c6 nguy co cao:
: 200mg/mot ngay. Chua xac dinh rd khodng thoi gian cin thiét dé diéu tri.

“Nhiém ndm san: 200 — 400 mg. Thoi gian didu tri tir 11-24 théng hodc dai hon, tiy thude
tinh trang bénh nhén. Liéu 1én dén 800mg c6 the dugc xem xét @61 véi mot vai tnrdng hop
- nhiém nam ning va dic biét lién quan dén bénh viém mang nfo.

-Nhiém khudn xdm 14n do nim Candzda lidu tn cong 800 mg/ngay 1, liéu duy tri: 400
m g/mm ngdy, thoi gian didu tri 2 tudn sau khi c6 két qua cay méau dAu tién Am tinh va cac
dAu hiéu, triéu chimg duroc xem 14 ctia tinh trang nhiém nAm Candida trong méu.

-Nhidm nidm Candida hdu miéng: lidu tén cong 200-400 mg/ngay 1, lidu duy tri: 100 — 200
mg/mbi ngay, thoi gian didu tri 7-21 ngay dén khi tioh trang nhidm nidm Candida hiu
miéng duoc thuyén giam. Thoi gian diéu tri con tiy thude vao kha ning mién dich cia
tung bénh nhan.

-Nhiém nidm Candida thue quan: lidu tin cong 200-400 mg/ngay 1, liéu duy tri: 100 — 200
mg/mdi ngay, thoi gian diéu tri 14-30 ngay dén khi tinh trang nhiém ndm Candida thuc
quan duge thuyén giam. Thoi gian didu tri con thy thude vao kha ning mién dich cia tng
bénh nhan.

-Nhiém ndm Candida niéu: 200 — 400 mg/hing ngdy, thisi gian diéu trf 7-21 ngay. Thai
gian diéu tri ¢on iy thude vao khi ning mién dich cta tirng bénh nhan.

SSALE L Rt R AR L

“Nhiém n:?im\ Candida da man tinh: 50 — 100 mg/hang ngdy, thdi gian didu tri 28 ngay.
g Thoi gian diéu tri thy thude vao tinh trang bénh nhin va dap tmg mién dich cia bénh nhan
voi mure d6 nhiém bénh.
| -Candida & miéng thé teo man tinh: 50 mg/hang ngay, thai gian diéu tri 14 ngay.

-Phong ngura tai phat nhiélp nam Candida niém mac hiu miéng, thwc quan & bénh nhan
dang nhiém HIV, la cic 461 tugng ¢6 nguy co tdi phat cao: 100-200 mg/hang ngay hodc
200mg 3 1an mdt tuan. Thoi gian st dung chwa dugce x4c dinh.

-Phong ngira nhiém nédm Condia & bénh nhén bi gidm bach cdu kéo dai: 200 — 400mg,.
Phac db phai duoc st dung vai ngay trude khi tinh trang giam bach cdu duoc xé4c dinh va
tiép tuc trong 7 ngdy sau khi tinh trang giam bach ciu duge hdi phuc, s6 bach ciu dat
duge 1000 t bao/mm’.

Neouoi gia: lidu diéu tri phu thudc vao chirc ning than(xem Bénh nhdn suy thin).

Bénh nhdn suy thdn

Flucovein dugc thai trr qua nudc tiéu dudi dang khong doi. Khong can hiéu chinh lidu khi
st dung 1 lidu duy nhit. Bénh nhén (bao gbm tré em) suy giam chic ning thin can sir
dung cac lidu fluconazol lap lai, liéu khoi diu khuyén cdo 50-400 mg. Sau liéu khoi diu,
lidu duy tri nhu sau:

- D¢ thanh thai creatinin > 50 mi/phiit: khong can hiéu chinh iiu nhur khuyén céo.

- D6 thanh thii creatinin < 50 ml/phit (khéng thdm phén mau): giam phén nira lidu

khuyén céo.

- Thim phén mau: kh(“)ngncén hiéu chinh liéu nhur khuyén cdo sau mdi 1in thdm phan. Déi

vdi nhitng ngay khéng tham phén, hiéu chinh liéu khuyén cdo theo d6 thanh thai creatinin.
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Bénh nhédn suy gan: dit liéu 1am sang chua ddy da, do d6 cén than trong khi str dung cho
bénh nhén suy gan.

Tré em: 1idu t6i da 400mg/hang ngay, thoi gian didu tri phy thude vao dap ung bénh nhéan.
Flucovein dugc sir dung licu duy nhat hang ngdy. Tré em suy than liéu sit dung dua vio
dd thanh thai creatinine nhur trén.

Tré tir 28 neay tudi d&én 11 wdi:

Chi dinh Liéu Khuyén céo

Nhiém ndm Candida niém | Lidu khot dau: 6mg/kg Licu khoi dau st dung vao

mac Liéu duy tri: 3 mg/kg/hang | &Y da}_l :tlen‘ dé dat duge
nes trang thai 6n dinh nhanh hon

gay

Viéem mang ndo do | 6-12 mg/kg/hang ngay Phu thugec mirc d6 ndng cla

Cryptococcus, ’nhiém nam bénh

Candida xam lan

Phong ngira tai phdt viém | 6 mg/kg/hang ngay Phu thuéc mirc @6 nang ciua

mang ndo do Cryptococcis bénh

O tré em €O nguy co cao

Du phong nhiém nim | 3-12 mg/kg/hang ngay Phy thuge cudmg 46 va thoi

Candida & tré em bi suy gian hoi phuc s6 [wong bach

giam mién dich cau

Tré tir 12 dén 17 tudi: tiy thude vao cin ning va sie khde ciia bénh nhan, béc si s& xac
dinh lidu lugng phit hop nhét. Tré em thudng thai teir fluconazol cao hon ngudi lon. Lidu
100, 200 va 400 mg & ngudi 16n twong ting véi lidu 3, 6 va 12 mg/kg & tré em 1a dat dwge
hiéu qua diéu tri.

Tré dudi 27 ngdy tudi:

- Dudi 14 ngdy tudi: lidu twong ty tré tir 28 ngay tudi dén 11 tudi, nhung tan suit str dung
moi 72 gid. Liéu toi da 12 mg/kg trong 72 gid.

- Tir 14-27 ngay tudi: liéu twong tr tré tir 28 ngdy tudi dén 11 tudi, tAn suit st dung mai
48 git. .iéu to1 da 12 mg/kg trong 48 gid.

Hudng dan tiém truyén: khong vuot qua 10ml/phat. Mi chai 100ml ¢6 chira 15 mmol
NaCl, bénh nhén ndo can han ché mudi can phai duge xem xét.

Dung dich tiém truyén fluconzol tuwong hop véi cac dung dich sau:
a) Dextrose 5% va 20%

b) Dung dich Ringer

¢) Dung dich Hartmann

d) Kali clorid trong dextrose

e) Natri bicarbonate 4,2% va 5%

) Dung dich aminosyn 3,5%

g) Natri clorid 9 mg/ml (0,9%)

h) Dung dich thim phan (Dung dich thim phin mang bung 6,36%)
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Dung dich fluconazol ¢6 thé str dung chung trén dudng dng tiém truyén véi cdc dung dich
trén.

Du khéng xdy ra twong ky didc biét ndo, nhung viéc phéi tron fluconazol véi cac thude
khac khéng duge khuyén céo.

Dung dich tiém truyén fluconazol chi stt dung mét 1an. Phdn thude khong str dung hét phai
dugc loai bo.

Viéc pha loéng phai tién hanh trong diéu kién vo khuin. Chi str dung dung dich trong sudt
va khong c6 hat tidu phan thiy dugc bing mit thudng.

Chéng chi dinh:

Man cam véi bét ki phan nao cia thudc.

Khéng sir dung ddng thoi vdi terfenadin khi sir dung fluconazol liéu lip lai 400 mg/ngay
hoic cao hon. Céc thudc sir dung ddng thoi chuyén héa qua CYP3A4 gay kéo dai khoang

QT nhu cisapride, astemizole, pimozide, quinidine, amiodarone va erythromycin ciing
dugc chéng chi dinh.

Canh bao va thin trong khi sit dung thude:

Dit liéu cho thiy fluconazol khong hidu qui hon griseofulvin trong didu tri nim tinea
capitis ¢ tr¢ em. Ti 1¢ thanh cong nhé hon 20%. Do d6, F lucovein duge khuyén céo
khong st dung diéu tri nam tinea capitis.

Cryptococcosis: dit liéu Ve an toan va hiéu qua khi sit dung fluconazol trong diéu tri ndm
cryplococcosis phéi va ndm da vén con han ché, do d6 khong khuyén cdo sir dung.

Dit liéu vé an toan va hiéu qua khi st dung fluconazol trong diéu tri nam siu nhw
paracoccidioidomycosis, lymphocutaneous sporoirichosis va histoplasmosis van con han
ché, do d6 khong khuyén céo st dung.

Bénh nhan suy gan:

FLUCOVEIN hiém khi giy déc trén gan bao gdm xéc suit ti vong. M4t vai truong hop
gdy doc tinh trén gan, nhung duge cho 1a khong 6 lién quan dén lidu sir dung hang ngay,
thdi gian diéu tri, gidi tinh, tudi. Ddc tinh trén gan duoc hdi phuc khi ngung siy dung.
Bénh nhan bit thuong chic ning gan, khi didu tri véi fluconazol phai dugce theo ddi can
1 than cac tén thuong trén gan. Bénh nhan ¢6 triéu ching tién trién tdn thwong gan (suy
! nhugc, chan dn, ndén 61, vang da), phai ngimg st dung [luconazol.
]

Tim mach:

Thuoc nhém azole, bao gdm fluconazol, ¢6 lién quan dén viée kéo dai khoang QT. Trong
sudt qua trinh theo doi hiu mai, di ghi nbhan mét vai trwdong hop hiém gip. Mic di méi
| quan hé gitta fluconazol va kéo da1 khoang QT chua dugc xdc nhdn chinh thire, nén than
trong khi diing fluconazol & bénh nhén c6 kha ning xuét hién loan nhip tim nhr:

» Kéo dai thdi gian QT-bdm sinh hoic cé tién sir da dugc ghi nhan

* Bénh co tim, dac biét suy tim

* Nhip chdm xoang

» Loan nhip ¢6 bién ching

» Réi loan di¢n giai

» Chéng chi dinh ding dong thoi cac thude dugc biét cb thé kéo dai khoang QT va duge
' chuyén héa qua cytochrome P450 (CYP) 3A4.

R6i loan dién g1a1 nhu ha kali méu, ha kali mau va ha calei mau nén duoc diéu trj trude
khi bat dAu diéu tri fluconazol.
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Halofantrine: dugc ghi nhin kéo dai khoang QT & lidu diéu tri va chuyén héa qua CYP
3A4. Khéng khuyén cdo st dung dong thoi fluconazol va halofantrine.

Phan tmg trén da: bénh nhan hiém khi xuvdt hién cdc phéan Ung trén da nhu hdi ching
Stevens-Johnson, hoai tir thwgng bi nhiém doc. Bénh nhén nhiém AIDS thuong cé nguy
O cao xuit hién phan tng ¢6 hai trén da. Néu phat ban xuat hién, dugc cho 1a do s dung
fluconazol, can ngimg sur dung fluconazol. Néu bénh nhén bi nhiém nam toan than/xam
14n xuét hién phat ban, cin theo d3i cht che va cin ngimg fluconazol néu hong ban da
dang hay bénh da bong nurée xuét hién.

Suy tuyen thuong thin: ketoconazole duoc bidt 1a gdy ra suy tuyen thwong than, va diéu
nay cling ¢co thé xay ra d6i véi fluconazol dit hiém gip. Suy tuyén thuong than lién quan
dén didu tri dong thoi voi prednisone.

Cytochrome P450: fluconazol 1a chit ¢c ché manh cytochrome P450 (CYP) isoenzyme
2C9 va chit tic ché CYP3A4 trung binh. Bénh nhin duoc didu tri ddng thai véi fluconazol
va céc thube 6 chi dinh diéu trj chuyén biét (nhu warfarin va phenytoin) va dugc chuyén
héa qua CYP2C9, CYP2C19 va/hogc CYP3 A4 can dugc theo ddi chat che

Qua man: cac trugng hop phan tng phan vé da dugc bao céo véi tin sudt hiém £ap.

Tré em: dit li€u an toan dbi voi tré em nho hon 16 tudi van con han ché. Cin dénh gi4
nguy co va loi ich néu thét su can diéu tri.

Viém mang nio do cryptococcus: ¢6 mot sé chi dinh cho thiy benh nhin duge diéu tr
bing fluconazol ddi voi viém mang ndo do cryptococcus, dap ing vé didu tri chdm hon so
v6i phac dd amphotericin B két hop vé6i flucytocin. Didu nay nén dugce lun y khi lva chon
diéu tri cho bénh nhan viém mang ndo cryplococcosis nang.

Terfenadine: bénh nhén déng thoi diéu tri fluconazol & lidu dudi 400 mg/ngay va
terfenadine can theo doi chit cha.

Tbuoc chira 0,154 mmol natri/ml. Can than trong trén bénh nhan cin kiém sodi lwong
mudi trong khiu phin an.
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Sir dyng thuée cho phu nir cé thai va cho con ba: khong str dung cho phu nit ¢6 thai di
1a liéu khuyén cdo va trong ngin han ngoai trir lgi fch 16n hon nguy co. Fluconazol qua
duoc sita me, phu nir sir dung fluconazol lidu cao va I3p lai dugc khuyen cdo khong cho
con bui. Phy nit st dung 1 liéu duy nhét <= 200mg fluconazol ¢6 thé vin cho con bu.
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Anh hwéng ciia thude 1én kha ning lai xe va vin hanh may mée: tac dung khéng mong
mudn nhu chong mit, co giét, mat thang bang xay ra vdi tn sudt it gip khi sit dung thudc.
Do d6, can thin trong khi 141 xe va vin hanh may méc.
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Twong tdc, twong ky cta thude:
Tuwong tdc ciia thube

Chéng chi dinh sir dung dong thoi voi cdc thudc sau:

Cisapride ( r‘huyén héa qua CYP3A4): ¢6 nhiéu bao cdo xay ra cic bién cb lién quan dén
i tim mach bao gom xoin dinh & bénh nhan str dung fluconazol va cisapride. Nghién cttu ¢6
. d4i chimg cho thdy st dung dong thoi fluconazol 200mg ngay 1 1in va cispride 20mg 4
lan 1 ngdy lam tang ndng d6 cisapride trong huyét twong va kéo dai khoang QT. Chéng
chi dinh sit dung dong thoi.

Terfenadine (chuyén héa qua CYP3A4): st dung lidu fluconazol 200mg ngay 1 lan khong
cho thdy tuong tic. Nhung ting liéu lén 400mg va 800mg hang ngay cho thay lidu
fluconazol 16n hon 400mg hang ngay lam ting nong d¢ terfenadine khi sir dung dbng thoi.
Liéu fluconazol cao hon hoic bing 400mg chéng chi dinh st dung dong thoi véi
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terfenadine. Liéu nho hon 400mg, khi su dung ddng thdi véi terfenadine phai duge xem
xét cdn than.

Astemizole: sir dung dbng thdi fluconazol véi astemizole lam giam dé thanh thai
astemizol, 1am ting nong d6 astemizole din dén kéo dai khoang QT va giy xo04n dinh du
hiém gip. Chdong chi dinh s dung ddng thdi fluconazol va astemizole.

Pimozide: st dung ddng thoi fluconazol va pimozide c6 thé e ché chuyen hoéa pimozide,
lam tang néng d6 pimozide din dén kéo dai khoang QT va din dén xoén dinh di hiém
gap. Chéng chi dinh st dung ddng thai pimozide va fluconazol.

Quinidine: st dyng ddng thoi fluconazol va quinidine c6 thé e ché chuyen héa quinidine,
lam ting ndng dé quinidine din dén kéo dai khoang QT véa din dén xofin dinh du hiém
gip. Chdng chi dinh st dung déng thoi quinidine va fluconazol.

Erythromycin: sir dung ddng thdi fluconazol va erythromycin lam tang kha nang xay ra
ddc tinh vai tim mach (keo dai khoang QT, xoin dinh). Chdng chi dinh st dung ddng thoi.
Halofantrine: sir dung ddng thoi fluconazol va halofantrine lam tdng khé ning xay ra doc
tinh v6i tim mach (kéo dai khoang QT, xo4n dinh) do tc ché CYP3A4 lam ting ndng do6
halofantrine. Tranh sit dung dong thot.

Can théan trone va hidu chinh licu khi sip dune dong thoi fluconazol vé cdc thuoe sau-
Rifampicin: st dung ddng thoi lam gidm 25% AUC va 20% thoi gian ban thai cua
fluconazol. Khi str dung ddng thoi, cin ting liéu {luconazol.

Hydrochlorothiazid: st dung déng thoi lam ting ndng d¢ fluconazol 40%. Tuy nhién
khéng can hiéu chinh liéu fluconazol.

Khéng khuyén cdo sir dung dong thoi véi cde thude sau:

Amiodarone: s dung dong thdi fluconazol va amiodarone cé thé e ché chuyen héa
amiodarone, lam ting néng d6 amiodarone din dén kéo dai khoang QT va din dén xodn
dinh di hiém ggip. Can thén trong khi st dung lidu cao fluconazo! (800mp).

Anh huéng fluconazol lén cée thuoc khde:

Amphotericin B: cac nghién ciru trén in-vitro va in-vivo da tim thAy sy d6i khang giita cac
dan Xudt ctia amphotericin B va dan xuat azol. Co ché tac déng ctia imidazole [a trc ché
tong hop ergosterol trong mang té bao nim. Amphotericin B hoat dong béng cach lién két
vdi sterol trong mang té bao va thay d6i tinh thim cia mang té bao. Hiéu ing lam sang
cia su d6i khing nay 1 cho dén nay chua biét. Mot hiéu mg twong tur cé thé xay ra véi
phirc hgp amphotericin B cholesteryl sulfate. Dung ddng thai fluconazol va amphotericin
B & chudt binh thuong va chudt bi ché mién dich cho thiy tic dung khang nam ting
nhe khi diéu tri nhidm nim toan than véi C.albicans, khong c6 tuong tac trong nhiém nim
mang ndo voi Cryptococcus neoformans.

Amltrlptyhne mgt s0 trudng hop da ducrc ghi nhin ting cao ndng d6 amitriptyline va ¢o
ddu hiéu cia doc tinh thude c,hong trdm cam ba vong khi amitriptyline duoc s dung két
hop véi fluconazol. Tiém truyén ddng thoi fluconazol va nortriptyline, chat chuyén héa
hoat ddng cua amitriptyline, dd dugc ghi nhén lam tang nong do nortrlptyhne Do nguy co
’ ngd déc amitriptyline, nén theo ddi nong do amitriptyline va diéu chinh liéu khi dugc chi
dinh diing déng thoi,

Thube khang déng: trong dit liéu hiu mai, céc bién cd chdy mau di duge bao cdo, lam
ting thoi gian prothrombin lén 2 lin & bénh nhan sir dyng ddng hoi fluconazol va
warfarin do warfarin chuyén héa qua CYP2C9. Bénh nhén sir dyng coumarin dong thdi
v6i fluconazol, phai theo ddi thoi gian prothrombin cin than. Can hiéu chinh lidu thudc
chéng déng.

Nhém thude benzodiazepines nhu midazolam, triazolam: st dung déng thai fluconazol va
midazolam (duong udng) din dén ting ndng d6 thude midazolam va ting hi¢u qua thudc.
Duing ddng thoi fluconazol 200 mg and midazolam 7,5 mg duong udng lam ting AUC
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midazolam 1én 3,7 1in va thdi gian ban thai 2,2 14n. Fluconazol 200mg st dung hang ngay
két hop vdi triazolam 0,25 g duong ubng lam ting AUC triazolam 4,4 1an va thoi gian
béan thai Ién 2,3 l4n, din dén khd ning lam ting hiéu qua cia triazolam. Neu that sy can
thiét str dung, phai giam 1idu benzodiazepine va phai giam sat b¢nh nhan can than.
Carbamazepine: fluconazol trc ché su chuyén héa carbamazepine va lam ting néng do
carbamazepine khoang 30%, din dén nguy co ngd ddc carbamazepine. Hiéu chinh lidu
carbamazepine khi st dung ddng thoi.
Thude chen kénh calci nhur nifedipine, isradipine, amlodipine, verapamil va felodipine
duoc chuyen hoa qua CYP3A4. Fluconazol 1am ting nong d6 thudc chen kénh calci.
Khuyén céo theo di tac dung phu can than trén bénh nhan khi sir dung ddng thai.
Celecoxib: sir dung déng thoi liéu fluconazol (200 mg hang ngay) va celecoxib (200 mg)
1am ting Cmax 68% va AUC 134% cua celecoxib. Khuyén cao giam nira 1idu celecoxib
khi st dung phdi hop.
Cyclophosphamide: st dung dong thoi lam ting bilirubin va creatinine. Chi st dung déng
thoi khi ddnh gid lgi ich sir dung va nguy co do ting bilirubin va creatinine.
Fentanyl: mét truong hop bi tir vong do ngd déc fentanyl khi str dung ddng théi fluconazol
va fentanyl. Dir liu 1am sang trén ngudi khée manh cho thiy fluconazol 1am cham dang
ké qua trinh bai tiét fentanyl. Nong do fentanyl tich liy tang Ién din dén trc ché ho hap
Bénh nhén phai dugc theo d6i can than nguy co tic ché hd hip cua thude fentanyl. Khuyén
c4o hiéu chinh heu fentanyl.
Thudc @c ché midn dich (ciclosporin, everolimus, sirolimus va tacrolimus):
+ Cilosporin: fluconazol lam ting ndng do va AUC cua cilosporin. Sir dung ddng thoi
fluconazol 200 mg hang ngay va ciclosporin (2.7 mg/kg/ngay) lam tang AUC cilosporin
1,8 1an. Khuyén céo giam lidu cilosporin khi st dung thy thudc vao ndng do cilosporin xéc
dinh dugec.
+ Everolimus: trén nghién ctu in vivo hay in vitro, khéng cho thiy c6 sy ting nong do
everolimus du everolimus chuyén héa qua CYP3A4.
+ Sirolimus: fluconazol lam ting ndng 6 sirolimus do trc ché enzym CYP3A4 va P-
glycoprotein. Khuyén céo giam liéu 51r011mus
+ Tacrolimus: fluconazol 1am tang nong d6 tacrolimus 5 14n do irc ché enzym CYP3A4
trong rudt, gay dgc than. Khuyén cdo giam lidu tacrolimus.
Losartan: fluconazol trc ché chuyén hoéa losartan thanh chét c6 hoat tinh (E-31 74) c6 tac
dung 461 khang thu thé angiotensine TI. Khi cn st dung ddng thoi phai theo d6i lién tuc
huyét 4p bénh nhén.
Methadone: fluconazol lam ting ndéng d6 methadone. Khuyén cdo hiéu chinh lidu
methadone.
Thuée NSAID: Cmax va AUC cita flurbiprofen ting 23% and 81%, khi st dun déng thoi
fluconazol va flurbiprofen alone. Cmax va AUC cua isomer [S-(+)-ibuprofen] ting 15%
and 82%, khi fluconazol sir dung ddng thdi véi ibuprofen (400 mg). Fluconazol te ché
CYP2C9, la enzyme chuyén hoa cac thudc NSAID.
Phenytoin: Fluconazol &rc ché chuyén héa phenytoin. Khi sir dung 200 mg fluconazol va
1 250 mg phenytoin dudng tiém, lam ting AUC phenytoin by 75% va Cmin khoang128%.
Nong do phenytoin phai dwge theo ddidinh ky dé tranh ngo doc phenytoin.
Rifabutin: Fluconazol lim ting ndng do6 rifabutin, ting AUC cua rifabutin 80%. There
have been reports of uveitis in patients to whom fluconazol and rifabutin were
coadministered. Khuyén céo theo ddi ddc tinh rifabutin khi sir dung ddng thoi.
Saquinavir: fluconazol lam taing AUC va Cmax cuta saquinavir khodng 50% va 55% do
fluconazol (e ché CYP3A4 va P-glycoprotein. Tuong tdc gitta fluconazol va
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saquinavir/ritonavir chua duge chimg minh ldm sang. Hiéu chinh liéu saquinavir khi can
thiét.

Sulfonylureas: fluconazol d4 duogc ching minh kéo dai thoi gian ban thai thudc dai thio
dudng nhém sulfonylureas (chlorpropamide, glibenclamide, glipizide, tolbutamide). Theo
ddi dinh ky ndéng dd glucose trong mau va giam lidu thuc nhém sulfonylurea khi cin
thiét.

Theophylline: trong nghién ciu thude cé doi chung véi gid dug, lidu sir dung fluconazol
200mg trong 14 ngay dan den giam18% d6 toc d6 thai trir theophylline, Bén nhan dang su
dung lidu cao theophylline cin dugc theo ddi ddc tinh cia theophylline khi si dung déng
thai. Cén hiéu chinh liéu khi d3 xay ra doc tinh.

Thuée (re ché HMG-CoA-reductase (chuyén hoa quaCYP2C9- hoic CYP3A4):

Nguy co ciia bénh co va tiéu co vén ting khi fluconazol duge ding dong thai véi cdc chit
tic ché HMG-CoA-reductase duge chuycn héa qua CYP3A4, vi dy: atorvastatin va
simvastatin, hodc théng qua CYP2C9, chang han nhu fluvastatin. Ddi voi fluvastatin, S
gia tang 18n t6i 200% d6i véi AUC do su twong tac gitta fluvastatin va fluconazol. Mot
bénh nhén s dung fluvastatin 80 mg moi ngay co thé ting nong d¢ fluvastatin ddng ké
néu duoc didu tri véi lidu cao fluconazol. Can than trong khi diéu tri ddng thoi véi thude
trc ché HMG-CoA-reductase va fluconazol. Khi két hop ¢6 thé phai giam liéu cia thudc
trc ché HMG-CoA reductase. Bénh nhén nén duec theo ddi lién quan dén cac ddu hiéu cia
bcnh co hodc ti€u co vin va ndéng do creatine kmase (CK). Céan nging diéu tri HMG-CoA
néu ndéng d6 CK cho thiy sur gia ting 13 rét hodic néu bénh co hodc tidu co van dugc chin
dodn hodc nghi ngd.

Thudc trdnh thai dudng uong (chuyén héa qua CYP3A4): trong mét nghién cuu dong hoc
v6i thude tranh thai dudng udng va 50 mg fluconazol hang ngay, ndng do noi tiét tb khong
bi anh hudéng. V61 200 mg fluconazol hang ngay, AUC cua ethynylestradiol ting 40% va
levonorgestrel ting 24%. Trong mdt nghién ctru fluconazol 300 mg mdi ngay, AUCs cia
cthinyl estradiol va norethindrone di tang twong tng 24% va 13%. Vi vy, sur dung nhiéu
lidu fluconazol lip lai & nhimg hcu khuyén céo khéng c6 kha niang anh hueng dén hicu
qua cta thude tranh thai duong uong

Vinca alkaloids: mgc du khéng dugce nghién ciu, {luconazol ¢6 thé 1am tang ndng do
vinca alkaloids trong huyét twong (vi du vincristine va vinblastine) va din dén doc tinh
than kinh, c¢6 thé do tac dung ¢ ché CYP3A4.

Vitamin A: dwa trén mét béo cdo trudng hop mét bénh nhan duge didu tri phéi hop véi
acid trans-retinoid (mot dang acid cua vitamin A) va fluconazol, c4c tac dung khong mong
mudn Lién quan dén than kinh trung wong da ghi nhin nhu ting 4p luc dich nfo tay trong
ndo, va blen mét sau khi ngung didu trj fluconazol . Sy két hop ndy c6 thé duge st dung
va bién ¢b lién quan dén than kinh trung wong nén duogc lru y.

Trimetrexate: fluconazol ¢6 thé e ché chuyén héa cia trimetrexat, din dén ting ndng dé
trong huyét twong trimetrexat. Néu phai st dung két hop, mitc d6 huyét thanh va ddc tinh
ctia trimetrexate (trc ché tiy xwong, roi loan chirc nang thin va gan, va loét da day-rudt)
phat dugc theo doi chit ché.

Nhém xanthine, thude chdng déng kinh khic va isoniazid: cdc xét nghiém theo doi phai
dwgc tién hanh khi ding fluconazol ddng thoi véi cée thube nhém xanthine, cdc loai thudc
chdng déng kinh khac va isoniazide.

Azithromycin: mét nghién ciu bit chéo 3, nhén mo, ngiu nhién trong 138 dbi twgng khoe
manh d3 d4nh gi4 hiéu qua cia lidu udng 800 mg azithromycin déi véi duge dong hoc cua
lidu duy nhét 800 mg fluconazol cling nhu anh hudng cia fluconazol déi véi dwoc dong
hoc ctia azithromycin. Khong cé twong tic duge dong hoc dang ké gitta fluconazol va
azithromycin.
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Voriconazole: (1a chat Gc ché CYP2C9, CYP2C19 vi CYP3A4): st dung ddng thoi
voriconazole (400 mg QI2h /1 ngay, sau d6 200 mg QI2 gid trong 2,5 ngay) va
fluconazol dudng udng (400 mg ngay 1, 200 mg Q24 git trong 4 ngay) trén 8 ngudi nam
khde manh, dit liéu cho thdy ting Cmax va AUC ciia voriconazole trung binh 57% (90%
CI: 20%, 107%) and 79% (90% CI: 40%, 128%). Khuyén céo theo ddi tac dung phu ctia
voriconazole khi sir dung dong thoi.

Zidovudine: fluconazol lam tdng Cmax va AUC cuia zidovudine khoang 84% va 74%,
gidm 45% d¢ thanh thii zidovudine duong udng. Thai gian ban thai zidovudine kéo dai
khoang 128%. Khuyen c40 theo dai tac dyng phu cia zidovudine khi sir dung ddng thisi.
Tuong ky ciia thuéc

Thuée nay khong dugc tron 1in véi cac thude khac ngoai trix cc thude trong hop di duge
dé cap ¢ phan Liéu dung va cach dung.

Tac dung khéng mong mudn ciia thude

Tén suat xay ra tac dung khéng mong mudn: rit hay gap (= 1/10); hay gp (= 1/100 - <
1/10); it gdp (= 1/1000 - < 1/100); hiém gip (= 1/10000 - < 1/1000); rét hiém (< 1/10000),
khong tinh dugc tin suit.

Co quan bi anh | Hay gip it gap Hiém gip Rit hiém | Khéng

huéng gap tinh
duoc
tin sudt

Mdu va hé tao Thiu mau | Mat bach cau

mau hat, gidm bach

cdu trung tinh,
giam ti€u cau,
giam bach cau

T1é mién dich Séc phan vé, | Ph Mé day
ngta mach,
phti mat
Réi loan Giam cam | Tang
chuyén hda va gidc ngon | cholesterol,
dinh dudng miéng ting
triglyceride,
giam kali mau
R6i loan tAm Lo mo,
than mat ngu
RSi loan thin | Nhirc ddu Co giat, di | Run chi
kinh trung wong cam, chong
mit, roi
loan vi giac
R&i loan tién Mit thing
dinh va tai bing
RSi loan tim Xodn dinh, kéo
mach dai khoang QT
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R6i loan (iéu | Pau bung, ndn | Tao bon,

héa 61, lidu chay ddy  hoi,
khd miéng

R4i loan gan| Ting enzyme | Taic  mat, | Suy gan, hoai
-_j mat alanine vang  da, | tr té bao gan,
aminotransferase, | tdng viém gan, tdn
1 tang aspartate | bilirubin thuong gan
5 aminotransferase,
tang alkaline
phosphatase
R&i loan da va | Phat ban Mé day, | Hoai tr biéu bi,
* mé dudi da ngira,  d6 | hoi chimg
md hoi Stevens-

Johnson, ban
mun mi todn
thin cép tinh,
viém troc da,
sung mat, rung

.5
a
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% téc
Roi loan co Pau co \
xuong |
RO loan tong Mét  moi, \
quat kho  chiu, |
suy nhuoc,
sOt

Qus lidu va cdch xi tri:

C6 vai bdo cdo vé truong hop qua lidu Flucovein va céc rdi loan hanh vi nhu o giac,
hoang tuong dd dugc ghi nhan.

| Khi xay ra qué liéu, wu tién diéu tri h3 tro va ria da day c6 thé ¢6 ich.

: Fluconazol ddo thai qua nudc tiéu, sir dung cac bién phap loi tiéu dé ting tc d6 dao thai.
Tham phén mau trong 3 gi¢r 1am giam ndng d6 trong huyét twong xudng 50%.

Cac dic tinh dugce ly:

Dugce Iwe hge

Nhom duge 1¥: Thude khang nim tac dung toan than, din chét triazole.
Mia ATC: J02ACO1

Co ché tac dong:

Fluconazol la thuoc khang ndm nhom triazole. Thude c6 tac dung 1re ché manh va ¢6 chon
loc qua trinh téng hop crgosterol nam din dén e ché tdng hop mang té bio. Fluconazol
c6 tinh dic hiéu cao déi véi hé cnzym cytochrome P-450 ctia nim.

R R L T TR e e

i Fluconazol hcu 50mg mdi ngay trong vong 28 ngay di duoc chiing minh la khong anh
hudng dén ndng dé testosterone trong huyét twong & nam gidi hoic nong do steroid & phu
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; nit trong do £u01 sinh dé. Fluconazol lieu 200mg dén 400mg mdi ngdy khong ¢6 anh
hiréng ding ké vé mit 1am sang dbi voi ndng dé steroid néi sinh do kich thich hormone vé
thugng than -ACTII & nhing ngudi tinh nguyén khoe manh. Nghién ctu tuong tic vdi
antipyrin cho thiy st dung liéu don hodc da lidu fluconazol 50mg khéng anh huong dén
co ché tac dong cua thude.

Co ché dé khang:

Tuy thuée vao loai ndm men, co ché chinh cia viée dé khéng véi fluconazol, ¢é ddc tinh
chung vdéi cac thude khang nim nhém azole khac, 1am giam sy tich tu cla thude trong té
bao bing cach: (i) thay ddi thanh phén acid amin cua lanosterol 14a- -demethylase, (ii) ting
viéc bom thuoc ra ngodi mang té bio, va (iii) thay ddi cdc dudng sinh tong hop ergosterol.
Déi voi ndm candida albicans, e ché con duong tong hop ergosterol do e ché enzym
sterol C5.6-desaturase dugc mi hoa bdi ERG3. Trong cac loai dé khang cao hon, nhu
candida glabrata, co ché chua dugc chimg minh ddy du nhing duge cho 14 phat sinh tir
; viée diéu chinh 1én céc gen CDR (CDR1, CDR2 va MMDRI), cac gen chiu trach nhi¢m
: cho viéc bom thudc ra khoi mang t¢ bao. Sy dé khang véi fluconazol thudng giy dé khang
chéo vadi cac thuoc khang nam azole khac. Nam cryptococcus neoformans, nghién ciru da
chimg minh rang co ché dé khang thude déu gidng nhau ddi véi cac nam thuge lodi nay va
déu bi anh hrong bai vide phoi nhiém trrée véi cac thube khang nAm nhom azole.
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Nhay cam véi thude khang ndm:

Nghién ciru khang nim cua fluconazol bao gom cac lodi sau candida albicans, khong phai
candida albicans , 10oai cryptococcus va cac nam da khéc.

Vidc dé khang s& thay dbi theo dia Iy va theo thoi gian. Do d6 can tham khao thong tin
timg khu vire, ddc bigt quan trong khi di€u tri nhiém nam nghiém trong.

Neudng gia tri ddi véi chi ndim Candida:

[Phan loai MIC ILoai Tai liéu tham khdo |

| ((microgram/ml) |

Nhay cam (S) |<=38 \C. albicans, Pfaller MA et al, 2006 !

| ' C. parapsilosis, Messer SA et al, 2006 i
C. lusitaniae Rex JH, 2000 |
C. kefyr,

| C. dubliniensis
| !(’ pelliculosa |

H Nhay cam phu [16-32 C. glabrata (khoang 17%) ina}ler MA et al, 2006
thudc lieu (8- | C. guillermondii (khoang Messer SA et al, 2006
' DD) ' 10%) ‘Rex JH, 2000

C. famata (khoang 12%)
C.tropicalis (khoang 4%) |

DE khang (R) > 32 ‘c. krusei, Pfaller MA et al, 2006
? C. rugosa, Messer SA et al, 2006

C. inconspicua, Rex JH, 2000
|C norvegensis,

. \C. lipolytica,

: f \C. zeylanoides

B . R S et LR PR L

—— |
C6 cac bao cho vé lodi candida albicans khang thudc phét sinh & & bénh nhan AIDS da

duoc didu tri 1au dai va1 fluconazol.
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Cryptococcus neoformans chi yéu nhay cam véi fluconazol. Céc loai ¢b gid tri MIC 16n
hon 32 microgram trén mdi ml duge coi la khang thude.

Nhiém ndm do cic chi Aspergillus, Zygomycetes bao gom cac chi Mucor va Rhizopus,
Microsporum va 1 rzchophyton khong nén du()’c diéu tri bang fluconazol vi fluconazol ¢6 it
hoic khong c6 hoat tinh chéng lai cac loai ndm nay.

S WO W R W 1 S R R ne e

Dwgre dgng hoc

Hap thu:

Cdc dic tinh duge dong hoc cia fluconazol twong ty nhu sau khi ding dwong tinh mach
hogc dudng udng.

Fluconazol duge hap thu t6t sau khi udng. Sinh kha dung tuy€t dbi trén 90%. Hap thu qua
duong ung khong bi anh huong béi thite dn. Nong do huyét tuong tac doi toi da dat 0,5-
1,5 git sau khi uong thudc. 90% cac gia tri dugc dong dat trang thai 6n dinh sau 4-5 ngdy
sau khi uéng mdi ngay mot 4n.

Néng d6 huyet trong ty 18 thudn véi lidu. Sau khi dung 200 mg fluconazol, Cmax khoang
g 4,6 mg/l va nong d6 trong huyét tuong & trang théi n dinh sau 15 ngay khoang 10 mg/l.

Sau khi ding 400 mg fluconazol, Cmax khoang 9 mg/l va nong d6 trong huyét tuong dat
trang thai 6n dinh sau 15 ngay 1a khoang 18 mg/l. Uong liéu gap ddi vio ngay 1 din dén
ndng do trong huyét trong dat khoang 90% trang théi én dinh vao ngay 2.

Phan bé:

Thé tich phan b ctia fluconazol twong Ung vdi tong lugng nude co thé. Thude lién két véi
protein huyét twong thép (11-12%).

LB R ST AN,

TR ELTETE NS T .

Fluconazol phin b réng ra1 trong dich co thé. Nong dg fluconazol trong mrdc bot va
trong dam tuong tur nhu nong d4 trong huyét twong. O nhitng bénh nhén viém mang nio
do nam, nong d6 fluconazol trong dich ndo tiiy khoang 80% ndng do trong huyét twong
luong ung.

Trong 16p stmg cua da, 16p biéu bi va tuyén md hoi ndng d6 fluconazol cao hon so voi
nong dg trong huyet thanh. Fluconazol tich tu trong 16p sung. Vi du, vé6i lidu 150 mg mdi
tudn mot lan, nong d6 fluconazol trong 16p sing sau hai lidu 12 23,3 microgam/g va 7 ngay
sau khi két thic diéu tri vin con 7,1 microgam/g.

Chuyén hoa:

Fluconazol bi chuyen héa it. Chi 11% liéu c¢é danh ddu phéng xa duoc bai tiét qua nudc
tiéu dudi dang chét chuyén héa.

Thai trir:

Puong bai tiét chinh qua thin. Khoang 80% lidu bai tiét trong nuée tiéu dudi dang khong
chuyen héa. D¢ thanh thai fluconazol ty 1€ thudn vdi dd thanh thai creatinin. Khong c6
bang chimg vé& cac chat chuyén hoa trong tuin hoan co thé.

Thai gian ban thai khoang 30 gi¢. Thoi gian ban thai dai 13 co sé diéu tri vé6i lidu duy nhat
hang ngay trong tit ca céc chi dinh.

Tré em: tré em loai bo fluconazol nhanh hon nguoi lon.

O tré em (sau giai doan so sinh) va thanh thiéu nién tir 5-15 tudi, thoi gian ban thai tir 15,2
- 17.6 gio.

Tré sinh non ¢6 chu ky béan thai ngin hon (khoang 70 git) va thé tich phan b 16n (1,2-2,3
lit’kg) so véi tré sinh dt thang. Trong tudn dau tién sau khi sinh va trong giai doan so sinh,

d thanh thai fluconazol ting Ién (va thai gian ban hiy ciia huyét tuong giam).

Dugc dong hoc cuia fluconazol chua dugc nghién ctu & tré suy thén.

Ngudi cao tudi:

12
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Nghién ctru duoe dong hoc da duge tién hanh & 22 dbi tuong, 65 tudi tré 1én nhan duoc
mét liéu dudng ubng duy nhit 50mg fluconazol. 10 trong sé bénh nhén nay déng thoi
nhan thudc loi tidu. Cmax 13 1,54pg/ml va xay ra & 1,3 gi¢r sau khi st dung. AUC trung
binh 1a 76,4 + 20,3 tg.gio/ml va thoi gian ban thai trung binh 13 46,2 gid. Cée gia (1] dugc
ddng hoc nay cao hon cac gia tri tuvong ty duge ghi nhan & tinh nguyén vién nam thanh
nién binh thuong. Si dung ddng thai thude loi tidu khong thay ddi AUC hodc Cmax.
Ngoai ra, d6 thanh thai creatinin (74ml/phat), phan trim thudc duge tim thdy dang khong
thay d6i trong nuéc tiéu (0-24hr, 22%) va dé thanh thai qua than (0,124ml/phit’kg) &
nguoi gia n6i chung thip hon ctia c4c tinh nguyén vién tré hon. Do d6, s thay d6i phan
b6 fluconazol & ngudi gia dudng nhir ¢6 lién quan dén chirc nang than suy giam ciia nhom
nay.

Suy thén:

O nhiing bénh nhan bj suy thin nang (GIR < 20ml/phut) thoi glan ban thai tang tr 30 dén
98 git. Do d¢, giam liéu 14 can thiét. Fluconazol duge loai bd bing cach thim phin mau
va mirc d6 thip hon khi thAm phan phtic mac. Sau ba gid> thidm phan mau, khoang 50%
fluconazol dugc loai khoi mau.

Quy cach ddong goi: Hop | chai 100ml

Diéu kién bao quan:

Bao quan & noi khé mat, nhiét do dudi 30°C.

Han ding: 3 nim ké tir ngay san xuét.

Tiéu chuin chit lwgng: Nha san xudt

Co s& san xuit:

COOPER S.A. Pharmaceuticals

bia chi: 64, Aristovoulou Str., 118 53 Athens — Greece.
Xuit xi: Ily Lap.
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