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FOLSADRON-15(0

Fluconazole Capsules 150 mg

Composition :
Each hard capsule contains :
Fluconazole USP 150 mg

q.s.

Xpproved colours used in empty
capsules shells.

Dosage :
As directed by the Physician.

Keep medicines out of reach
of children.

Store below 30°C in a dry place,
protected from light. Batch No.:

Batch No.:
Exp.date:

GL

Mfg. Lic. No. : MNB/05/195 o
Manufactured by : ©
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Galpha Laboratories Ltd.
Vill. Thana, Baddi Himachal 512745
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HUGNG DAN SU DUNG DANH CHO NGUOI BENH

Rx Thuéc béin theo dom

Tén thudc: FOLSADRON-150
(Fluconazol)
“Doc ky hiedng ddn sir dung truce khi dimg”
“Dé xa tdm tay tré em”
“Thuée nay chi diing theo don ciia bdc st
“Thong bdo ngay cho bdc st hodc dwge st nhitng tdc dung
khong mong muén gap phai khi sir dung thuoc”

Thanh phan, ham lweng ciia thude:

M3i vién nang ciing chira:

Hoat chdt: Fluconazol 150 mg

Ta duge: lactose, silicon dioxid keo, talc, natri lauryl sulphat, magnesi stearat, vo nang gelatin.
Mb ti sin phim: Vién nang cting mau xanh va tring

Quy cich déng goi:

Hop 1 vi x 10 vién/vi.

Thuée diing cho bénh gi?

Diéu tri cac bénh ndm Candida & miéng - hong, thuc quan, 4m ho - 4m dao va céc bénh nhiém
nam Candida toan than nghiém trong khac (nhu nhiém Candida dudng niéu, mang bung, mau, g
phdi va nhiém Candida phat tan).

Diéu tri viém mang ndo do Cryptococcus neoformans, cic bénh nim do Blastomyces,
Coccidioides immitis va Histoplasma.

Du phong nhiém nim Candida cho nguoi ghép tiy xuong dang didu trj béng hoa chat hoic tia
Xa.

Du phong cic bénh nhidm nim trim trong (nhu nhiém nim Candida, Cryptococcus,
Histoplasma, Coccidioides immitis) & ngudi bénh nhidm HIV.,

Nén ding thuée nay nhw thé nao va lidu lwrgng?

Liéu diing

Liéu ding va thoi gian didu tri tuy thude vio dang va mic do bénh, loai ndm gdy bénh, chirc
ndng than va ddp (ng clia ngudi bénh véi thude. Pidy tri phai lién tuc cho dén Khi biéu hién Iam
sang va xét nghiém chimg t6 bénh da khoi hin: diéu tri khéng dn tht"{ iam cdf thé lam cho bénh
tai phat. Bieu tri duy tri thuong can thiét dé phong ngira bénh tai phat uoi bénh AIDS va
viém mang ndo do Cryptococcus, hoic bénh nim Candida miéng - hau tai phat.

Tré so sinh:

2 tudn déu sau khi sinh: 3 - 6 mg/kg/lan; cach 72 gio/lan.

2 - 4 tudn sau khi sinh: 3 - 6 mg/kg/lan; céch 48 gio/lan.

Tré em:

v
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Du phong: 3 mg/kg/ngay trong nhiém ndm bé mit va 6 - 12 mg/kg/ngay trong nhiém nim toan
than.

Diéu trj: 6 mg/kg/ngay. Trong cac truong hop bénh dai ding c6 thé cin téi 12 mg/kg/24 gid, chia
lam 2 lan. Khéng dugc ding qua 600 mg mi ngay.

Ngueoi lom:

Truong hop nam Candida:

Miéng - hdu: Udng 50 mg, mot lin/ngay trong 7 dén 14 ngay hoic ding liéu cao: Ngay dau 200
mg, udng 1 lan; nhitng ngay sau: 100 mg/ngay, udng 1 lan, trong thi gian it nhat 2 tuin.

Thuc quan: Giéng nhu lidu & trén, trong it nhét 3 tuin va thém it nhat 2 tuan nita sau khi hét triéu
ching.

Ném toan than: Ngay dau: 400 mg, ubng 1 lan. Nhiing ngay sau: 200 mg/lin/ngay, trong thoi
gian it nhat 4 tudn va it nhit 2 tudn niia sau khi hét triéu ching.

Mot sé ngudi bénh bi nim Candida dudng niéu va mang bung c6 thé diung lidu 50 - 200
mg/ngay.

Am hé - ém dao: Udng mot liéu duy nhét 150 mg.

Trwong hop viém mang ndo do Cryptococcus:

Ngay dau: 400 mg, udng 1 lin. Nhing ngay sau: 200 - 400 mg/lan/ngay. Piéu tri it nhét 10 - 12
tuan sau khi cdy dich ndo tiy cho két qua am tinh.

Dy phong nhiém néim:

Dé phong ngua ndm Candida & nguoi ghép tiy xuong, liéu fluconazol khuyén ding 1a 400
mg/lin/ngdy. Vi ngudi bénh duoc tien dodn sé giam bach cdu hat trdm trong (Iwong bach cu
trung tinh it hon 500/mm?), phai bt diu ubng fluconazol du phong vai ngay trudc khi giam bach
céu trung tinh va tiép tuc ubng 7 ngay nita sau khi lugng bach céu trung tinh da vuot qua
1000/mm?.

Ngudi cao tuéi: hiéu chinh liéu dua trén chirc ning thin

Bénh nhan suy than:

Khéng can diéu chinh lidu trong liéu phdp diing mét liéu duy nhét dé tri bénh nim am ho - am
dao. O bénh nhan (bao gdm ca tré em) suy thin diéu trj nhiéu liéu véi fluconazol, nén diing lidu
khéi dau tir 50 mg dén 400 mg dya trén liéu khuyén cao hang ngay cho chi dinh cu thé. Sau liéu
ban dau nay, liéu hang ngay (theo chi din) nén dya trén bang sau:

Do thanh thii creatinin Ti 1¢ % so véi licu khuyén cho
(ml/phit) A
> 50 100% AW/
< 50 va khong thim phan mau | 50% Y
Dinh ky thim phan mau 100% sau khi tham phan mau

Cdch ding:

Ubdng ca vién véi nudc, thoi diém dung khong phu thude bira dn.

Khi nao khong nén ding thude nay?

Man cam véi bét ky thanh phin nao cia thude, fluconazol hodc cdc chit nhém azol.
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Phéi hop véi terfenadin khi diing liéu fluconazol tir 400mg tro' 1én mdi ngay.

Phéi hop véi cic thube gy kéo dai khoang QT.

Phdi hop véi cac thude chuyén héa qua cytochrom P450 (CYP) 3A4 nhu cisaprid, astemizol,
pimozid, quinidin va erythromycin.

Tic dung khong mong muén

Téc dung khéng mong muén theo tin suit va hé co quan dugc trinh bay nhu bang sau:

(cht thich rét thuong gip (= 1/10), thuong gip (= 1/100 nhung < 1/10), it gip (= 1/1,000 nhung
< 1/100) hodc hiém giip (= 1/10,000 nhung < 1/1,000).

Tén suit Tiéc dyng khéng mong mudn

Mdu va hé bach huyét

it gap Thiéu mau

Hiém gip Giam bach cau hat, gidm bach ciu, giam tiéu cdu, giam bach ciu trung tinh
\Mién dich

Hiém gip Shock phan vé

Chuyén hod va dinh duing

it gip Chan in

Hiém giip Tang cholesterol mau, ting triglycerid mau, ha kali mau
Tam thin

it gap Budn ngu, mit ngu

Réi logn thin kinh trung wong:

Thudng gap Pau déu

it gap Bgng kinh, mat cam gidc, chong mat, réi loan vi gidc
Hiém gip Run

Thinh gidc

ft gép Chong mit

Tim mach

Hiém gip Xodn dinh, kéo dai khoang QT trén dién tim dé 7
Réi loan tiéu hod l\&\ /
Thuong gap Dau bung, tiéu chay, nén va buén nén il 75

It gap Téo bén, kho tiéu, khd miéng

As P
Roi loan mit

Thuong gip Téang men gan, tang phosphatase kiém

it gap U mat, vang da, ting bilirubin
g




Hiém giip Suy gan, hoai tir té bao gan, viém gan, pha huy té bao gan

Réi loan da va 16 chire dudi da

Thuong gip Phat ban

It gip Héng ban nhiém sic cé dinh, néi may day, ngira, ting tiét mé hoi

Hiém a o A 5 PR A 2 g "
g4p mun mu toan than cép tinh, viém da tréc véy, phit mach, phi mit, rung toc

Hoai tir thugng bi nhiém doc, hoi chimg Stevens-Johnson, hoi chimg ngoai ban

) ~ A pea A
Roi loan co xwong va mé lién két

it gap DPau co
Toan thin
it gip Mét moi, kho chiu, suy nhuoc, sét

Hudng din cich xir tri ADR:

Théng béo cho béc sT diéu tri trong truong hop gip phai cée tac dung khong mong muédn cua
thuéc.

Nén tranh ding nhirng thuée hoic thye phim gi khi dang sir dung thude nay?

Rifabutin va rifampicin: Ding ddng thoi fluconazol (200 mg/ngay) va rifabutin (300 mg/ngay)
cho nguoi bénh nhiém HIV s& lam ting ndng do trong huyét tuong va dién tich dudi duong cong
biéu di&n néng do thube trong huyét tuong theo thoi gian (AUC) cua rifabutin va chit chuyén
héa chinh. Tac dung nay c6 thé do tc ché enzym cytochrom P450 cén thiét cho chuyén héa
rifabutin. Diing ddng thoi fluconazol va rifampicin ¢6 thé anh hudng dén duoc dong hoc cia ca 2
thude. Dung mét liéu don 200 mg fluconazol & ngudi I6n khoe manh dang ding rifampicin (600
mg/ngdy) s€ lam giam gin 25% AUC va 20% nira doi fluconazol trong huyét twong. TAm quan
trong lam sang cua tuong tic dugc dong hoc gitra fluconazol va rifampicin con chua duoc sang
to, tuy nhién nguoi ta cho ring tuong tic nay ¢ thé gép phan lam tai phét viém mang nio do
Cryptococcus trong mot s it ngudri bénh dung fluconazol ddng thai véi rifampicin. Cling ¢6 mot
vai bing ching cho thiy ding dong thoi fluconazol va rifampicin s€ lam ting nong do rifampicin
trong huyét twong so véi khi dung rifampicin don dac.

Zidovudin: Ding ddng thoi véi zidovudin, fluconazol gay tré ngai chuyén hoa va thanh thai cia
zidovudin. Fluconazol ¢6 thé lam taing AUC (74%), ndng d¢ dinh huyét twong (84%) va ntra doi
thai trir cudi (128%) cua zidovudin & nguoi bénh nhiém HIV.

Chdr chéng dong mdu nhém coumarin: Do thoi gian prothrombin ting khi nguoi bénh ding
fluconazol ddng thoi véi thude chéng déng nhém coumarin (nhu warfarin), nén thoi gian
prothrombin phai dugc theo ddi can than khi diing déng thoi hai th
Ciclosporin: Ding déng thoi fluconazol va ciclosporin ¢6 thé lam @ ong do ciclosporin trong
huyét tuong, dic biét & nguoi ghép than. Can theo dai cin than nong do ciclosporin trong huyét
tuong & ngudi bénh dang cling diéu tri bing fluconazol va lidu dung ciclosporin phai diéu chinh
cho thich hgp.




Astemizol: Fluconazol ¢6 thé lam ting nong d¢ astemizol trong huyét twong gay ra céc tai bién
tim mach nguy hiém (nhu loan nhip, ngimg tim, danh tréng nguec, ngit va tir vong) khi ding
thudc ddng thoi véi astemizol.

Cisaprid: Dung ddng thoi fluconazol va cisaprid c6 thé lam ting nng do cisaprid trong huyét
twong. Ngudi bénh phai dugc theo ddi cin than néu diéu tri dong thoi 2 thude nay.

Phenytoin: Dung déng thoi fluconazol va phenytoin s& gdy tang némg do phenytoin trong huyét
tuong (128%) va ting AUC (75%) cua phenytoin dan dén ngé doc phenytoin, con duge dong hoe
cua fluconazol khéng bi anh hudng. Phai hét ste thén trong khi dung déng thoi phenytoin va
fluconazol.

Cdc thuoc chéng ddi thdo dieong sulfonylurea: Ding fluconazol & ngudi bénh dang diéu tri bing
tolbutamid, glyburid hogc glipizid s& gy ting ndng do trong huyét twong va giam chuyén hoa
céc thube chéng dai thio duomg. Néu dung dong thoi fluconazol véi tolbutamid, glyburid,
glipizid hoic bt ctr mot thude uémg chdng dai thao duong loai sulfonylurea nao khac, phai theo
ddi cén than nong do glucose trong mau va phai diéu chinh lidu ding cuia thude diéu tri dai thao
dudng khi cén.

Theophylin: Fluconazol lam ting ndng d¢ theophylin trong huyét thanh xdp xi 13% va din dén
ngd doc. Do dé phai theo doi néng do theophylin va dung hét stc than trong dé tranh lidu gdy
ddc ctia theophylin.

Terfenadin: st dung lidu fluconazol hang ngay 400 mg va 800 mg lam tang dang ké ndng do
terfenadin trong huyét twong. Khéng dugc ding phéi hop fluconazol véi lidu tir 400 mg trd 1én
véi terfenadin. Can than trong khi dung déng thai fluconazol lidu hang ngay dugi 400 mg vei
terfenadin.

Pimozid, quinidin, erythromycin: ding fluconazol cung véi cdc thude nay c6 thé din dén v ché
chuyén héa, 1am ting ndng d6 cdc thude nay trong huyét twong gay kéo dai khodng QT va hiém
gip gy xoan dinh. Do do, khéng sir dung ddng thoi fluconazol va céc thuée nay.
Hydrochlorothiazid: c6 thé 1am tang nong do fluconazol huyét twong Ién 40%, tuy nhién, khong
cin hiéu chinh lidu fluconazol & nhing bénh nhan ding thudc loi tiéu nay.

Amiodaron: ding fluconazol ciing véi amiodaron c6 thé lam ting mirc d6 kéo dai khoang QT.
Do d6, can thin trong khi phéi hop, dic biét 1 véi lidu cao fluconazol (800 mg).

Halofantrin: fluconazol ¢6 thé 1am ting ndng do halofantrin huyét tuo
CYP3A4. St dung fluconazol va halofantrin dong thari c6 thé [
dai khoang QT, xoéin dinh) va c6 thé gay dot tir. Do dé, kho g
halofantrin.

Alfentanil: trong diéu tri ddng thoi fluconazol (400 mg) va alfentanil tiém tinh mach (20 pg / kg)
0 nhiing ngudi tinh nguyén khée manh, AUC, cia alfentanil ting gdp doi, c6 thé do tc ché
CYP3A4. Cén hiéu chinh alfentanil.

Amitriptylin, nortriptylin: fluconazol lam tang tac dung cua amitriptylin va nortriptylin. Co thé
can hiéu chinh lidu cac thude nay.

do tic dong tc ché

dydg ddng thai fluconazol vi
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Amphotericin B: phéi hop fluconazol va amphotericin B & chudt nhit binh thuong va chudt nhit
suy giam mién dich bj gdy nhim khuin cho thdy nhing két qua sau: ting tac dung khang nim
trong nhiém cac bénh nhidm nim toan thin do C. albicans, khong c6 anh huéng trong viém
mang ndo do Cryptococcus neoformans va va su dbi khéng tac dung cua hai loai thuéc trong tac
dung khing A. fumigatus. Tuy nhién, trén lam sang, cdc tuong tac nay chua c6 dit lidu r5 rang.
Benzodiazepin nhu midazolam, triazolam: tang tic dung va thoi gian tac dung cua céc
benzodiazepin, do do, can hiéu chinh liu céc thude nay khi phéi hop véi fluconazol.
Carbamazepin: fluconazol 1am tang nong do carbamazepin trong méu, ¢6 nguy co ting tac dung,
do d6, can hiéu chinh lidu cdc thude nay khi phdi hop véi fluconazol.

Thuée chen kénh calci: nhu nifedipin, isradipin, amlodipin, verapamil va felodipin dugc chuyén
hoa boi CYP3A4, do do, cén theo di bénh nhan chit ché khi phéi hop véi fluconazol.
Celecoxib: sir dung dong thi fluconazol (200 mg méi ngdy) va celecoxib (200 mg) ¢6 thé lam
ting ndng dé dinh trong huyét twong va AUC cua celecoxib 4n luot 1a 68% va 134%. C6 thé
can giam liéu celecoxib xuéng mot nira lidu khuyén céo.

Cyclophosphamid: phéi hop véi cyclophosphamid va fluconazol 1am tang bilirubin va creatinin
huyét thanh.

Fentanyl: fluconazol alafm giam thai tir fentanyl, nguy co gdy liét hé hip. Do dé, cin hiéu chinh
liéu fentanyl.

Thuée tic ché men HMG CoA: tang nguy co tac dung phu trén co nhu dau co va tidu co Cén
theo ddi chit ché khi phdi hop hai thube ndy hodc ngung sir dung cac thuée e ché HMG CoA
khi c6 diu hiéu dau €0, X0 ¢0, tang creatinin huyét thanh.

Everolimus, sirolimus, tacrolimus: fluconazol ¢6 thé lam ting ndng dd cua cac thube nay trong
huyét thanh thng qua trc ché CYP3A4.C6 thé hi¢u chinh liéu néu can.

Losartan: fluconazol tre ché sy chuyén héa ciia losartan thanh chit chuyén hod hoat déng cia né
(E-3174), do d6, bénh nhan nén theo dsi huyét ap lién tuc khi sir dung phéi hop hai thuée nay.
Methadon: fluconazol ¢6 thé lam ting néng d6 methadon trong huyét thanh. C6 thé cin hiéu
chinh liéu lugng methadon.

Cde thuoe khdng viém khong steroid: fluconazol ¢6 kha ndng lam ting ndng do cua cac NSAID
duogc chuyén héa boi CYP2C9 (vi du naproxen, lornoxicam, meloxicam, diclofenac). Nén
thuong xuyén theo dbi cac tac dung phu va déc tinh lign quan dén NSAIDs. Cén phai hiéu chinh
liéu NSAIDs.

Prednison: bénh nhan diéu tri lau dai véi fluconazol va prednison nén duoc theo ddi cin than vé
tinh trang suy tuyén thugng than khi ngimg sir dung fluconazol,

Saquinavir: fluconazol lam ting AUC va ndng do dinh ciia saqui o tc ché chuyén héa gan
cua saquinavir qua CYP3A4 va (rc ché P-glycoprotein. Viéc diéu chinh liéu cia saquinavir ¢6 thé
1a cdn thiét,

Vinca alkaloids: mic du khong dugc nghién ctru, fluconazol cé thé lam ting ndng do trong huyét
tuong cua alkaloid vinca (vincristin va vinblastin) va din dén déc tinh trén thin kinh.

Lin



Ivacafior (mét chit ting tiém luc protein CFTR trong diéu tri bénh xo nang): cin giam lidu
ivacaftor dén 150 mg mét lan mdi ngy ddi v6i bénh nhan dung ddng thoi cdc thube tre ché
CYP3A trung binh, nhu fluconazol va erythromycin.

Can lam gi khi mjt lin quén khéng diing thubc

Néu thoi gian bénh nhan quén thuéc trong khoang 12 tiéng thi cin udng thude ngay lap va tiép
tuc sir dung céac liéu sau nhu binh thudng. Néu thoi gian bénh nhan quén thuéc quéa 12 tiéng bo
qua liéu dé va tiép tuc sur dung céc liéu sau nhu binh thuong, khong gip doi liéu dé b vao lidu
di quén.

Cin bio quin thude nay nhu thé nao

Trong bao bi kin, tranh 4m, & nhiét d6 dudi 30°C.

Nhimg diu hi¢u va tri¢u chimg khi ding thuée qua lidu:

C6 thé gy do gidc va hoang tuong.

Ciin 1am gi khi diing thuée qus lidu khuyén cio?

Ngung sir dung thuée va dén ngay co s¢ y té gin nhit dé nhan duoc sy trg gitip clia can b y té.
Nhimg diéu cin thén trong khi ding thude nay?

Thén trong véi bénh nhan suy gan va suy than.

Than trong khi st dung & cic bénh nhan ca tién sir bénh tim, réi loan dién giai va/hodc dang sir
dung céc thudc gay kéo dai khoang QT, cdc thude chuyén héa qua CYP450, CYP3A4.

Bénh nhén hiém giip céc phan &ng nhu viém da tréc vay, hoi ching Stevens-Johnson va hoai t
thuong bi nhiém doc trong khi diéu trj bing fluconazol. Céc phan ting nay thuong géip hon & cédc
bénh nhan AIDS. Néu xuit hién phét ban do fluconazol & bénh nhén diéu trj nhiém nim da, nén
ngung ding thude. Véi bénh nhan nhidm nim toan than, cin theo doi chat ché va ngimg ding
fluconazol néu ¢ tén thuong dang bong nude hoic héng ban da dang.

Fluconazol 1a mét chét e ché CYP2C9 manh, tc ché CYP3A4 vira phai. Fluconazol ciing irc
ché CYP2C19. Cac bénh nhén sir dung fluconazol déng thoi véi cdc thube 6 khoing tri li¢u hep
va chuyén héa qua CYP2C9, CYP2C19 v CYP3A4. nén dugc theo dai chit che.

Str dung liéu fluconazol hang ngay 400 mg va 800 mg lam ting dang ké ndng do terfenadin trong
huyét tuong. Khéng duge ding phéi hop fluconazol véi lidu tir 400 mg tro 1én véi terfenadin.
Can thn trong khi ding ddng thai fluconazol lidu hang ngay dudi 400 mg véi terfenadin.

Céc chét mau trong vo nang c6 thé gay di ling, cin théan trong khi c6 tién sir dj g véi cac chit
mau.

Phu nit c6 thai:

Fluconazol gdy say thai tu nhién trong 3 thang ddu. Da ¢6 bdo cdo vé tinh trang di tit ¢ tré so
sinh ¢6 me sir dung fluconazol lidu cao trong 3 thang dau thai ky. Do d6, khong nén sir dung
fluconazol cho phu nir ¢6 thai.

Phu nit cho con bu:
Cé thé cho con bu khi sir dung liéu duy nhit khong qua 200 mg flucdnfizol Véi mire lidu cao
hon hodc str dung kéo dai, ngung cho con ba trong thoi gian dung thude.

Anh hudng Ién kha nang ldi xe va van hanh mdy moc:
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Khéng ¢6 nghién ciru ndo vé anh hudng dén kha nang lai xe va sir dung may moc da duoc thue
hién. Tuy nhién, do bénh nhén ¢6 thé bi chéng mat, run trong qué trinh diéu tri v6i fluconazol,
nén can luu y bénh nhén khong lai xe va sir dung may méc khi gip phai cac tac dung nay.
Khi nao cin tham vén bic si, duge si?
“Néu can thém thong tin xin héi y kién bdc st hodc duge si”
Han ding cia thude: 36 théng ké tir ngy san xuit .
Tén, dia chi, biéu twong (néu ¢0) ciia co' SO san xuit:
Galpha Laboratories Limited
Vill.-Thana, Baddi, Himachal Preadesh - 173,205, A
Ngay xem xét sira doi cap nhit lai ni dung hwéng din sir




HUGNG DAN SU DUNG DANH CHO CAN BOY TE

Ry Thuéc bén theo don

Tén thubc: FOLSADRON-150

(Fluconazol)
Thanh phén, ham lweng ciia thude:
MGi vién nang ciing chira:
Hoat chit: Fluconazol 150 mg
Ta durge: lactose, silicon dioxid keo, talc, natri lauryl sulphat, magnesi stearat, vo nang gelatin.
M5 ta san phim: Vién nang cimg mau xanh va tring
Quy cich déng goi:
Hop 1 vi x 10 vién/vi.
Ciac dic tinh duge lue hoc:
Nhom dugc ly: Thude khang ndm nhém triazol
Ma ATC: JO2ACO1
Fluconazol 14 thuéc ddu tién ciia nhém thube téng hop triazol chéng ndm maéi.
Fluconazol ¢6 tac dung chéng nim do lam bién déi mang té bao, lam tang tinh thim mang té bao,
lam thoat céc yéu t6 thiét yéu (thi dy amino acid, kali) va lam giam nhp cac phan tir tién chi (thi du
purin va pyrimidin tién chat cia DNA). Fluconazol tic ddng biing cach e ché cytochrom P45014 -
alpha - demethylase, ngén chn tdng hop ergosterol Ia sterol chii yéu & mang té bao nim,
Fluconazol va cac triazol chéng ndm khac (nhur itraconazol) ¢6 ai lyc manh véi enzym P450 cta ndm
va chi ¢6 i luc yéu véi enzym P450 cta dong vit cé va (tuy nhién ciing du dé gay ra nhiéu tuong tic
thuéc) va ciing la nhitng thudc tc ché dic hiéu cac hé théng cytochom P450 ciia ndm hon nhidu din
chat imidazol khac (nhu ketoconazol). Thuée cting khéng ¢6 téc dung trén sy tong hop cholesterol
trong dich dong thé md gan cua dong vit ¢ vii. Fluconazol <6\t
dermatitidis, Candida spp., Coccidioides immitis, Cryptococcus neofe
Histoplasma capsulatum, Microsporum spp. va Trichophyton spp.. Flu
khang khuin.
Khing thudc da phét trién trong mot vai ching Candida. Céc ching Candida albicans khéang
ketoconazol ciing khing chéo véi fluconazol.
Cic dic tinh duge dong hoc:
Fluconazol dugc hép thu tét qua dudng udng va khéng bi anh huéng béi thic an. Sinh kha dung
theo duding uéng bing hoic hon 90% so vai dudmg tiém tinh mach. Néng d tdi da trong huyét
tuong dat duge trong vong | - 2 gid, ndng do én dinh dat dugc trong vong 5 - 7 ngay.
Thude phin b rong rdi trong cic mo va dich co thé. Nf)ng do trong sita me, dich khop, nude bot,
dom, dich am dao va dich mang bung tuong tr nong do trong huyét twong. Néng do trong dich
ndo tay dat tir 50% dén 90% ndng do trong huyét twong ngay ca khi mang ndo khéng bi viém. Ti
& gin v6i protein khodng 12%. Thuéc thai trir qua nuéc tiéu & dang nguyén thé vai ti 1¢ 80%
hoiic cao hon. Nira doi thai trir khoang 30 gio, va tang & ngudi bénh suy thin. Thude ciing dugc
loai bing tham tach.

ung trén Blastomyces
afis, Epidermophyton spp.,
nazol khéng c6 tic dung




Chi dinh, liéu dung, cich ding, ching chi dinh:

Chi dinh:

Diéu tri cac bénh ndm Candida & miéng - hong, thuc quan, 4m ho - im dao va céac bénh nhiém
ndm Candida toan than nghiém trong khéc (nhu nhidm Candida dudng niéu, mang bung, mau,
phéi va nhiém Candida phat tan).

Diéu tri viém mang ndo do Cryptococcus neoformans, cic bénh nidm do Blastomyces,
Coccidioides immitis va Histoplasma.

Du phong nhiém ndm Candida cho nguoi ghép tuy xuong dang diéu trj bang héa chét hoic tia
Xa.

Du phong céc bénh nhiém ndm trim trong (nhu nhiém nim Candida, Cryptococcus,
Histoplasma, Coccidioides immitis) & nguéi bénh nhidm HIV.

Chéng chi dinh:

Man cam véi bét ky thanh phz’in ndo cta thude, fluconazol hoic cac chét nhém azol,

Phéi hop véi terfenadin khi dung liéu fluconazol tir 400mg tro 1én mdi ngay.

Phéi hop véi cac thube géy kéo dai khoang QT.

Phéi hop v6i céc thube chuyén héa qua cytochrom P450 (CYP) 3A4 nhur cisaprid, astemizol,
pimozid, quinidin va erythromycin

Liéu ding - cich ding:

Liéu ding

Liéu dung va thoi gian diéu tri tay thudc vao dang va mae do bénh, loai ndm gdy bénh, chirc
nang thin va dép img cia ngudi bénh voi thube. Didu trj phai lién tuc cho dén khi bidu hién 1am
sang va xét nghiém ching t6 bénh da khoi hin; diéu tri khong di thoi gian c6 thé lam cho bénh
tai phét. Diéu tri duy tri thuong cin thiét dé phong ngira bénh tai phat & ngudi bénh AIDS va
viém mang ndo do Cryptococcus, hoiic bénh ndm Candida miéng - hau tai phat.

Tré so sinh:

2 tudn dau sau khi sinh: 3 - 6 mg/kg/lin; cach 72 giovlin.

2 - 4 tuin sau khi sinh: 3 - 6 mg/kg/lan; cach 48 gio/lan.

Tré em:
Du phong: 3 mg/kg/ngay trong nhiém nim bé mit va 6 - 12 mg/kg/nWhiém nim toan
than,

Diéu trj: 6 mg/kg/ngay. Trong cic trudmg hop bénh dai ding c6 thé cin téi 12 mg/kg/24 gio, chia
lam 2 Ian. Khéng duoc ding qua 600 mg mi ngay.

Nguoi lon:

Trieong hop nam Candida:

Miéng - héu: Udng 50 mg, mat Ié‘m/ngéy trong 7 dén 14 ngay hojc ding liéu cao: Ngay déu 200
mg, uéng 1 lan; nhitng ngay sau: 100 mg/ngdy, udng 1 lan, trong thai gian it nhét 2 tuin.

Thuce quan: Gibng nhu lidu & trén, trong it nhét 3 tudn va thém it nhét 2 tuin nita sau khi hét triéu
chimg.



Ném toan than: Ngay dau: 400 mg, udng 1 lan. Nhiing ngay sau: 200 mg/ldn/ngay, trong thoi
gian it nht 4 tudn va it nhit 2 tudn nia sau khi hét triéu ching.

Mot s6 nguoi bénh bi ndm Candida duong niéu va mang bung c6 thé ding lidu 50 - 200
mg/ngay.

Am hé - dm dao: Uéng mét liéu duy nhdt 150 mg.

Truonmg hop viém mang ndo do Cryptococcus:

Ngay déu: 400 mg, udng 1 lin. Nhing ngdy sau: 200 - 400 mg/lan/ngay. Piéu trj it nhét 10 - 12
tudn sau khi cdy dich ndo tay cho két quéa am tinh.

Dy phong nhiém ndm;

Dé phong ngira nAm Candida & ngudi ghép tiy xwong, liéu fluconazol khuyén dung 1a 400
mg/ién/ngéy. V&i nguoi bénh dugc tién dodn s& giam bach ciu hat trim trong (lugng bach ciu
trung tinh it hon 500/mm?), phai bit diu udng fluconazol du phong vai ngay trude khi giam bach
ciu trung tinh va tiép tuc ubng 7 ngay nita sau khi lugng bach ciu trung tinh da vuot qua
1000/mm°.

Ngueoi cao tuéi: hiéu chinh lidu dua trén chirc ning than

Bénh nhan suy thin:

Khéng can diéu chinh liéu trong liéu phép ding mét liéu duy nhét dé tri bénh ndm 4m ho - 4m
dao. O bénh nhan (bao gbm ca tré em) suy than diéu tri nhiéu lidu véi fluconazol, nén dung liéu
khoi ddu tir 50 mg dén 400 mg dua trén lidu khuyén cdo hang ngdy cho chi dinh cy thé. Sau lidu
ban diu nay, liéu hang ngdy (theo chi din) nén dya trén bang sau:

Do thanh thai creatinin Ti 1¢ % so véi lieu khuyén co
(ml/phit)
> 50 100%
< 50 va khong thim phan mau | 50%
Dinh ky tham phan mau 100% sau khi tham phan mau

Cdch ding:

Ubng ca vién voi nudc, thoi diém dung khong phu thuée bira dn.

Cic truomg hop thin trong khi diing thube

Thén trong véi bénh nhan suy gan va suy than.

Than trong khi sir dung & cdc bénh nhan ¢é tién s bénh tim, rdi loan dién giai vi/hodc dang sir
dung céc thuée gy kéo dai khoang QT, céc thuéc chuyén héa qua CYP450, CYP¥A4.

Bénh nhin hiém gap cac phan Umg nhu viém da troc vay, hdi chimg Stekens-Jghnson va hoai tir
thuong bi nhiém dgc trong khi diéu tri bing fluconazol. Cic phan Gng nay [th(rdng giip hon & céc
bénh nhan AIDS. Néu xuit hién phat ban do fluconazol & bénh nhan diéu tri nhiém ndm da, nén
ngung dung thude. V&i bénh nhan nhidm nim toan than, cin theo doi chit ch& va ngimg ding
fluconazol néu ¢6 tén thuong dang bong nudc hodc héng ban da dang.

Fluconazol 1a mét chat e ché CYP2C9 manh, ¢ ché CYP3A4 vira phai. Fluconazol ciing trc
ché CYP2C19. Céc bénh nhan sir dung fluconazol déng thdi voi cac thude co khoang tri li¢u hep
va chuyén héa qua CYP2C9, CYP2C19 vi CYP3A4, nén duge theo doi chit che.




Sir dung liéu fluconazol hang ngay 400 mg va 800 mg lam ting dang ké nong dé terfenadin trong
huyét tuong. Khéng duogc ding phéi hop fluconazol véi lidu tir 400 mg tré Ién vai terfenadin.
Cén than trong khi diing déng thai fluconazol lidu hang ngay dudi 400 mg véi terfenadin.

Céc chét mau trong vo nang c6 thé gay dj tmg, cén thin trong khi ¢6 tién sir di g véi céc chit
mau.

Phu nit cé thai:

Fluconazol géy say thai tu nhién trong 3 thang dau. Da ¢6 bédo cdo vé tinh trang di tat ¢ tré so
sinh ¢6 me st dung fluconazol lidu cao trong 3 thang dédu thai ky. Do d6, khong nén sir dung
fluconazol cho phu nir ¢6 thai.

Phu ni¥ cho con bii:

C6 thé cho con bu khi sir dung liéu duy nhit khong qua 200 mg fluconazol. Vé&i mire lidu cao
hon hodc sir dung kéo dai, ngung cho con bi trong thoi gian ding thuée.

Anh huong lén kha nang lai xe va vdn hanh mdy méc:

Khong c6 nghién ciru nao vé anh hudng dén kha nang lai xe va str dung may méc da duge thue
hi¢n. Tuy nhién, do bénh nhan c6 thé bi chéng mét, run trong qua trinh diéu tri v4i fluconazol,
nén can luu y bénh nhin khong léi xe va st dung may moc khi gap phai cac tac dung nay.
Twong tic ciia thude véi cic thube khic va cic loai twong tic khic:

Rifabutin va rifampicin: Diing ddng thoi fluconazol (200 mg/ngay) va rifabutin (300 mg/ngay)
cho ngudi bénh nhiém HIV sé lam ting ndng do trong huyét twong va dién tich duéi dudng cong
biéu dién nong do thuée trong huyét tuong theo thoi gian (AUC) cua rifabutin va chét chuyén
hoa chinh. Tac dung nay cé thé do e ché enzym cytochrom P450 céan thiét cho chuyén hoa
rifabutin. Diing déng théi fluconazol va rifampicin ¢6 thé anh hudng dén duge dong hoc cta ca 2
thuée. Dung mét liéu don 200 mg fluconazol & nguoi 16n khoe manh dang dung rifampicin (600
mg/ngay) s& lam giam gin 25% AUC va 20% nira doi fluconazol trong huyét tuong. Tdm quan
trong ldm sang cia tuong tic duoc dong hoc gitta fluconazol va rifampicin con chua dugce sang
to, tuy nhién ngudi ta cho r.%mg tuong tic nay co thé g6p phan lam tai phat viém mang nio do
Cryptococcus trong mét s6 it ngudi bénh dung fluconazol ddng thai véi rifampicin. Cling ¢6 mot
vai bing chimg cho thy ding dong thoi fluconazol va rifampicin s& [am ting néng do rifampicin
trong huyét tuong so véi khi dung rifampicin don doc.

Zidovudin: Ding ddng thoi véi zidovudin, fluconazol gay tré ngai chuyén héa va thanh thai cua
zidovudin. Fluconazol ¢6 thé lam ting AUC (74%), ndng d6 dinh huyet\ughyg (84%) va nua doi
thai trir cudi (128%) ctia zidovudin & nguoi bénh nhiém HIV.
Chat chéng dong mdau nhom coumarin: Do thoi gian prothrombin ting Kh“nguoi bénh dung
fluconazol déng thi voi thube chéng dong nhém coumarin (nhu warfarin), nén thoi gian
prothrombin phai dugc theo ddi cén than khi ding dbng thoi hai thuée nay.

Ciclosporin: Dung ddng thoi fluconazol va ciclosporin ¢6 thé lam ting néng do ciclosporin trong
huyét twong, dic biét & ngudi ghép than. Cén theo ddi cin than nong do ciclosporin trong huyét
tuong 6 ngudi bénh dang cung diéu tri bang fluconazol va liéu dung ciclosporin phai diéu chinh
cho thich hop.




Astemizol: Fluconazol ¢é thé lam tang néng do astemizol trong huyét tuong gdy ra cac tai bién
tim mach nguy hiém (nhu loan nhip, ngimg tim, danh trong nguc, ngit va tir vong) khi dung
thude déng thoi véi astemizol.

Cisaprid: Dung déng thoi fluconazol va cisaprid ¢6 thé lam ting néng do cisaprid trong huyét
tuong. Ngudi bénh phai duge theo dai can than néu diéu tri déng thai 2 thuéc nay.

Phenytoin: Dung ddng thoi fluconazol va phenytoin s& giy ting néng do phenytoin trong huyét
twong (128%) va taing AUC (75%) cuia phenytoin din dén ngo doc phenytoin, con duoc dong hoc
cua fluconazol khéng bj anh hudng. Phai hét stc than trong khi dung déng thoi phenytoin va
fluconazol.

Cdc thuée chcfng ddi thdo dicong sulfonylurea: Dung fluconazol & ngudi bénh dang diéu tri béng
tolbutamid, glyburid hoic glipizid s& gy ting néng do trong huyét tuong va giam chuyén héa
cdc thube chéng dai thdo duong. Néu dung ddng thoi fluconazol véi tolbutamid, glyburid,
glipizid hogc bat ctr mt thude udng chéng dai thdo duémg loai sulfonylurea nao khéc, phai theo
ddi cin than néng do glucose trong mau va phai diéu chinh lidu ding cua thude didu tri dai théo
dudng khi cén.

Theophylin: Fluconazol lam tang nong do theophylin trong huyét thanh X4p xi 13% va din dén
ngo doc. Do dé phai theo doi néng do theophylin va dung hét st thin trong dé tranh liéu giy
dc ctia theophylin.

Terfenadin: st dung lidu fluconazol hang ngay 400 mg va 800 mg lam ting déng ké nong do
terfenadin trong huyét twong. Khéng duge ding phéi hop fluconazol véi liéu tir 400 mg tré Ién
v6i terfenadin. Cén thén trong khi ding déng thoi fluconazol lidu hang ngay duéi 400 mg veéi
terfenadin.

Pimozid, quinidin, erythromycin: dung fluconazol ciing véi céc thude ndy c6 thé din dén (e ché
chuyén héa, lam tang néng d6 cdc thude nay trong huyét tuong gy kéo dai khoang QT va hiém
gip gdy xodn dinh. Do do, khong sir dung ddng thai fluconazol va céc thudc nay.
Hydrochlorothiazid: ¢6 thé lam tang ndng d fluconazol huyét tuong Ién 40%, tuy nhién, khong
can hi¢u chinh lidu fluconazol & nhimg bénh nhan ding thude lgi tiéu nay.

Amiodaron: dung fluconazol cung véi amiodaron ¢é thé 1am taing mirc d kéo dai khoang QT.
Do d6, can than trong khi phéi hop, dac biét 1 véi lidu cao fluconazol (800 mg).

Halofantrin: fluconazol ¢6 thé lam ting néng d¢ halofantrin huyét twong do tic dong te ché
CYP3A4. Sir dung fluconazol va halofantrin déng thoi ¢6 thé lam Ain nguy co de tinh tim (kéo
dai khoang QT, xoin dinh) va c6 thé gdy dot tir. Do d6, khong s dong thi fluconazol va
halofantrin.
Alfentanil: trong diéu trj ddng thi fluconazol (400 mg) va alfentanil tiém tinh mach (20 pg / kg)
0 nhing ngudi tinh nguyén khoe manh, AUC)o cia alfentanil tang gip doi, c6 thé do wre ché
CYP3A4. Can hiéu chinh alfentanil.

Amitriptylin, nortriptylin: fluconazol lam tang tac dung cua amitriptylin va nortriptylin. C6 thé
cn hi¢u chinh lidu cc thuéc nay.




Amphotericin B: phéi hop fluconazol va amphotericin B & chuét nhét binh thuong va chudt nhit
suy giam mién dich bi gay nhifm khuin cho thdy nhimg két qua sau: ting tac dung khang nim
trong nhiém cc bénh nhidm nidm toan than do C albicans, khong ¢ anh hudéng trong viém
mang ndo do Cryptococcus neoformans va va su d6i khang téc dung ctia hai loai thudc trong téac
dung khang A. fumigatus. Tuy nhién, trén lam sang, cdc tuong tac ndy chua cé dit licu o rang.
Benzodiazepin nhu midazolam, triazolam: tang tic dung va thoi gian tac dung cua cac
benzodiazepin, do d6, cin hiéu chinh lidu céc thude nay khi phdi hop véi fluconazol.
Carbamazepin: fluconazol lam tang nong do carbamazepin trong méu, c6 nguy co tang tic dung,
do do, can hiéu chinh lidu c4c thuéc nay khi phéi hop véi fluconazol.

Thuée chen kénh calci: nhir nifedipin, isradipin, amlodipin, verapamil va felodipin duoc chuyén
héa béi CYP3A4, do d6, cin theo dai bénh nhan chit ché khi phéi hop véi fluconazol.
Celecoxib: st dung dong thoi fluconazol (200 mg mdi ngay) va celecoxib (200 mg) c6 thé lam
ting nong dd dinh trong huyét twong va AUC cua celecoxib lan luot 13 68% va 134%. C6 thé
can giam lidu celecoxib xubng mét nira lidu khuyén cdo.

Cyclophosphamid: phdi hop véi cyclophosphamid va fluconazol lam tang bilirubin va creatinin
huyét thanh.

Fentanyl: fluconazol alafm giam thai tir fentanyl, nguy co giy liét ho hép. Do d6, cin hiéu chinh
liéu fentanyl.

Thuéc ke ché men HMG CoA: ting nguy co tic dung phy trén co nhu dau co va tieu co . Cén
theo dbi chat ché khi phéi hop hai thube ndy hodc ngung sir dung cac thuéc tic ché HMG CoA
khi c6 diu hiéu dau €O, X0 €0, ting creatinin huyét thanh.

Everolimus, sirolimus, tacrolimus: fluconazol ¢é thé lam ting nong do cua cac thude nay trong
huyét thanh théng qua trc ché CYP3A4.C6 thé hiéu chinh liéu néu cin.

Losartan: fluconazol e ché sy chuyén héa cua losartan thanh chét chuyén hoa hoat déng ctia n6
(E-3174), do d6, bénh nhan nén theo doi huyét ap lién tuc khi sir dung phéi hop hai thuée nay.
Methadon: fluconazol ¢6 thé lam tang ndng d¢ methadon trong huyét thanh. C6 thé cin hiéu
chinh li¢u luong methadon.

Cdc thuée khang viem khong steroid: fluconazol ¢6 kha nang lam ting nong do cuia cac NSAID
duogce chuyén héa boi CYP2C9 (vi du naproxen, lornoxicam, meloxicam, diclo enac). Nén
thudmg xuyén theo di cac tac dung phu va ddc tinh lién quan dén NSAIDs Ca
liéu NSAIDs.

Prednison: bénh nhan diéu trj lau dai véi fluconazol va prednison nén durg
tinh trang suy tuyén thugng than khi ngimg sir dung fluconazol.
Saquinavir: fluconazol lam ting AUC va néng d6 dinh cia saquinavir do trc ché chuyén héa gan
cua saquinavir qua CYP3A4 va ic ché P-glycoprotein. Viéc didu chinh lidu ciia saquinavir c6 thé
Ia cén thiét.

Vinca alkaloids: mic du khéng duge nghién ciru, fluconazol ¢6 thé lam tang nf‘mg do trong huyét
tuong cua alkaloid vinca (vincristin va vinblastin) va din dén ddc tinh trén than kinh.
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Ivacaftor (mét chit ting tiém luc protein CFTR trong diéu trj bénh xo nang): can giam lidu
ivacaftor dén 150 mg mot lan mai ngdy doi véi bénh nhén dung déong thoi cée thube e ché
CYP3A trung binh, nhu fluconazol va erythromycin.

Tic dung khéng mong mudn:

Tac dung khéng mong muén theo tin sut va hé co quan duogc trinh bay nhu bang sau:

(chi thich rét thuong gip (> 1/10), thuong giip (= 1/100 nhung < 1/10), it gip (> 1/1,000 nhung
< 1/100) hodc hiém gip (> 1/10,000 nhung < 1/1,000).

Tén suit Téc dung khéng mong muén

Mdu va hé bach huyét

ft gap Thiéu mau

Hiém gap Giam bach céu hat, giam bach cu, giam tiéu céu, giam bach ciu trung tinh
Mién dich

Hiém gap Shock phan vé

Chuyén hod va dinh dudng

it gap Chan an

Hiém gap Tang cholesterol mau, ting triglycerid mau, ha kali mau

Tim thén

it gip Budn ngu, mat ngu

Roi logn thin kinh trung wong:

Thudng gip Pau déu

it gap Dong kinh, mét cam gidc, chéng mat, rdi loan vi giac

Hiém gap Run

Thinh gide

it gip Chéng mit

Tim mach

Hiém gip Xoin dinh, kéo dai khoang QT trén dién tam dé & /
Réi loan tiéu hod ! \ 7
Thuong gip Dau bung, tiéu chay, nén va budn nén i

it gip Téo bon, khé tiéu, khé miéng

Réi loan miit

Thuong gap Tang men gan, ting phosphatase kiém

it gap U mit, vang da, tang bilirubin

Hiém gip Suy gan, hoai tir té bao gan, viém gan, phé huy té bao gan




Roi logn da va té chive dudi da

Thudng gap Phat ban

it ga Héng ban nhiém sic ¢ dinh, néi may da , ngta, ting tiét mo hoi
gap g Yy day, ng g

Hoai tir thuong bi nhiém dac, hoi ching Stevens-Johnson, héi chimng ngoai ban

Hiém gi L . :
gep mun mu toan thén cap tinh, viém da tréc vz’iy, phi mach, pht mit, rung toc

Réi logn co xwong va mé lién két

it gip Dau co
Toan thin
it gip Mét méi, khé chiu, suy nhuoc, sot

Qui liéu va cich xir tri
Cé thé gay ao gidc va hoang tudng.
Néu chén doan Iam sang c6 biéu hién qué lidu thi phai dua ngudi bénh dén bénh vién va gidm st
cén than it nhdt 24 gid, phai theo doi céc déu hiéu 1am sang, ndng d6 kali huyét va 1am cac xét
nghiém vé gan, than.
Néu c6 bing chimg tén thuong gan hoic thén, ngudi bénh phai ndm vién cho dén khi khéng con
nguy hiém c6 thé xay ra cho cc b phan nay.
Trong 8 gitr ddu sau khi ding thudc néu khong ¢ biéu hién qué lidu hodic diu hiéu hay tricu
chiing 1am sang khac khong giai thich duoc thi c6 thé khéng cdn giam sét tich cuc nita. Phai theo
dai tinh trang h6 hp, tun hoan cho dén khi ngudi bénh tinh tdo, thé binh thudng va moi thir én
dinh.
Trudng hop qué liéu trim trong nén tién hanh thim tach mau,
Cic ddu hiéu cin luu ¥ va khuyén cdo
Khéng co
Didu kién bao quin, han ding cia thuée
Bao quan trong bao bi kin, tranh am, o nhiét dé dudi 30°C, o &
36 thang ké tir ngay san xudt.
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