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UPETAL®

(Vién nang Fluconazol 150 mg)

HUONG DAN SU DUNG THUOC CHO NGUOT BENH

Thuée nay chi ding theo don cua bdc sp. Poe ky huong dén sie dung trude khi dimg. Dé xa
tam tay tré em. Thong bado ngay cho bdc sy hodc dicoe sy nhitng tac dung khéng mong muin
&dp phdai khi st dung thuéc.

Tén thude: Upetal ®

Thanh phin: M3i vién nang chia:

Hoat chdt: Fluconazol 150 mg.

T dugc: Cellulose vi tinh thé, talc, magnesi stearat.

V6 nang: Titan dioxid (E 171), ponceau 4R (E 124), erythrosin (E 127), Sunset Yellow

(E 110), Brilliant Blue (E 133), methyl parahydroxybenzoat (E 218), propyl
parahydroxybenzoat (E 216), gelatin.

M5 ti sin phidm: Vién nang gelatin ¢& s6 1 ¢6 thin mau da cam duc. ndp mau xanh da troi
duc, bén trong chira bot ddng nhéit mau trang.

Quy cich déng géi: Hop 1 vi x 1 vién nang.

Thube diing cho bénh gi?

Fluconazol dugc chi dinh trong céc bénh ndm Candida & mi¢ng - hong, thuc quan, am ho -
dm dao va céc bénh nhiém ndm Candida toan than nghiém trong khéc (nhu nhiém Candida
dudng ni¢u, mang bung, méu, phéi, va nhidm Candida phét tan). Thudc g dygc dung dé
chita viém mang ndo do Crprococcus neoformans, cic bénh namldo Blastomyces.
Coccidioides immitis va Histoplasma, mot s& bénh ndm da (nam da dau’than, dui, chan,...)
gdy ra boi Epidermophyton, Microsporum, Trichophyton.

Noi chung fluconazol duge danh cho nguoi bénh khong dung nap céc thude tri nam thong
thuong hodc khi céc thude nay khong ¢6 tac dung. Vi fluconazol dugc nguoi bénh dung nap
tuong ddi tot lai ¢6 thé dung theo dudmg udng nén thude rt thudn lgi cho nhiing ngudi bénh
cén tri nim lau dai.

Fluconazol ciing diing dé d phong nhidm ndm Candida cho bénh nhan ghép tang (ghép tuy,
ghép gan,...), bénh nhin ung thu. Ngoai ra thude con duge dung dé phong cac bénh nhiém
nédm trim trong (nhu nhiém nim Candida, Cryptococcus, Histoplasma, Coceidioides immitis)
& ngudi nhiém HIV.

Dy phong thir phét nhiém ndm Candida miéng — hiu & bénh nhan nhidm HIV.

Diéu trj nhiém ndm biéu bi lan réng (Tinea corporis, Tinea cruris) hodic ndm ban chin (Tinea
pedis) & bénh nhan c6 hé mién dich binh thuong nhung khong dic¢u tri duge bang thude boi
tai cho.

Nén ding thude nay nhw thé nao va lidu lwgng?

Liéu ding va théi gian diéu tri bing Upetal tay thude vao dang va mirc dg bénh, logi nam gay
bénh, chirc néing than va dap (g cia ngudi bénh voi thude. Didy tri phai lién tuc cho dén khi
bicu hién 1dm sang va xét nghiém chimg t6 bénh da khoi hin: didy tri khong du thoi gian ¢6
thé 1am cho bénh tai phat. Diéu tri duy tri thudmg cin thiét dé phong nglra bénh tai phat &
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nguoi bénh AIDS va viém mang ndo Cryptococcus, hoic bénh nim Candida miéng - hiu tai
phat.
- Liéu cho nguoi lom:
Truong hop nhiém nim Candida:
Nhiém nim Candida trén duomg sinh duc: Ubng mot lidu duy nhit 1 vien nang 150mg.
Nhiém ndm Candida dudng niéu va mang bung: Uéng liéu 1 vién nang 150mg/ngay.
Nhiém ném Candida hiu hong: Dung 2 vién cho ngay dau tién, ngay tiép theo: 1 vién nang
150mg/ngay duy tri 7 - 21 ngy cho dén khi ndm Candida hiu hong thuyén giam.
Nhiém nim Candida hiu hong va nam Candida thyc quan: 1 vién nang 150mg /ngay hoic 4
vién nang 150mg /tuén, diéu tri kéo dai ddi voi bénh nhan bi {rc ché mién dich man tinh.
Dy phong thir phét nhiém nim Candida mi¢ng — hiu ¢ bénh nhan nhidm HIV: Ubng 1 vién
nang 150mg, 1 14n 1 tuan.
Diéu trj nhiém ndm biéu bi lan rong (Tinea corporis, Tinea cruris) hodc ndm ban chan (Tinea
pedis) & bénh nhan ¢6 h¢ mién dich binh thuong nhing khéng diéu tri dugce bang thude boi
tai chd: Udng 1 vién nang 150mg, 1 I4n | tudn trong 4 tudn.
- Liéu ding cho nguoi suy than:
_Ngudi 16n suy chire niing thén phai diéu chinh lidu nhu sau:

D¢ thanh thai creatinin (ml/phit) Ty 1¢ % liéu Khuyén ding |
>50 100

<50 va khong kém thim tach mau 50 |
Ngudi bénh thim tich mau 100 sau moi lan tham tach N

Nén cho diing fluconazol sau khi tién hanh tham phan mau xong vi mdi lan tham phan kéo
dai 3 gio s& 1am gidm néng do thude trong huyet twong khoang 50%. Khong can diéu chinh

licu trong li¢u phap ding mét liéu duy nhit dé tri bénh ndm am h - dm dao.

. Khi nao khong nén ding thudc niy?

Qud mén véi fluconazol, nhém azol hode véi bét ky mdt ta duge nao trong thanh phan cua
thude.

Réi loan chuyén hoa porphyrin cdp. /

Khéng phdi hop fluconazol véi terfenadin, cdc thudc da biét kéo daitkhoa QT va chuyén
héa qua CYP3A4 nhur cisaprid, astemizol, pimozid. quinidin va eryth gin.

. Tac dyng khéng mong muén: )
Thuong géip, ADR > 1/100, it gdp 1/1000 < ADR < 1/100. hiém gap ADR < 1/1000,

Xép theo hé co' quan Tan suit xuit hién | Tdc dung khéng mong mudn j
Roi loan méu va hé bach | Hiém gap Giam bach cau hat, giam bach cau, giam
huyét bach cdu trung tinh, giam tiéu cau,
It gap Thiéu mau
Roi loan hé théng mién | Hiém gap Sée phan vé
dich
Roi loan chuyén hoa va | It gap Chén in
dinh dudng Hieém gip Tang cholesterol mau, tang triglycerid
mau, ha kali mau
Réi loan tim thin It gap Mt ngu, ngu ga
Roi loan hé than kinh Thudng gip Dau dau
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it gap Dong kinh, chong mat, di cam, thay doi
vi giac.
Hiém gap Run réy
ROi loan tai va tien dinh_| It gap Mat thing bang
R&i loan trén tim Hiém gap Xoin dinh, kéo dai thoi gian QT
Réi loan tiéu hoa Thudng gip Budn ndn, ndn, dau bung, tiéu chay
It gip Téo bén, kho tiéu, day hoi, kho miéng.
R6i loan gan mét Thuong gip Nong d6 aminotransferase  alanin,
aminotransferase aspartat va
phosphatetase alkalin trong mau ting
Ién
It gap U mét, vang da, tang bilirubin.
Hiém gip Suy gan, hoai tr t& bao gan, viém gan, |
ton thuong té bao gan.
Roi loan da va mé dudi | Thuong gap Phat ban
da It gap Ngtra, mé day, ting tiét mo hoi, ban do
nhlem sdc*
Hiém gap Hoai tir biéu bi nhiém doc, hoi chimg
Stevens-Johnson, hoi ching ngoai ban
mun mu toan than cép tinh. bénh viém
da bong vdy. phi mach, phii mit, rung
toe
Ro6i loan co xwong, mdé | It gip Dau co
lién két & xwong
Céc roi loan toan than It gip Mét moi, kho chiu, suy nhuge, sot
va tai vi tri dung thude

*Bao gom ban do nhiém sic ¢6 dinh

. Nén tranh dung nhirng thubc hoic thue phéim gi khi dang sir dung thudc?
- Anh huéng cua fluconazol 1én céc thude khéc:
Fluconazol 142 mot chét (rc ché manh mé cytochrom P450 (CYP) isoen va la chit
ché vira phai CYP3A4. Ngoai céc tuong tac dii duge quan sat va ghi nham\durdi déy, ¢o nguy
co ting nong do trong huyét tuong ciia cac hop chat khac chuyén héa boi CYP2C9 va
CYP3A4 dung cung véi fluconazol. Do d6 cén thian trong khi sur dung céc két hop nay va
bénh nhén cén duge theo ddi cin than. Tac dung (rc ché enzym cia fluconazol kéo dai 4-5
ngdy sau khi ngung diing fluconazol do théi gian ban hiy cia fluconazol kéo dai. (xem phin
dugc dong hoc). )
- Cyclophosphamid: Li¢u phéap phoi hop gitra cyclophosphamid va fluconazol lam tang
bilirubin huyét thanh va creatinin huyet thanh. C6 thé sir dung phdi hop 2 thude nay khi xem
xét ting nguy co tang bilirubin huyét thanh va creatinin huyét thanh.
- Terfenadin: Mot nghién ctru dd duoc thue hién boi mot sy xuat hién cua rdi loan nhip tim
nghiém trong gy kéo dai khoang QT ¢ bénh nhin khéng nam nhom azol khi két hop voi
terfenadin. Nghién ctru khi dung liéu hing ngay 200 mg fluconazol khong chimg minh duge
khoang kéo dai QTc. Nghién ctru khac & 400 mg va 800 mg chimg minh rang fluconazol
ubng liéu 400 mg hodc nhiéu hon lam ting dang ké nong do trong huyét tuong cua terfenadin
khi dung dong thoi. Chdng chi dinh khi két hop fluconazol & li¢u lon hon 400 mg véi
terfenadin. Khi két hop fluconazol & lidu dudi 400 mg véi terfenadin, bénh nhin nén dugc
theo doi thét cn than.
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- Benzodiazepin (thudc tic dung ngén han) nhu midazolam. triazolam: Sau khi uéng
midazolam , fluconazol lam ting déng ké nong dé midazolam. Khi ding ddng thi fluconazol
200mg va midazolam 7,5 mg lam ting AUC (di¢n tich dudi dudng cong) cua midazolam gap
3,7 lan va thoi gian ban thai gip 2.3 ldn. D2 ¢6 bdo cdo vé cuong do va thoi gian tic dung
ctia triazolam tang 1én néu ding dong thoi vai fluconazol, Néu can thidt phai diéu tri dong
thoi ca benzodiazepin va fluconazol & bénh nhén, nén cin nhic giam liéu benzodiazepin va
theo ddi bénh nhan thudng xuyén.

- Thudc tréanh thai duodng uéng: Hai nghién ctru duge dong hoc trén mot thude tranh thai két
hop da dugc thyc hién trong d6 st dung da liéu fluconazol. Khong ¢6 anh hudng rd rét nao
lén nf")ng dd hormon trong nghién ctru sir dung liéu fluconazol 50 mg, trong khi dé véi liéu
hang ngay 200 mg, AUC (dién tich dudi dudng cong) cua ethinyl estradiol ting 40% va
levonorgestrel tang 24%. Vi véy, sir dung da liéu fluconazol véi cac licu nay it ¢6 kha ning
anh huong Ién tac dung cia thude tranh thai duong udng dang két hop.

- Pimozid: Mac du khéng dugc nghién ctu in virro hay in vivo, ding déng thoi fluconazol vai
pimozid ¢6 thé din dén viée wic ché chuyén héa pimozid. Nong dé pimozid tang trong huyét
tuong c6 thé din dén kéo dai thoi gian QT va ¢6 thé gdy xodn dinh (hiém giip). Do d6 chong
chi dinh khi ding fluconazol véi pimozid.

- Quinidin: Mic du khong dugc nghién ciru in virro hay in vivo, ding dong thdi fluconazol
v6i quinidin c6 thé ddn dén vide trc ché chuyén hoa quinidin. Nong d¢ quinidin ting trong
huyét tuong c6 thé din dén kéo dai thoi gian QT va ¢6 thé gdy xodn dinh (hiém gap). Do do
chong chi dinh khi dang fluconazol véi quinidin,

- Erythromycin: Sir dung déng thoi fluconazol va erythromycin ¢6 kha nang lam ting nguy
co dde tinh trén tim (kéo dai QT, nhip xofin dinh) va do d6 tir vong dot ngot. Khong st dung
dong thoi fluconazol va erythromycin.

- Amiodaron: Dung déng thoi fluconazol véi amiodaron ¢6 thé lam kéo dai khoang QT. Do
do, can thin trong khi két hop ca 2 thube, dac biét 1a véi lidu cao fluconazol (800mg).

- Hydroclorothiazid: Trong nghién ctru vé twong tac duge dong hoc, viéc ding da liéu
hydroclorothiazid trén nhiing ngudi tinh nguyén khoe manh lam tang nong do fluconazol
trong huyét tuong l1én dén 40%.

- Alfentanil: Diéu tri dong thoi alfentanil khi tiém tinh mach (20 pg/kg) voi fluconazol (400
mg) ¢ nhiig ngudi tinh nguyén khée manh, AUC |, tang lIén 2 lan, ¢ thé thdng qua su ¢
ché CYP3A4. Co thé cin thiét phai diéu chinh lidu alfentanil.

- Amitriptulin, nortriptylin: Fluconazol lam ting tac dung cua amitriptylin, nortriptylin. Nong
d% cua S-nortriptylin va/hodc S-amitriptylin co thé duoc do ban diu hoiic sau 1 tuan,

- Amphotericin B: Diing déng thai fluconazol va amphotericin B trén chudt nhit binh thuong
nhiém bénh va suy giam mién dich cho thiy két qua nhu sau: C6 thém tée dung chong ndm
nhe dbi voi nhiém ndm C.albicans toin thiin, khong co tuong tic trong truong hop nhiém
Cryptococcus neoformans ndi so, va ¢6 hién tuong khang 2 sian pham thude nay ddi voi
truomg hop nhiém A. fumigatus toan thian. Chua 1o két qua thu dugce tir cac nghién ctru
y nghia lam sang hay khong.

- Azithromycin: Nghién clru ngdu nhién trén 18 nguoi khoe manh danh gia 1
lidu azithromycin 1200 mg khi két hop véi fluconazol 800 mg cho thay khéng c6 tuong tic y
nghia giita fluconazol va azithromycin.

- Carbamazepin: Fluconazol rc ché chuyén hoa cua carbamazepin va lam tang nong do
fluconazol trong huyét thanh 1én 30% da duge quan sat thiy. Co thé ¢o nguy co ngd doc
carbamazepin. Viéc diéu chinh néng do cua carbamazepin 1a cén thiét tay thude vao cac
phép do ndng d¢/ hoat lue cua carbamezepin.

- Thude chen kénh calci: Mot sé thudc chen kénh calci (nifedipin, isradipin, amlodipin,
verapamil va felodipin) dugc chuyén héa boi CYP3A4. Fluconazol ¢é thé lam tang kha nang
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tiép xtic ctia thude chen kénh calci véi CYP3A4. Do d6 nén gidm sat thuomg Xuyén tac dung
phu cta nhimg thudc nay.

- Celecoxib: Diéu trj dong thoi fluconazol (200 mg mdi ngay) véi celecoxib (200 mg), Cmax
va AUC tang Ién tuong (mg la 68%, 134%. Nén giam Y liéu celecoxib khi cin két hop vai
fluconazol.

- Fentanyl: Da ¢6 truong hop tir vong do nhiém doc fentanyl do su tuong téc giira fentanyl va
fluconazol. Céc nghién ciru & ngudi tinh nguyén khoe manh cho thdy fluconazol ¢é tac dung
lam tri hodin sy thai trir fentanyl ra khoi co thé mot cach déng keé, Néng dé fentanyl cao ¢6 the
din dén suy ho hép. Bénh nhan ding fentanyl cin dugce theo doi chit ché béi cac nguy co
tiém 4n ctia viée suy hé hip. Pidu chinh lidu fentanyl la can thiét.

- Halofantrin: Fluconazol ¢6 thé lam ting néng d¢ halofantrin trong huyét tuong do tac dung
ttc ché CYP3A4. Néng do halofantrin ting trong huyét tuong ¢6 thé din dén kéo dai thei gian
QT va c6 thé gdy xoin dinh (hiém gap). Do d6 chéng chi dinh khi dung fluconazol voi
halofantrin.

- Thude tre ché HMG — CoA reductase: Céc bénh vé co, cling nhu nguy co tiéu co véan ting
Ién khi dung déng thoi fluconazol véi cic chit (re ché HMG - CoA reductase dugc chuyén
héa qua CYP3A4, nhur atorvastatin va simvastatin, hodc thong qua CYP2C9 nhu fluvastatin.
Néu viée didu tri df’ing thoi véi fluconazol 13 cin thiét, bénh nhan phai duoc theo doi cac triéu
chimg ctia bénh co v tiéu co vin, nong d6 creatinin kinase cin duge theo ddi. Nén dimng
HMG - reductase néu ndng do creatinin Kinase dugc quan sat thiy hodc nghi ngo ¢o triéu
chiing vé bénh co hodc tiéu co vin.

- Losartan: Fluconazol tic ché chuyén héa cua losartan — chit chuyén héa c6 hoat tinh (E-
3174), gin trén céc receptor angiotensin II. Huyét ap clia bénh nhan cin dugc theo dai lién
tuc khi ding déng thoi 2 thude nay.

- Methadon: Fluconazol ¢6 thé lam ting ndng do methadon trong huyét thanh. Do dé. vige
diéu chinh liéu methadon & bénh nhan 14 cén thiét,

- Céc thube NSAIDs: Khi dung ddng thoi flurbiprofen véi fluconazol. nong do Cmax va
AUC da tang tuong tng 1a 23% va 81%. Tuong tu nhu vy, ndng 4 Cmax va AUC cua cée
dong phén S - ibuprofen da tang tuong (g 12 15% va 82%. Mic di chua ¢6 nghién ctru cu
thé, fluconazol ¢6 thé 1am gia ting ndng do cia cdc NSAIDs duge chuyén hoa boi CYP2C9
(naproxen, lornoxicam, meloxicam, diclofenac). Can gidm sdt chit ché va thuong xuyeén cac
tac dung phu va ddc tinh ¢6 lién quan dén NSAIDs. Piéu chinh liéu NSAIDs la can thiét.

- Prednison: Di ¢6 bdo cdo vé truomg hop bénh nhan ghép gan diéu trj bing prednisolon gay
suy vo thuong thin cap tinh sau khi ngung diéu trj fluconazol 3 thang. Viée ngung diéu trj
fluconazol ¢6 thé gay tang cuong CYP3A4 din dén tang sy trao ddi cua prednison. Bénh
nhén diéu trj 1au dai véi fluconazol va prednison nén duoc theo doi cdn thin bénh ly suy vo
thuong thin khi ngung dung fluconazol.

- Saquinavir: Fluconazol lam ting AUC cua sasquinavir khodng 50%, Cmax khoang 55%, do
trc ché chuyén héa qua gan (CYP3A4) cua saquinavir va (rc ché P-glycoprotein. Viée diéu
chinh liéu saquinavir 1a cin thiét,

- Thudc trc ché men chuyén (nhu ciclosporin, everolimus, sirolimus va tacr : ;
+ Ciclosporin: Ding démg thoi fluconazol va ciclosporin ¢é thé lam tang oR ¢ ciclosporin
trong huyét tuong, dic biét & nguoi ghép thin. Can theo ddi cén thin creatinig Ryét thanh va
ndng do ciclosporin trong huyét tuong & nguoi bénh dang cing diéu tri bing fluconazol va
lieu ding ciclosporin phai diéu chinh cho thich hop.

* Sirolimus: Fluconazol 1am tang nong dd sirolimus trong huyét twong bing cich (e ché
chuyén héa cua sirolimus thong qua hé théng CYP3A4 va P-glycoprotein. Nén diéu chinh
liéu sirolimus khi két hop cd 2 thube nay.

* Tacrolimus: Fluconazol c6 thé lam tang néng do tacrolimus trong huyét thanh khi ding
dudng udng 1én dén 5 1dn vi tic ché chuyén hoa tacrolimus qua CYP3A4 trong rudt. Khong
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c6 thay déi duge dong hoc dang ké da dugc quan st thdy khi tiém tinh mach tacrolimus.
Nong d¢ cua tacrolimus lién quan dén than. Liéu dung cta tacrolimus dudng uéng nén duge
giam tiy thudc vao ndng do tacrolimus.

+ Everolimus: Mac du khong duge nghién ciru in vivo hodc in vitro. fluconazol ¢co thé lam
ting ndng dd ciia everolimus trong huyét thanh thong qua viée trc ché CYP3A4,

- Vitamin A: Dya trén mdt béo cdo vé truong hop cia mdt bénh nhan diéu trj két hop acid
retinoid dang trans toan phan (mét dang acid ctia Vitamin A) véi fluconazol, tic dung khong
mong muén lién quan dén thén kinh trung wong da phit trién du6i dang u gid ndo bd. hién
tugng nay bién mat sau khi ngimg sir dung fluconazol. C6 thé dung két hop cac thude nay
nhung cén biét ¢ thé xay ra tac dung khong mong muén lién quan dén hé than kinh trung
uong.

- Voriconazol (trc ché CYP2C9 va CYP3A4): Ding dong thoi voi voriconazol dudmg udng
(400mg mdi 12h mot lan trong 1 ngay, sau d6 ding lidu 200mg mdi 12h mot lan trong 2.5
ngdy) va fluconazol dudng ubng (400 mg vio ngay diu tién, sau do dung liéu 200 mg moi 24
gidr trong 4 ngay tiép theo) trén 8 nam gi6i khoe manh, thiy Cmax cia voriconazol tang Ién
trung binh la 57% (90% ClI: 20%, 107%) va AUC cua voriconazol tang lén trung binh la 79%
(90% CI: 40%, 128%). Chua rd cin giam liéu vi/hodce diéu chinh tin suét dung voriconazol
va fluconazol nhu thé ndo & tranh tic dung nay. Cin theo ddi cdc tic dung phu cua
voriconazol néu dung voriconazol ngay sau khi dung fluconazol.

- Chiét xuét cdy dira can: Mic du chua duge nghién cim, nhung fluconazol ¢o thé lam tang
ndng dj cdc alkaloids vinca (vincristin, vinblastin) din dén nhiem ddc than kinh, c6 thé do
téc dung trc ché CYP3A4.

- Rifabutin va rifampicin: Ding déng thoi fluconazol (200 mg/ngay) va rifabutin
(300mg/ngay) cho ngudi nhiém HIV s& lam ting ndng do trong huyét tuong va dién tich duci
dudng cong bicu dién ndng do thudc trong huyét tuong theo thoi gian (AUC) cuia rifabutin va
chat chuyén héa chinh. Tac dung nay c6 thé do (e ché enzym cytocrom Pyso cén thiét cho
chuyén héa rifabutin. Dung déng thoi fluconazol va rifampicin ¢6 thé anh huing dén duge
dong hoc cua ca 2 thude. Ding mét liéu don 200 mg fluconazol & nguoi 1én khoe manh dang
dung rifampicin (600 mg/ngdy) s& lam gidgm gin 25% AUC va 20% thoi gian ban thi
fluconazol trong huyét tuong. Tim quan trong lam séng cla tuong tac duge dong hoc gitra
fluconazol va rifampicin con chua duge sang 10, tuy nhién ngudi ta cho ring tuong téc nay co
thé gop phin lam tai phat viém mang ndo do Cryptococcus trong mot sb it ngudi bénh ding
ddng thdi fluconazol va rifampicin. Ciing c6 mot vi bang chimg cho thiy ding dong thoi
fluconazol va rifampicin s& lam ting nong do rifampicin trong huyét tuong sofGi
rifampicin don ddc. . I

- Zidovudin: Ding dong thi véi zidovudin, fluconazol lam thay doi chuyén hoa“va thanh thai
cua zidovudin. Fluconazol ¢6 thé lam tang AUC (74%), néng d9 dinh huyét tuong (84%) va
thoi gian ban thai cudi (128%) cua zidovudin & ngudi bénh nhiém HIV. Mic du y nghia lam
sang cua twong tac nay chua rd, bénh nhin ding dong thdi hai thube nay can duoc giam sét
chit ché cdc tac dung khong mong mudn ctia zidovulin.

- Chét chéng dong méu nhém coumarin: Trén nghién clru 1am sang cho thdy, ciing nhu céc
thude chéng dong khac ctia azolin, céc truong hop xudit huyét (bam, i cung, chay mau duong
tiéu hoa, tiéu mau va melena) da dugc bio céo. két hop véi tang thoi gian prothrombin &
bénh nhan dung fluconazol dong thoi véi warfarin. Diéu tri déng thoi fluconazol va warfarin
thoi gian prothrombin d& duge kéo dai dén 2 lan, ¢6 thé do su Gic ché sy chuyén hoa warfarin
qua CYP2C9. O nhitng bénh nhan dung thudc ching dong mau coumarin hodc indanedion
ddng thoi véi fluconazol, thos gian prothrombin phii duoc theo ddi cin than. C6 thé can diéu
chinh liéu luong thuée chong dong.

(6}
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10.

11.

12.
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- Astemizol: Fluconazol ¢6 thé 1am tang néng d§ astermizol trong huyét tuong, c6 thé gdy ra
céc tai bién tim mach nguy hiém (nhu loan nhip, ngimg tim, danh tréng nguc, ngit va t
vong) khi ding dong thoi véi astemizol.

- Cisaprid: Dung déng thoi fluconazol va cisaprid ¢6 thé 1am ting ndng do cisaprid trong
huyét twong, ¢6 thé giy téc dung phu trén tim (bao gdm ca xoin dinh). Chéng chi dinh phoi
hop hai thudc nay.

- Phenytoin: Dung dong thoi fluconazol va phenytoin s& gdy ting nong do phenytoin trong
huyét tuong (128%) va ting AUC (75%) ciia phenytoin din téi ngd doc phenytoin, con duge
dong hoc cua fluconazol khéng bj anh huéng. Phai hét sire than trong khi diing dong thoi
phenytoin va fluconazol.

- Cée thude chéng déi thao duong nhém sulfonylure: Dung fluconazol & ngioi bénh dang
diéu trj bang tolbutamid, glyburid hofic glipizid s& gay ting nong do trong huyét twong va
giam chuyén héa cc thude didu tri dai thao duong.

Néu ding déng thoi fluconazol véi tolbutamid, glyburid, glipizid hodc bit cir mot thude
chéng dai thdao dudmg loai sulfonylurea ndo khac. phdi theo doi cén than nong do glucose
trong méu va phai diéu chinh lidu ding cta thube diéu tri dai théo dudmg khi cin.

- Theophylin: Fluconazol lam ting ndng do theophylin trong huyét thanh xdp xi 13% va din
dén ngd doc. Do d6 phai theo ddi ndng do theophylin va ding hét sire thin trong dé trénh liéu
gay dgc cua theophylin.

- Céc thude téc dung trén h¢ than kinh trung wong: Fluconazol ¢6 thé tre ché chuyén hoa va
lam ting ndng do cua amitriptylin, gdy biéu hién doc tinh trén thin kinh trung wong & mot s6
bénh nhén, can than trong khi str dung déng thoi hai thude nay. Fluconazol ciing co thé trc
ché chuyén hoa va lam ting ndng do clia carbamazepin, ting dgc tinh, phai theo dai nong do
carbamazepin trén céc bénh nhan ding ddng thoi véi fluconazol. Fluconazol lam ting nong
dj cta midazolam va lam tang tic dung trén tim thin van dong cua din xudt benzodiazepin,
cin gidm st chit chd va hiéu chinh lidu midazolam néu thay biéu hi¢n tang téc dung an than
trén bénh nhén.

- Ivacaftor: Khi ding ddng thoi vai ivacafior, mot chit didu hoa van chuyén yéu td xo nang
qua mang té bao (CFTR), lam ting phoi nhiém voi ivacaftor gdp 3 lan va lam tang phoi
nhiém vai hydroxymethyl-ivacaftor (M1) gip 1.9 lin. Cin giam lidu ivacaftor xufmg con
150 mg mdt lan m&i ngay néu bénh nhan dang ding ddng theri vai cde thude tre ché CYP3A &
mirc d§ trung binh, nhur fluconazol va erythromycin.

Cin lam gi khi mjt lin quén khong ding thuéc? o -
Bénh nhén nén udng liéu thude da quén ngay khi nh¢ ra. Néu gan t6i thoi gian uong licu tiep
theo, hdly bo qua licu quén dung, va udng liéu tiép theo nhu binh thuomg. Khéng udng cung
ltic 2 liéu.

Céin bio quén thube nhu thé nio?
Bdo quan thude & nhiét do dudi 30 C.

Nhiing du hi¢u va tri¢u chimg khi ding thude qui lidu: ‘
C6 thé xuat hi¢n tri¢u chimg do gidc, hoang tudng khi ding qua liéu.

Cin phii lam gi khi diing thude qui liéu khuyén cfo?

Néu chin dodn lim sing ¢6 bidu hién qué lidu thi phai dua nguoi bénh dén
st cén thin it nhdt 24 gid, phai theo ddi cdc ddu hiéu lim sang, ndng do kali h
xét nghiém vé gan, than.

Néu ¢6 bing chimg ton thuong gan hodc than. nguoi bénh phai ndm vién cho dén khi khdong
con nguy hiém c6 thé xdy ra cho cic by phan nay.

iép va giam
a lam cac
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14.

15,

16.

17

18.

Trong 8 gior dau sau khi ding thude néu khong ¢6 biéu hién qua liéu hodc diu higu hay tri¢u
chimg lam sang khac khong giai thich dugc thi co thé l\hong cdn giam sat tich cyc nira. Phai
theo doi tmh trang ho hap, tudn hoan cho dén khi nguoi bénh tinh tdo. tho binh thuong va
moi thir 6n dinh.

Trudmng hop qua liéu trdm trong nén tién hanh thim phan méu.

Nhiing diéu cin thin trong khi ding thude:

Than trong khi sir dung thu6e cho bénh nhan bi suy chirc niing than hodc gan.

Nén dimg dleu tri fluconazol néu bénh nhan co cic diu hiéu va triéu chimg cho thiy bénh
gan tién trién. Néu c6 bat thudmg vé xét nghiém chirc nﬁng xay ra trong khi ding fluconazol,
can theo ddi gan xdy ra trong khi dung fluconazol, ¢in theo ddi tinh trang ton thuong gan
ndng lén trén bénh nhan.

Dung fluconazol co thé gdy ra phat trién qua muc cac chung Candida khong nhay cam (ngoai
Calbicans), bao gdbm C. krusei, bénh nhin can dung thude chéng ndm khéc thay lhe

Vi da gip kéo dai khoang QT va xoan dinh trén bénh nhin ding fluconazol, cin thin trong
trén bénh nhén tlem an tinh trang tién loan nhip.

Di ¢6 bao cdo vé mot s6 hiém céc truong hop viém da troc vay ¢6 nguy co de doa tinh mang
khi dung fluconazol trén b¢nh nhan nang. Vi cic b¢nh nhén c6 tén thuong hé mién dich (vi
du bénh nhin nhiém HIV), néu xuat hién ban da trong khi du,u tri biang fluconazol, cin gidgm
sat chat ché va ngumg thudc khi tdn thuong cé biéu hién tién trién.

Khi nio cin tham vin bic sy, duge si?

Bénh nhan nén thong béo cho béc sy nhiing téc dung khong mong mudn gip phai khi diing
thuoc

Néu cin thém thong tin xin hoi ¥ kién bic sy hoiic duoc si.

Han dung cua thube: )
48 thang ké tir ngay san xuat.

Tén, dia chi, biéu twong (néu ¢6) ciia co so' sin xuiit:
S.C. Slavia Pharm S.R.L.
Bd. Theodor Pallady nr. 44C, District 3, Bucharest — Rumani.

Ngay xem xét sira ddi, ¢ip nhat lai ndi dung huéng din siv du@\@/&/

08/01/2018.
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HUONG DAN SU DUNG THUOC CHO CAN BO Y TE

Thuée nay chi ding theo don ciia bdc si. Poc ky huong dan sie dung trieoe khi ding. Pé xa
tam tay tré em. Thong bdo ngay cho bdc sy hodc dugec sV nhitng tdc dung khéng mong muén
£ap phai khi sir dung thuéc.

TEN THUOC
Upetal®

THANH PHAN

M@i vién nang chira:

Hoat chit: Fluconazol 150 mg.

Ta duge: Cellulose vi tinh thé, talc, magnesi stearat.

Vo nang: Titan dioxid (E 171), ponceau 4R (E 124), erythrosin (E 127), Sunset Yellow

(E 110), Brilliant Blue (E 133), methyl parahydroxybenzoat (E 218). propyl
parahydroxybenzoat (E 216), gelatin.

DANG BAO CHE
Vién nang.

CAC PAC TINH DUQC LUC HOC

Fluconazol 12 thuée dau tién ctia nhom thude tong hop triazol chdng ndm méi.

Fluconazol ¢6 tic dung chong nidm do lam bién déi mang té bao, 1am tang tinh thdm mang ¢
bao, lam thodt cdc yéu td thiét yéu (vi du amino acid, kali) va lam giam nhdp cdc phan tu tién
chat (vi du purin va pyrimidin tién chit cia DNA). Fluconazol tic dong bing cach e ché
cytochrom Pys 14-alpha-demethylase, ngan chiin tong hop ergosterol Ia sterol ch yéu o
mang té bao nim.

Fluconazol va céc triazol chéng nim khac (nhu itraconazol) ¢6 ai luc manh v&i enzym Pys
clia ndm va chi ¢6 4 lue yéu véi enzym Pyso ctia dong vat ¢6 va (tuy nhién cling du dé giy ra
nhiéu twong tac thude) va cling 1a nhitng thude (e ché dac hi¢u cic hé thng cytocrom Pysg
ctia ndm hon nhiéu dan chdt imidazol khac (nhu ketoconazel). Thude ciing khong ¢ tic dung
trén sy tdng hop cholesterol trong dich dong thé mé gan cua dong vt co va.

Phé khéng ném:

Fluconazol cé tic dung trén Blastomyces dermatitidis, Candida spp., CoRidioides immitis,
Crypto coccus neoformans, Epidermophyton Spp.. Histoplasma capsulavm, Microsporum
spp., va Trichophyton spp.,

In vitro, fluconazol khdng ¢6 tac dung trén Malassezia pachydermatis va néi chung khong c6
tac dung trén Aspergillus; Scopulariopsis (bao gdm S. acremonium va S brevicaulis) thudmg
khang fluconazol.

Fluconazol khong ¢6 téc dung khang khudn.

Khang thudc da phit trién trong mot vai chiing Candida. Céc ching Candida albicans khang
ketoconazol cling khang chéo véi fluconazol.

CAC PAC TINH DUGC PONG HOC

Fluconazol dugc hip thu 6t qua duong udng va khong bi anh huong bai thire an. Sinh kha
dung theo dudmg udng bing hogc hon 90% so véi dudng tiém tinh mach. Nong do tdi da
trong huyét tuong dat duge trong vong 1 - 2 gid, ndng do on dinh dat duge trong vong 5- 10
ngdy. Khong giéng nhu mot vai thube chéng nim imidazol khac (vi du ketoconazol), hip thu
fluconazol khong chju anh huéng cia pH dich vi.
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Thube phan bd rong rii trong cac md va dich co thé. Nong do thude trong nude tiéu va da cao
gip khoang 10 14n so véi ndng do trong huyét trong. Nong dd trong sita me. dich khop, nuée
bot, dom, dich 4m dao va dich mang bung twong tr ndng do trong huyét twong. Nong do
trong dich ndo tiy dat tir 50% - 90% ndng do trong huyét tuong ngay ca khi mang ndo khéng
bi viém. Ti ¢ gan véi protein khodng 12%. Thube thai trir qua nude tiéu & dang nguyén thé
voi ti 1¢ 80% hodc cao hon. Thoi gian bén thai khoang 30 gio (dao dong trong khoang 20 - 50
gi®), va ting & ngudi bénh suy thin. Thude ciing duge loai bing thim phan.

QUY CACH DONG GOI
HoOp 1 vi x 1 vién nang.

CHI DINH

Fluconazol dugce chi dinh trong cic bénh nim Candida & miéng - hong, thye quan, am ho -
am dao va cdc bénh nhiém nim Candida toan than nghiém trong khédc (nhu nhiém Candida
dudng ni¢u, mang bung, méu, phoi, va nhidm Candida phét tan). Thude ciing duoe ding dé
chira viém mang ndo do Cryptococcus neoformans, cac bénh nim do Blastomyces,
Coccidioides immitis va Histoplasma, mot s6 bénh nim da (ndm da diu. than, dui, chan,...)
gay ra boi Epidermophyton, Microsporum, Trichophyton.

Noi chung fluconazol duge danh cho nguoi bénh khong dung nap céc thude trj nim thong
thudmg hodic khi cac thude nay khong ¢6 tdc dung. Vi fluconazol duoc nguoi bénh dung nap
tuong ddi tot lai c6 thé ding theo dudng uéng nén thude rit thuan loi cho nhing ngudi bénh
cén tri ndm lau dai. _

Fluconazol ciing ding dé du phong nhiém ndm Candida cho bénh nhin ghép tang (ghép tuy,
ghép gan,...), bénh nhan ung thu. Ngoai ra thude con duge ding dé phong céc bénh nhidm
nam trim trong (nhu nhiém ndm Candida, Cryptococcus, Histoplasma, Coccidioides immitis)
& ngudi nhiém HIV.

Du phong thit phat nhiém ndm Candida miéng — hiu ¢ bénh nhan nhidm HIV.

Diéu tri nhiém ndm biéu bi lan rong (Tinea corporis, Tinea cruris) hodc ndm ban chin (Tinea
pedis) & bénh nhin ¢6 hé mién dich binh thuong nhimg khéng diéu tri duge bing thude boi
tai cho.

LIEU LUQNG VA CACH DUNG .

Liéu diing va thoi gian diéu trj bing Upetal thy thude vao dang va mire dj bénh, loai ndm gay
bénh, chirc ning thin va dap tng clia ngudi bénh véi lhuéc.l Diéu tri phai lién tuc tho dén khi
biéu hién 1am sang va xét nghiém chimg t6 bénh da khoi hin: diéu tri khong$gu thoi gian c6
thé lam cho bénh tii phat. Diéu tri duy tri thuong cdn thiét dé phong ngira\Wh tai phat o
ngudi bénh AIDS va viém mang ndo Cryptococcus, hodie bénh nim Candida miéng - hiu tii
phat.

- Liéu cho nguoi lon:

Trudng hop nhiém ndm Candida:

Nhiém ném Candida trén dudng sinh duc: Udng mot liéu duy nhét 1 vién nang 150mg.
Nhiém ndm Candida dudng ni¢u va mang bung: Udng lidu 1 vién nan g 150mg/ngay.

Nhiém nim Candida hiu hong: Dung 2 vién cho ngay dau tién, ngiy tiép theo: 1 vién nang
150mg/ngay duy tri 7 - 21 ngay cho dén khi nim Candida hu hong thuyén giam.

Nhiém nim Candida hiu hong va ndm Candida thuc quan: 1 vién nang 150mg /ngay hoic 4
vién nang 150mg /tudn, diéu tri kéo dai déi vai bénh nhin bj trc ché mién dich mén tinh.

Du phong thir phat nhi€m nim Candida miéng — hiu & bénh nhan nhidm HIV: Ubng 1 vién
nang 150mg, 1 lin 1 tudn.
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Diéu tri nhiém nidm biéu bi lan rong (Tinea corporis, Tinea cruris) hoac nim ban chan (Tinea
pedis) & bgnh nhan ¢6 h¢ mién dich binh thuong nhung khong diéu tri duge bang thude boi
tai chd: Udng 1 vién nang 150mg, 1 ln 1 tudn trong 4 tuin.

- Liéu ding cho ngudi suy than:

Nguoi 16n suy chire nang thin phai diéu chinh lidu nhur sau:

D3J thanh thai creatinin (ml/phuit) Ty 1§ % liéu khuyén diing
>50 100

<50 va khong kém tham tich mau 50

Nguoi bénh thdm tach mau 100 sau moi lan tham tach

Nén cho dung fluconazol sau khi tién hanh thim phan mau xong vi moi lan thim phan kéo
dai 3 gio s&€ lam giam nong do thude trong huyet twong khoang 50%. Khong cin diéu chinh
liéu trong li¢u phap dung mot lidu duy nhét dé tri bénh ndm am ho - am dao.

CHONG CHI PINH
Qué min véi fluconazol, nhém azol hodc véi bat ky mot ta duge nao trong thanh phan cua
thude.

R6i logn chuyén héa porphyrin cdp. '
Khong phoi hop fluconazol véi terfenadin, cdc thude da biét kéo dai khoang QT va chuyén
hoa qua CYP3A4 nhu cisaprid, astemizol, pimozid. quinidin va erythromyecin.

NHUNG LUU Y PAC BIET VA CANH BAO KHI SU DUNG THUOC

Thén trong khi sir dung thude cho bénh nhan bi suy chire nang than hoac gan.

Nén dimg diéu tri fluconazol néu bénh nhin ¢6 cic diu hi¢u va triéu chimg cho thiy bénh
gan tién trién. Néu 6 bat thuong vé xét nghiém chire ning xay ra trong khi ding fluconazol,
cin theo ddi gan xay ra trong khi dung fluconazol, cin theo di tinh trang ton thuong gan
néng lén trén bénh nhan.

Diing fluconazol ¢4 thé gdy ra phat trién qua mirc céc ching Candida khong nhay cam (ngoai
Calbicans), bao gdm C. krusei, bénh nhan can dung thude chéng ndm khac thay thé.

Vi da gip kéo dai khodng QT va xoin dinh trén bénh nhén dung fluconazol, can than trong
trén bénh nhan tiém an tinh trang tién loan nhip.

D ¢6 bao cdo vé mot sb hiém céc truong hop viém da troe vdy ¢6 nguy co de doa tinh mang
khi dung fluconazol trén bénh nhin ning. Vi céc bénh nhin ¢6 tén thuong hé mién dich (vi
du bénh nhan nhiém HIV), néu xuit hién ban da trong khi diéu tri bang fluconazol, cin giam
sét chit ché va ngimg thude khi ton thuong ¢é biéu hién tién trién.

TUONG TAC THUOC

- Anh huémg cua fluconazol 1én céc thube khéc:

Fluconazol 1a mét chit (e ché manh mé cytochrom P450 (CYP) isoenzym 2C9 va la chét trc
ché vira phai CYP3A4, Ngoai céc twong tée da duge quan sét va ghi nhan dudi day, ¢6 nguy
co ting nong do trong huyét tuong cua cdc hop chit khic chuyén héa boi QYP2C9 va
CYP3A4 ding cing véi fluconazol. Do dé can thin trong Khi str dung ¢ag két rh(_Jp nay va
bénh nhén cin duoc theo ddi cin than. Tdc dung trc ché enzym cua ﬂuc& kéo dai 4-5
ngdy sau khi ngung ding fluconazol do thoi gian ban hiy cia fluconazol kéd dai. (xem phin
duge dong hoc).

- Cyclophosphamid: Liéu phap phdi hop giita cyclophosphamid va fluconazol lam tang
bilirubin huyét thanh va creatinin huyét thanh. C6 thé sir dung phdi hop 2 thude nay khi xem
Xét ting nguy co tang bilirubin huyét thanh va creatinin huyét thanh.

- Terfenadin: Mgt nghién ciru dd dugce thue hién boi mét su xudt hién cia roi loan nhip tim
nghiém trong gay kéo dai khoang QT & bénh nhin khang ndm nhom azol khi két hop vai
terfenadin. Nghién ciru khi ding liéu hang ngay 200 mg fluconazol khdng chimg minh duge
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khoang kéo dai QTe. Nghién ciru khiac ¢ 400 mg va 800 mg chimg minh rang fluconazol
udng liéu 400 mg hoic nhiéu hon lam tang dang ké ndng do trong huyét tuong cua terfenadin
khi ding dong thoi. Chéng chi dinh khi két hop fluconazol ¢ liéu 16n hon 400 mg voi
terfenadin. Khi két hop fluconazol & lidu dudi 400 mg véi terfenadin, bénh nhan nén duge
theo ddi that cin than.

- Benzodiazepin (thudc tic dung ngfm han) nhu midazolam, triazolam: Sau khi udng
midazolam , fluconazol lam ting dang ké nong do midazolam. Khi dung dong thoi fluconazol
200mg va mldazolam 7,5 mg lam ti’mg AUC (dién tich dugi dudng cong) ctia midazolam gap
3,7 lan va thoi gian ban thai gip 2,3 1an. Pa ¢ bio cdo vé cuong do va thoi gian tac dung
clia triazolam ting lén néu ding ddng thoi véi fluconazol. Neu can thiét phai diéu tri dong
thoi ca benzodiazepin va fluconazol & bénh nhén, nén can nhic giam lidu benzodiazepin va
theo do6i bénh nhan thudng xuyén.

- Thude tranh thai dudng udng: Hai nghién ciru duoe dong hoe trén mot thude tranh thai két
hop da duge thue hién trong do sir dyung da liéu fluconazol. Khéng ¢6 anh hudng r6 rét nao
lén nong do hormon trong nghién ciru sir dung liéu fluconazol 50 mg, trong khi d6 véi licu

hang ngay 200 mg, AUC (dién tich dudi duong cong) cta ethinyl estradiol ting 40% va
levonorgestrel tang 24%. Vi vdy, sir dung da licu fluconazol voi céc liéu nay it ¢6 kha nang
anh hudng 1én tac dung cua thude tranh thai duong udng dang két hop.

- Pimozid: Méc du khong duge nghién ctru in vitro hay in vivo, dung dong thoi fluconazol voi
pimozid ¢6 thé din dén viée wrc ché chuyén héa pimozid. Nong dd pimozid tang trong huyét
twong c6 thé din dén kéo dai thoi gian QT va ¢6 thé gdy xodn dinh (hiém gip). Do dé chong
chi dinh khi ding fluconazol véi pimozid.

- Quinidin: Méc du khong duge nghién ct in vitro hay in vivo, ding dong thoi fluconazol
v6i quinidin c6 thé dan dén viée (rc ché chuyén hoa quinidin, Nonv dd quinidin tang trong
huyet twong cé thé din dén kéo dai thoi gian QT va 6 thé giy xodn dinh (hiém gap). Do do
chdng chi dinh khi ding fluconazol véi quinidin,

- Erythromyein: Str dung dong thoi fluconazol va erythromycin ¢é kha nang lam tang nguy
co dgc tinh trén tim (kéo dai QT, nhip xodn dinh) va do do tir vong dot ngot. Khong str dung
dong thoi fluconazol va erythromycin.

- Amiodaron: Dung dong thoi fluconazol véi amiodaron ¢6 thé lam kéo dai khoang QT. Do
d6, can than trong khi két hop ca 2 thude, dac biét la voi lidu cao fluconazol (800mg).

- Hydroclorothiazid: Trong nghién ctu vé tuong tic duge dong hoc, vigc dung da liéu
hydroclorothiazid trén nhimg nguoi tinh nguyén khoe manh lam ting ndng do fluconazol
trong huyét tuong lén den 40%.

- Alfentanil: Diéu tri ddng thoi alfentanil khi tiém tinh mach (20 ug/kg) voi fluconazol (400
mg) ¢ nhimg ngudi tinh nguyén khoe manh, AUC |, ting lén 2 lan, c6 thé thong qua su e
ché CYP3A4. C6 thé cin thiét phai diéu chinh liéu alfentanil.

- Amitriptulin, nortriptylin: Fluconazol lam tang tac dung cta amitriptylin, nortriptylin. Néng
dd ctia S-nortriptylin va/hodc S-amitriptylin ¢6 thé duoe do ban didu hoac sau | tuan.

- Amphotericin B: Diing dong thoi fluconazol va amphotericin B trén chudt nhit binh thuong
nhiém bénh va suy giam mien dich cho thiay két qua nhu sau; C6 thém tac du g chéng ndm
nhe d6i v6i nhiém ndm C.albicans toan thin, khong cé tuong tac tr WE hop nhiém
Cryptococcus neoformans ndi so, va c6 hién twong khang 2 san phai 6 nay ddi voi
trudng hop nhiém A. fumigatus toan thin. Chua rd két qua thu duoc tir cachghién ciru nay co
y nghia lam sang hay khong.

- Azithromycin: Nghién ctru ng’m nhién trén 18 nguoi khoe manh danh gia tac dung cua |
lidu aznhrornycm 1200 mg khi két hop vai fluconazol 800 mg cho thiy khong co tuong tac y
nghia gitra fluconazol va azithromyein.

- Carbamazepin: Fluconazol tic ché chuyén hoa cia carbamazepin va lam tang nong do
fluconazol trong huyét thanh 1én 30% da duoc quan st thdy. Co thé c6 nguy co ngd doc
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carbamazepin. Viéc diéu chinh nong 9 ciia carbamazepin 1a cin thiét tay thude vao céc
phép do nong do/ hoat luc cia carbamezepin.

- Thude chen kénh calci: Mot sd thude chen kénh calei (nifedipin, isradipin, amlodipin,
verapamil va felodlpm) duge chuyén hoa boi CYP3A4. Fluconazol ¢6 thé 1am ldng kha nang
tiép xic cua thudc chen kénh calci véi CYP3A4. Do d6 nén giam sat thuong xuyén tac dung
phu cuia nhimg thube nay.

- Celecoxib: Diéu trj dong thoi fluconazol (200 mg mdi ngay) véi celecoxib (200 mg), Cmax
va AUC tang Ién tuong {mg 1a 68%, 134%. Nén giam % liéu celecoxib khi cin két hop véi
fluconazol.

- Fentanyl: Da ¢6 truong hop tir vong do nhiém doc fentanyl do sy tuong tac giira fentanyl va
fluconazol. Céc nghién ctru & ngudi tinh nguyén khoe manh cho thay fluconazol ¢é tac dung
lam tri hodin su thai trir fentany! ra khoi co thé mél cach dang ké. Nong do fentanyl cao ¢o thé
dan den suy hd hdp. Bénh nhén ding fentanyl cin duge theo ddi chat ch€ boi cac nguy co
tiém 4n cta viée suy ho hap. Diéu chinh llt,u fentanyl 14 cédn thiét.

- Halofantrin: Fluconazol ¢ thé lam ting ndng dd halofantrin trong huyét tuong do tac dung
tc ché CYP3A4. Nong d halofantrin tang trong huyet twong 6 thé din dén kéo dai thoi gian
QT va ¢ thé gdy xoan dinh (hzem gap). Do do chéng chi dinh khi ding fluconazol vai
halofantrin.

- Thudc trc ché HMG — CoA reductase: Céc bénh vé co, ciing nhu nguy co tiéu co van ting
1én khi ding dong thoi fluconazol véi cic chit (e ché HMG — CoA reductase duge chuyén
héa qua CYP3A4, nhu atorvastatin va simvastatin, hodc thong qua CYP2C9 nhu fluvastatin.
Néu viée diéu tri dong thoi véi fluconazol 1a can thiét, bénh nhan phai duge theo ddi cac triéu
chimg ctia bénh co va tiéu co van, ndng do creatinin kinase can dugc theo doi. Nén dimg
HMG - reductase néu ndng dd creatinin kinase duoc quan sat thiay hodc nghi ngor ¢o triéu
chimg vé bénh co hofc tiéu co vén.

- Losartan: Fluconazol trc ché chuyén héa cua losartan — chit chuyén hoa cé hoat tinh (E-
3174), gin trén céc receptor angiotensin II. Huyét dp ctia bénh nhan cin dugce theo dai lién
tuc khi ding ddng thoi 2 thude nay.

- Methadon: Fluconazol ¢6 thé lam ting nonu do methadon trong huyét thanh. Do doé. viée
diéu chinh liéu methadon & bénh nhan 12 can thiét. :

- Céc thude NSAIDs: Khi ding dong thoi flurbiprofen voi fluconazol, nong do Cmax va
AUC da tang tuong ung 1a 23% va 81%. Tuong tu nhu vay, nong doé Cmax va AUC cua cic
dong phin S - ibuprofen da tang twong tng la 15% va 82%. Mac du chua ¢é nghién ciru cu
thé, fluconazol ¢6 thé lam gia ting nong dd cua cac NSAIDs duge chuyén hoéa bai CYP2C9
(naproxen, lornoxicam, meloxicam, diclofenac). Can giam sat chat ch& va thuong xuyén cac
tdc dyng phu va dgc tinh co lién quan dén NSAIDs. Piéu chinh lidu NSAIDs la cin thiét.

- Prednison: D ¢6 béo céo vé trudmg hop bénh nhan ghép gan diéu tri bang prednisolon gay
suy vo thugng than cép tinh sau khi ngung diéu tri fluconazol 3 thang. Viéc ngung diéu tri
fluconazol ¢6 thé gay téng cuong CYP3A4 din dén ting sy trao dm cua prednison. Bénh
nhén diéu tri lau dai v6i fluconazol va prednison nén duge theo doi can thin bénh Iy suy vo
thugng than khi ngung diing fluconazol.

- Saqumawr Fluconazol lam taing AUC cua sasquinavir khoang 50%, Cmax khoang 55%, do
trc ché chuyen héa qua gan (CYP3A4) ciia saquinavir va e ché P-glycoprotein. Vxec diéu
chinh liéu saquinavir la cin thiét.

- Thude tc ché men chuyen (nhu ciclosporin, everolimus, sirolimus va tacrolipfus):

+ Ciclosporin: Dung dong thoi fluconazol va ciclosporin ¢6 thé lam tang nong ficlosporin
trong huyét twong, dic biét & nguoi ghép than. Can theo doi cdn than creatinin huyét thanh w.
nong do ciclosporin trong huyet twong & ngudi bénh dang cing diéu tri bang fluconazol va
lidu ding ciclosporin phai diéu chinh cho thich hop.
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+ Sirolimus: Fluconazol lam tang nong do sirolimus trong huyét twong bing cich irc ché
cl‘luyén hoa cua sirolimus thong qua hé théng CYP3A4 va P-glycoprotein. Nén diéu chinh
liéu sirolimus khi két hgp ¢ 2 thude nay.

+ Tacrolimus: Fluconazol ¢6 thé lam ting ndng dj tacrolimus trong huyét thanh khi ding
dudng ubng 1én dén 5 1an vi trc ché chuyén héa tacrolimus qua CYP3A4 trong rudt. Khong
¢6 thay doi duge dong hoc déng ké: dd dugc quan sat thdy khi tiém tinh mach tacrolimus.
Nong 9 ctia tacrolimus lién quan dén than. Liéu ding cua tacrolimus duong udng nén dugce
giam tuy thudc vao nong do tacrolimus.

+ Everolimus: Mac du khong duge nghién ctru in vive hodc in vitro, fluconazol cé thé lam
tang nong do ctia everolimus trong huyét thanh thong qua viée tre ché CYP3A4,

- Vitamin A: Dya trén mét bdo cdo vé trudmg hop ciia mot bénh nhan diéu tri két hop acid
retinoid dang trans toan phan (mot dang acid cua Vitamin A) véi fluconazol. tac dung khong
mong muén lién quan dén thin kinh trung wong da phét trién dugi dang u gia ndo bd, hién
tuong ndy bién mit sau khi ngimg s dung fluconazol. Cé thé ding két hop céc thude nay
nhung cén biét ¢6 thé xdy ra tac dung khong mong mudn lién quan dén hé thin kinh trung
wong.

- Voriconazol (&re ché CYP2C9 va CYP3A4): Ding dong théi véi voriconazol dudmg udng
(400mg moi 12h mot 1an trong 1 ngdy, sau d6 ding liéu 200mg mai 12h mot lan trong 2.5
ngdy) va fluconazol dudng udng (400 mg vao ngay diu tién, sau do ding liéu 200 mg moi 24
gior trong 4 ngay tiép theo) trén 8 nam gidi khoe manh, thdy Cmax cta voriconazol ting Ién
trung binh 1a 57% (90% Cl: 20%, 107%) va AUC cua voriconazol tang lén trung binh la 79%
(90% Cl: 40%, 128%). Chua 15 cin gidm lidu va/hodc diéu chinh tin suit ding voriconazol
va fluconazol nhu thé nio dé tranh tic dung nay. Cén theo doi cac tac dung phu cua
voriconazol néu diing voriconazol ngay sau khi dung fluconazol.

- Chiét xuat cdy dira can: Miic du chua duge nghién ctru, nhung fluconazol ¢6 thé lam ting
ndng dd cac alkaloids vinca (vincristin, vinblastin) dan dén nhiém doc than kinh, c¢6 thé do
tic dung trc ché CYP3A4.

- Rifabutin va rifampicin: Dung dong thdi fluconazol (200 mg/ngay) va rifabutin
(300mg/ngay) cho ngudi nhiém HIV s& lam tang ndng do trong huyét tuong va dién tich dudi
dudng cong biéu dién ndng do thude trong huyét tuong theo thoi gian (AUC) cua rifabutin va
chit chuyén héa chinh. Téc dung nay ¢6 thé do e ché enzym cytocrom Pysg cén li)iél cho
chuyén héa rifabutin. Dung dong thoi fluconazol va rifampicin ¢é thé anh huong dén duge
ddng hoc cua ca 2 thude. Ding mét liéu don 200 mg fluconazol o nguoi lon khoe manh dang
dung rifampicin (600 mg/ngay) s& lam giam gin 25% AUC va 20% thoi gian ban thai
fluconazol trong huyét tuong. Tim quan trong ldm sing cia tuong tic duge dong hoc giiva
fluconazol va rifampicin con chua duge sang 10, tuy nhién nguoi ta cho J'ﬁng tuong tic nay co
thé gép phén lam tai phadt viém mang ndo do Cryprococcus trong mot so it ngudi bénh ding
dong thoi fluconazol va rifampicin. Cling ¢6 mot vai bang chimg cho thiy ding déng thoi
fluconazol va rifampicin s& lam ting nong do rifampicin trong huyét twong so véi khi ding
rifampicin don ddc. "

- Zidovudin: Ding ddng thoi véi zidovudin, fluconazol lam thay d6i chuyén hoa va thanh thai
cua zidovudin. Fluconazol ¢6 thé lam tang AUC (74%), néng dd dinh huyét tuong (84%) va
thoi gian ban thai cudi (128%) cua zidovudin & nguoi bénh nhiém HIV. Mac du y nghia lam
sang cua tuong tac nay chwa rd, bénh nhin ding dong thoi hai thude nay can dugc giam sat
cht ché céc tac dung khdng mong mudn ciia zidovulin.

- Chét chéng déng mau nhém coumarin: Trén nghién ctru 1am sang cho thay. cung nhy cac
thudc chéng dong khdc cua azolin, cic trudng hop xudt huyét (bim. tir cung, chay mau duong
tiéu héa, tiéu mau va melena) dd dugce bio cdo. két hop véi tang thai gian prpt '
bénh nhéin ding fluconazol dong thoi véi warfarin, Piéu trj dong thoi fluconazol ¥
thoi gian prothrombin da duge kéo dai dén 2 1an, c6 thé do sy trc ché sw chuyén hoa warfarin
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qua CYP2C9. O nhirmg bénh nhan dung thude chéng déng mau coumarin hogc indanedion
dong thoi vai fluconazol, thoi gian prothrombin phai duoc theo ddi can than. Co thé can diéu
chinh liéu lwong thude chéng dong.

- Astemizol: Fluconazol ¢6 thé lam ting ndng do astermizol trong huyet tuong, ¢ the géy ra
céc tai bién tim mach nguy hiém (nhu loan nhip, ngimg tim, danh tréng ngue, ngit va wr
vong) khi ding dong thoi véi astemizol.

- Cisaprid: Dung dong, thoi fluconazol va cisaprid co thé lam tang ndng do cisaprid trong
huyét tuong, ¢ thé gdy tac dung phu trén tim (bao gom ca xoin dinh). C héng chi dinh phdi
hop hai thude nay.

- Phenytoin: Ding ddng thoi fluconazol va phenytoin sé& _gdy tang nong do phenytoin trong
huyét twong (128%) va tang AUC (75%) cua phenytoin dan toi ngd doc phenytoin, ¢on duge
dong hoc cta fluconazol khéng bi danh hudng. Phai hét sire thén trong khi ding dong thoi
phenytoin va fluconazol.

- Cac thudc chdng dai thio duong nhém sulfonylure: Ding fluconazol ¢ nguoi bénh dang
diéu tri bing tolbutamid, glyburid hogc glipizid s¢ gdy tang nong do trong huyét tuong va
giam chuyen héa céc thude diéu trj dai thao dudmg.

Néu diing ddng thdi fluconazol véi tolbutamid, glyburid, glipizid hogc bal cir mét thude
chéng déi thao duong loai sulfonylurea nao khic, phai theo ddi céin thin nong, do glucose
trong mau va phai diéu chinh liéu dung cua thudc didu tri déi thio duong khi can.

- Theophylin: Fluconazol lam ting nong, do theophylin trong huyel thanh xap xi 13% va dan
dén ngd doc. Do do phai theo doi nong d theophylin va diing hét sirc thin trong dé tranh lidu
gdy doc cua theophylin.

- Cac thuoc tac dung trén hé thin kinh trung uong: Fluconazol ¢ thé (rc ché chuyén hoa va
lam ting nong do ctia amitriptylin, gdy biéu hién doc tinh trén thin kinh trung wong & mot s6
bénh nhdn, can thin trong khi sir dung dong thoi hai thude nay. Fluconazol ciing ¢6 the {rc
ché chuyén hoa va lam tang nong do cua carbamazepin, tang dc tinh, phai theo di nonu do
carbamazepin trén cdc bénh nhan ding dbng thoi véi fluconazol. F luconazol lam ting nong
d¢ cia midazolam va lam ting tac dung trén tam thdn vin dong cua din xuit benzodiazepin,
cdn gidm sét chit ché va hi¢u chinh liéu midazolam néu thdy blcu hi¢n tang tac dung an thén
trén bénh nhén.

- Ivacaftor: Khi dung ddng thoi véi ivacaftor, mot chit didu hoa van chuyé én yéu té xo nang
qua_ mang té bao (CFTR), lam ting phoi nhlem vai ivacaftor gap 3 Jan va lam tang phoi
nhiém véi hydroxymethyl-lvacaﬁor (M1) gép 1,9 lin. Cén giam liéu ivacaftor xuonu con
150 mg mot lan mdi ngdy néu bénh nhin dang ding dong thoi voi cdc thude e ché CYP3A &
murc d§ trung binh, nhu fluconazol va erythromyein.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Pén nay con chua c6 cic nghién ciru ddy du va co l\u.m soat chiit ché vé viée dung fluconazol
cho ngudi mang thai. Nhung ciing da c6 thong bao ve di dang bam sinh tai nhiéu by phan &
tré c6 me dung fluconazol lidu cao (400 - 800 mg mdi ngay) dé diéu tri nim do Coccidioides
immitis trong 3 thang dau thai ky. Lién quan gitra dung fluconazol va céac tic dung nay con
chua rd. Do d6 chi nén ding fluconazol cho nguoi mang thai khi 1¢i ich diéu tri 16n hon nguy
co ¢d thé xay ra cho thai nhi.

Fluconazol tiét vao sira & ndng do tuong tw nhu trong huyét tuong, do do ngudi dang cho con
bt khong nén dung thude nay.

ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY M()Cb&/ ‘
Bénh nhan str dung thude co thé gip céc triéu chimg dau dau, chéng mit can thian
trong khi lai xe va vdan hanh may moc.
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TAC DUNG KHONG MONG MUON ,
Thudng gip, ADR > 1/100, it ggp 1/1000 < ADR < 1/100, hiém gap ADR < 1/1000,

Xep theo hé co quan

Tian suit xuit hién

Tic dung khong mong muon

R&i loan mau va hé bach

Hiém gap

Giam bach cau hat, giam bach Lau giam

\\ A -~

va tai vi tri ding thude

huyét bach ciu trung tinh, giam tiéu cau.
It gap Thiéu mau
R&i loan hé théng mién | Hiém gap Séc phan vé
dich ‘
Réi loan chuyén héa va | It gap Chan in |
dinh dudng Hiém gip Tang cholesterol mau, tang triglycerid
mau, ha kali mau
R6i loan tdm than It gap Mt ng, ngu ga
Réi loan hé than kinh Thudng gap Dau dau
It gip Dang kinh, chong mat, di cam, thay ddi
vi gidc.
Hiém gap Run ray
ROi loan tai va tién dinh | it gip Mat thang bang
Roi loan trén tim Hiém gip Xoin dinh, kéo dai thai gian QT
Réi loan tiéu hoa Thudng gap Buon nén, non, dau bung, tiéu chay
It gap Téo bon, kho tiéu, day hoi, kho miéng.
Roi loan gan mat Thuong gap Nong do aminotransferase alanin,
aminotransferase aspartat va
phosphatetase alkalin trong mau ting
lén
It gap U mat, vang da, tang bilirubin.
Hiém gap Suy gan, hoai tu té biao gan, viém gan,
ton thuong té bao gan.
Roi loan da va mo dudi Thudng gdp Phat ban
da It gap Ngtra, mé day. ting tiét md hoi, ban do
nhiém sic*
Hiém gip Hoai tir biéu bi nhiém ddc, hdi chimg
Stevens-Johnson. hdi ching ngoai ban
mun mu toan than cap tmh bénh viém
da bong viy, phu mach, phi mat, ryng
to¢
Réi loan co xwong, mé | It gap Pau co
lién ket & xuong O /
Cc roi logn toan than | It gip Mét moi, kho chiu. suy nM, M

*Bao gom ban d6 nhiém sic ¢d dinh

SU DUNG QUA LIEU
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Néu chan doan lam sang ¢6 biéu hién qua lidu thi phai dua ngum bénh dén bénh vién va giam
sat cin thin it nhit 24 gid, phai theo d6i cic diu hiéu lam sang, nong dj kali huyét va lam cac
xét nghiém vé gan, than. C6 thé xut hién tridu chimg 4o gidc, hoang tuong khi dung qua lidu.
Néu co bﬁnf, chimg ton thuong gan hodc than, ngudi bénh phai ndm vién cho dén khi khong
con nguy hiém c6 thé xay ra cho céc b phéan nay.

Trong 8 gior dau sau khi dung thudc néu khong c6 biéu hién qua liéu hoac dau hiéu hay triéu
chimg 1dm sang khic khong gidi thich dugc thi ¢6 thé khong cin gidm st tich cuc niva. Phai
theo ddi tinh trang ho hép, tuan hoan cho dén khi ngudi bénh tinh tao, thd binh thudng va
moi thir n dinh.

Trudng hop qua liéu trim trong nén tién hanh thim phan mau.

PIEU KIEN BAO QUAN )
Béao quan thudc & nhiét d6 dudi 30 C.

HAN DUNG '
48 thang ké tir ngay san xuat.

TEN, PIA CHI CUA CO SO SAN XUAT
S.C. Slavia Pharm S.R.L.
Bd. Theodor Pallady nr. 44C, District 3, Bucharest — Rumani.

NGAY XEM XET SUA POI, CAP NHAT LAI NOI DUNG HU'GNWUNG
THUOC
08/01/2018.
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