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FLAZOLE-100

Fluconazole Capsules
ICOMPOSITION :

[Each hard gelatin capsule contains
Fluconazole USP 100 mg

Dosage : As directed by the Physician.

Storage : Store below 30°C, protected from light
& moisture.
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FLAZ OLE-100

For ADMINISTRATION & CONTRAINDICATION
see insert
Keep all medicines out of reach of children
Read carsfully the package insert befors use
Mg Lic. No. : 10/UA/2004

Manufactured by

\Akoms Drugs & Pharmaceuticals Lid.

19,20,21, Sector-6A, |.I.E., SIDCUL,
[Ranipur, Haridwar-249 403, INDIA.

Batch No.:
Exp. date:
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FLAZ OLE-100

FLAZOLE-100 2
Fluconazole Capsules =
COMPOSITION : -
Each hard gelatin capsule contains : e
Fluconazole USP 100 mg

Dosage : As directed by the Physician.

Storage : Store below 30°C, protected from light
& moisture.

For ADMINISTRATION & CONTRAINDICATION
see package insert

Keep all medicines out of reach of children.

Read carefully the package insert before use.

Mfg. Lic. No. : 10/UA/2004

Manufactured by :

Akums Drugs & Pharmaceuticals Ltd.
19,20,21, Sector-6A, I.I.E., SIDCUL,
Ranipur, Haridwar-249 403, INDIA.
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FLAZOLE-100

B PANTONE 193 C B Black
Foil specification : BAF 0.025 mm

Foil size : 140 mmin 2 Ups
Repeat size : 35 mm

Print area :43 mm

No. of tracks :2 Ups

Strip size : (66x53) mm

Colours : 2 Colours

Code No. :

Reason of artwork : New/Export (For registration)
Country : General
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TO HUONG DAN SU DUNG CHO CAN BO Y TE

1. Tén thuée: FLAZOLE 100

2. Thanh phin céu tao ciia thude:
M&i vién nang ciing chira:

Hoat chat: Fluconazol 100 mg

Ta duoc: Lactose 58,0 mg, cellulose vi tinh thé 56,0 mg, tinh bot ngd 63 mg, magnesi stearat
2,0 mg, silic keo khan 1,0 mg, vo nang cimg c¢& s6 2 mau do/tring.

3. Dang bao ché: Vién nang cing

4. Cac dac tinh dwge luc hoe, dwge dong hoc:

Dwoc lue hoc:

Fluconazol 1a thudc dau tién ctia nhém thude tdng hop triazol chéng nAm méi. Fluconazol ¢6
tac dung chong ndm do lam bién dbi mang té bao, 1am ting tinh thdm mang té bao, lam thoat
cac yéu to thiét yéu (thi du amino acid, kali) va lam giam nhap cac phan tir tién chét (thi du
purin va pyrimidin tién chit cia DNA). Fluconazol tic dong bing cach Grc ché cytochrom
P45014 - alpha - demethylase, ngin chin tong hop ergosterol la sterol chii yéu & mang té bao
nam. Fluconazol va cac triazol chéng nim khac (nhu itraconazol) ¢ ai luc manh véi enzym
P450 cta ndm va chi ¢6 4i luc yéu véi enzym P450 ciia dong vat ¢ v (tuy nhién ciing du dé
gdy ra nhiéu tuong tac thudc) va ciing 13 nhirng thube e ché dic hidu cac hé thdng cytochom
P450 ciia nAm hon nhiéu dan chét imidazol khac (nhu ketoconazol). Thude ciing khong c6 tac
dung trén su tong hop cholesterol trong dich dong thé mé gan ctia dong vat c¢6 vi. Fluconazol
c6 tac dung trén Blastomyces dermatitidis, Candida spp., Coccidioides immitis, Cryptococcus
neoformans, Epidermophyton spp., Histoplasma capsulatum, Microsporum spp. va
Trichophyton spp.. Fluconazol khong c6 tac dung khang khuan. Khang thudc da phat trién
trong mot vai chung Candida. Cac chung Candida albicans khang ketoconazol ciling khang
chéo véi fluconazol.

Dwgc dong hoc:

Fluconazol dugc hip thu tét qua duong udng va khong bi anh huéng bgi thire an. Kha dung
sinh hoc theo duong udng bang hoic hon 90% so véi dudng tiém tinh mach. Nong do tdi da
trong huyét tuong dat dugc trong vong 1 - 2 gid, ndng do 6n dinh dat dugc trong vong 5 - 7
ngay. Thudc phan b rong ri trong cac mé va dich co thé. Nong do trong sita me, dich khop,
nudc bot, dom, dich am dao va dich mang bung tuong tu ndng do trong huyét tuong. Nong do
trong dich ndo tiy dat tir 50% dén 90% ndng do trong huyét tuong ngay ca khi mang ndo
khong bi viém. Ti 1& gén v&i protein khoang 12%. Thudc thai trir qua nudc tiéu & dang nguyén
thé vai ti 18 80% hodc cao hon. Nira doi thai trir khoang 30 gid, va tang ¢ ngudi bénh suy thén.
Thudc ciing dugc loai bang tham téch.

5. Quy cach dong géi: Hop 1 vi x 10 vién

6. Chi dinh, liéu dung, cach dung, chéng chi dinh:
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a. Chi dinh:

Fluconazol dwoe chi dinh dé diéu tri cac bénh:

- Viém mang ndo do Cryptococcus

- Nhiém nam & phoi hoic cac mo khac

- Candida xam lan

- Nhiém nam Candida niém mac bao gom Candida miéng - hong, thuc quan, dudng niéu va

Candida niém mac man tinh.

Fluconazol dwgc chi dinh diéu tri dw phong:

- Tai phét viém mang ndo do Cryptococcus & bénh nhan c6 nguy co tai phat cao

- Tai phéat ndm Candida miéng hong va thuc quan & bénh nhan nhiém HIV nhiing nguoi ¢

nguy co tai phat cao.

- Dé giam ty 1¢ mic nAm Candida 4m dao tai phat (4 dot hodc nhiéu hon trong mot ndm).

- Du phong nhiém Candida & bénh nhan bach cau trung tinh kéo dai.

b. Liéu dung, cich dung:

Chi dinh

Li¢u ding

Thoi gian diéu tri

Viém mang | Diéu tri viém mang

nao do | ndo do Cryptococcus

Cryptococcus

Liéu khoi diém: 400
mg vao ngay dau.
Lidu tiép theo: 200
mg dén 400 mg mdi
ngay

Dung it nhat trong 6 — 8 tuan.
Nhiém tring de doa dén tinh mang
thi liéu hang ngay c6 thé tang lén
800 mg.

Diéu tri duy tri dé
ngan nglra tai phat
viém mang ndo do
Cryptococcus & bénh
nhan c6 nguy co tai
phat cao.

200 mg mdi ngay

Khong thdi han véi liéu 200 mg
mdi ngay.

Nhiém nam &
phoi hodc céc
mo khac

200 mg dén 400 mg

11 thang dén 24 thang hodc lau hon
tuy thudc vao bénh nhan. 800 mg
mdi ngay c6 thé dugc xem xét cho
mot s& bénh nhidm tring va dic biét

la doi voi bénh mang nio.

Candida xam
lan

Liéu khoi diém: 800
mg vao ngay dau.
Liéu tiép theo: 400

mg mdingly 5Ly

N6i chung, thoi gian khuyén céo
diéu tri cho nhiém tring mau do
Candida 1 2 tuan sau khi két qua
4y mau lan dau tién am tinh va giai
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quyeét cac dau hiéu va triéu chung
cta nhiém tring méau do Candida.

Nhiém nam | Candida hduhong | Liéu khoi diém: tir | 7-21 ngay (cho dén khi ném
Candida 200 dén 400 trang | Candida hau hong thuyén giam).
niém mac vao ngay dau. C6 thé duoc sir dung trong thoi gian
Liéu tiép theo: 100 | dai & nhitng bénh nhan c6 chirc
dén 200 mg mdi | ning mién dich bi tén hai nghiém
ngay. trong.
Candida thuc quan | Liéu khoi diém: 200 | 14-30 ngay (cho dén khi nidm
— 400 mg vao ngay | Candida thuc quan thuyén giam).
dau. C6 thé duoc sir dung trong thoi gian
Liéu tiép theo: 100 | dai & nhiing bénh nhan c6 chirc
dén 200 mg mdi | naing mién dich bi ton hai nghiém
ngay. trong.
Nhiém ndm Candida | 200 — 400 mg mdi | 7-21 ngay. C6 thé duoc st dung
duong niéu ngay. trong thoi gian dai & nhiing bénh
nhan c6 chirc ning mién dich bi ton
thuong nghiém trong.
Ngin ngira | Candida hau hong 100 mg dén 200 mg | Khong thoi han véi bénh nhéan e

tai phat ndm
Candida

miéng hong
va thuc quan
& bénh nhéan
nhiém HIV
nhitng nguoi
cd nguy co

hang ngay hodc 200
mg 3 1an mdi tuan.

ché mién dich man tinh.

Candida thuc quan

100 mg dén 200 mg
mdi ngdy hoic 200
mg 3 14n mdi tuan.

Khong thoi han véi bénh nhan tGc
ché mién dich man tinh.

tai phat cao.
Ném da Nam da dau nhiéu | 300 mg- 400 mg mdi | TUr 1- 3 tuan
Du  phong | dém tudn mot 1an Bit dau diéu tri mot vai ngay trudce
nhiém 200 mg dén 400 mg | khi khoi phat du kién cta bach cau
Candida & trung tinh va tiép tuc trong vong 7
bénh  nhéan ngay sau khi hoi phuc bénh bach
bach cau cdu trung tinh sau khi sd lugng bach
trung tinh ciu tang 1én trén 1000 t& bao mdi
kéo dai. mm’.
Nhirng nhém bénh nhan diic biét d,,i; & ,flh,\“ _‘

Ly %
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Suy thdn

Khoéng can diéu chinh lidu trong liéu phap don liéu. O nhirng bénh nhan (bao gdm ca bénh
nhi) ¢6 chirc nang than suy giam, nhitng ngudi dung fluconazol da liéu, nén dung lidu khoi
dau 50 mg dén 400 mg, dua vao liéu lugng khuyén cdo hang ngay cho cac chi dan. Sau khi
dung liéu khai dau nay, lidu hang ngay (theo chi dinh) phai dua trén cac bang duéi day:

Do thanh thai [Ty 168 % liéu
creatinin (ml/phut) | khuyén dung

> 50 100%

<50 50%

Ngudi bénh thim | 100 sau mdi lan

tach mau. tham tach

Bénh nhan thadm tach mau thuong xuyén s& nhan dugc 100% liéu khuyén cdo sau mdi 1an loc
méu; vao nhitng ngay khong tham tich mau, bénh nhan nén giam lidu theo do thanh thai
creatinin cua ho.

Suy gan

Dit liéu con han ché & nhitng bénh nhén bi suy gan, do d6 fluconazol nén duoc dung than
trong cho nhitng bénh nhan rbi loan chirc ning gan.

Bénh nhi

Mot lidu t6i da 400 mg hang ngay khong nén vuot qua & tré em.

Tré so sinh, tré méi biét di va tré em (tir 28 ngay tudi dén 11 tudi):

Chi dinh Liéu dung Khuyén cao

Nhiém Candida niém mac Liéu khoi dau: 6 mg/kg Liéu khoi dau c6 thé dugc sir
Liéu tiép theo: 3 mg/kg mdi | dung vao ngay dau tién dé
ngay nhanh chéng dat dugc mic

do trang thai on dinh hon.

- Candida xam lan Liéu: 6 mg/kg mdi ngay Phu thuoc muc do nghiém

- Viém mang ndo do trong cta bénh.

Cryptococcus

Liéu phap duy tri ngan ngtra | Liéu: 6 mg/kg mdi ngay Phu thugc muc d§ nghiém

vi€éc tai phat viém mang nao trong cia bénh.

O tré em cd nguy co tai phat

cao.
Du phong nhiém Candida & | Liéu: 3 dn 12 mg/kg mdi | Tly thude vao mirc do va thoi
nhitng bénh nhan suy giam | ngay. gian ciia bénh bach cau trung
mién dich. tinh gay ra (xem liéu luong

N\ nguoi lon)
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Chua c6 dir liéu nghién ctru trén tré em bi suy giam chirc ning than.

Tré vi thanh nién (12-17 tuéi):

Tuy thudc vao sy phat trién can ning va tudi day thi, ngudi ké don s& can phai danh gia xem
liéu luong (ngudi 16n hodc tré em) 14 thich hop nhét. Dir liéu 14m sang cho thdy rang tré em c6
do thanh thai fluconazol cao hon so véi quan st & nguoi 16n. Lidu 100, 200 va 400 mg &
ngudi [6n tuong tng véi lidu 3, 6 va 12 mg/kg & tré em dé c6 duge mot hé thong so sanh tiép
xtc.

Cach ding

Vién nang cling nén dugc nudt ca vién va khong kém thirc an.

¢. Chéng chi dinh:

Man cam véi hoat chat, cac chét azol lién quan hodc bat ky thanh phan nao cua thudc.

Chong chi dinh ding ddng thoi terfenadin & nhitng bénh nhan dung fluconazol da liéu 400 mg
mdi ngay hodc cao hon dua trén két qua cua mot nghién ctru tuong tac nhiéu lidu. Chéng chi
dinh dung fluconazol dong thoi véi cac thude khac gy kéo dai khoang QT va cac thude dugc
chuyén hoéa qua cytochrom P450 (CYP) 3A4 nhu cisaprid, asternizol, pimozid, quinidin va
erythromycin.

7. Than trong khi dung thudc:

Bénh nhén suy than:

Fluconazol bai tiét chu yéu qua nuéc tiéu dudi dang khong dbi. Khong can thiét diéu chinh
liéu don fluconazol cho nhém dbi tugng nay.
Bénh nhén suy gan:

Can than trong khi ding fluconazol cho bénh nhan suy gan. Fluconazol c6 lién quan dén cac
phai mg ngd doc gan nghiém trong, hiém gip, bao gom tir vong, chu yéu xay ra & cac bénh
nhan c6 tinh trang sic khée nghiém trong. Trong cac truong hop nhiém doc gan do
fluconazol, khong thiy mbi lién hé r5 rang véi tong lidu hang ngay, thoi gian didu tri, gi6i tinh
hay do tudi cua bénh nhan. Nhidém doc gan do fluconazol 1a c6 hoi phuc khi ngung diéu tri.
Bénh nhan phéat hién cac xét nghiém chiic ning gan bat thuong trong qua trinh ding
fluconazol can duoc giam sat chit ché dé phat hién ton thuong gan nghiém trong hon.

Bénh nhan can dugc thong béo vé cac triéu chimg anh huéng dén gan nghiém trong c6 thé xay
ra (suy nhugc co thé, chan an, budn ndn, ndon mua, vang da). Bénh nhén can ngung diéu tri
fluconazol ngay 14p tirc va tu van béc si.

Phan ing doc trén da:

Bénh nhan diéu tri fluconazol hiém khi xuét hién cac phan tng tréc da nhu hdi chig Stevens-
Johson va hoai tir thuong bi nhiém ddc. Bénh nhan nhiém AIDS c6 nhiéu kha ning xay ra cac
phan (ng trén da véi nhiéu loai thubc. Néu bénh nhan diéu tri nhiém tring nAm xuét hién phat
ban va dugc cho la do fluconazol thi nén ngung dung thude. Truorng hop bénh nhan diéu tri
Atk an giam sat chat ché va ngung

nhiém tring nim xam 14n/toan than c6 xuét hlen

b RN T
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dung fluconazol néu c6 ton thuong bong nudce hodc hdng ban nhiéu dang.
Anh hudng [én tim mach:

Mot s6 alzol, bao gdm fluconazol c6 lién quan dén viéc kéo dai khoang QT trén dién tam do.
Trong gidm sat sau luu hanh fluconazol, di ¢ bao céo rat hiém gip cua viéc kéo dai khoang
QT va xoan dinh. Nhitng béo cdo nay bao gdm nhirng bénh nhan bénh niang, ¢6 nhiéu yéu té
nguy co gdy nhiéu nhu bénh tim cau triic, bat thuong dién giai va viéc dung phdi hop véi cac
thudc khac.

Can than trong khi diing fluconazol cho bénh nhan c6 nguy co nhdi méu co tim. Khong duogc
dung chung véi cac thude khac gy kéo dai khoang QT va dugc chuyén hoa qua CYP 450.
Than trong khi dung véi Terfenadin, Halofantrine:

Xem muc Tuong tac thude.
Phan rng qua man:

Di ¢6 bao c4o hiém gap phan img phan vé.

Cytochrome P450

Fluconazol 1a mot chit Gc ché CYP2C9 manh va mot chit Gc ché CYP3A4 vira phai.
Fluconazole ciing chat (rc ché CYP2C19. Céan giam sat chat ch& bénh nhan diéu tri dong thoi
fluconazol véi cac thudc duge chuyén héa qua CYP2C9, CYP2C19 va CYP3A4.

Than trong vdéi ta dugc lactose:

Thubc ¢6 chira ta dugc lactose va khong nén dung cho nhitng bénh nhan c6 van dé vé di
truyén hiém gip khong dung nap galactose, thiéu mau lactase LAPP hodc bit can bing
glucose-galactose.
Thoi ky mang thai

Pén nay con chua c6 cac nghién ciru ddy du va co kiém soat chit ch& vé viéc dung fluconazol
cho ngudi mang thai. Nhung ciing da ¢6 thong bao vé di dang bam sinh tai nhiéu bo phan & tré
¢6 me dung fluconazol lidu cao (400 - 800 mg mdi ngay) dé diéu tri ndm do Coccidioides
immitis trong 3 thang dau thai ky. Lién quan giita dung fluconazol va céc tac dung ndy con
chua r3. Do d6 chi nén dung fluconazol cho ngudi mang thai khi ich lgi diéu tri 16n hon nguy
co ¢6 thé xay ra cho thai nhi.

Thoi ky cho con ba .

Fluconazol tiét vao sita & ndng do tuong tu nhu trong huyét tuong, do d6 ngudi dang cho con

bu khong nén dung thude nay.

Anh hudng dén kha ning l4i xe va van hanh may méc '

Khong ¢6 nghién ctru duoc thuc hién vé nhing tac dong cua fluconazol trén kha nang lai xe
hay van hanh may méc. Bénh nhan nén dugc canh béo vé kha nang chong mit hay co giat khi
dung fluconazol va nén dugc khuyén khong nén 14i xe hay van hanh may moc néu c6 céc tridu

chirng nay xay ra.
8. Twong tic thude

\Ollfv -~
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Rifabutin va rifampicin: Ding dong thoi fluconazol (200 mg/ngay) va rifabutin (300 mg/ngay)
cho ngudi bénh nhiém HIV s& lam ting nong do trong huyét tuong va dién tich dudi dudong
cong biéu dién ndng do thudc trong huyét twong theo thoi gian (AUC) cua rifabutin va chat
chuyén hoa chinh. Tac dung nay c6 thé do trc ché enzym cytochrom P450 can thiét cho
chuyén héa rifabutin. Dung dong thoi fluconazol va rifampicin c6 thé anh huong dén duoc
dong hoc cuia ca 2 thudc. Dung mot liéu don 200 mg fluconazol & ngudi 16n khée manh dang
dung rifampicin (600 mg/ngay) s& lam giam gan 25% AUC va 20% nira doi fluconazol trong
huyét twong. Tam quan trong ldm sang cua tuong tic dugc dong hoc giira fluconazol va
rifampicin con chua dugc sang t6, tuy nhién ngudi ta cho rang tuong tac nay c6 thé gép phan
lam tai phat viém mang ndo do Cryptococcus trong mot sb it ngudi bénh dung fluconazol
dong thoi véi rifampicin. Cling ¢6 mdt vai bing ching cho thiy ding ddng thoi fluconazol va
rifampicin s& lam tang nong do rifampicin trong huyét tuong so vé&i khi dung rifampicin don
doc.

Zidovudin: Ding dong thoi véi zidovudin, fluconazol gy tré ngai chuyén hoa va thanh thai
ctia zidovudin. Fluconazol c6 thé l1am ting AUC (74%), ndng do dinh huyét twong (84%) va
nira doi thai trir cudi (128%) cua zidovudin & ngudi bénh nhiém HIV.

Chat chong dong mau nhém coumarin: Do thdi gian prothrombin ting khi nguoi bénh dung
fluconazol ddng thoi véi thude chdng dong nhém coumarin (nhu warfarin), nén thoi gian
prothrombin phai dugc theo ddi can than khi dung dong thoi hai thude nay.

Ciclosporin: Dung dong thoi fluconazol va ciclosporin ¢6 thé lam tiang néng d¢ ciclosporin
trong huyét twong, dic biét & ngudi ghép than. Can theo doi can than ndng do ciclosporin
trong huyét twong & ngudi bénh dang ciing diéu tri bang fluconazol va liéu dung ciclosporin
phai diéu chinh cho thich hgp.

Astemizol: Fluconazol c6 thé 1am ting ndng do astemizol trong huyét tvong gy ra céc tai bién
tim mach nguy hiém (nhu loan nhip, ngimg tim, danh tréng nguc, ngat va tir vong) khi dung
thubc dong thoi véi astemizol.

Cisaprid: Dung ddng thoi fluconazol va cisaprid c¢6 thé 1am tang ndng do cisaprid trong huyét
twong. Chdng chi dinh diing phdi hop do ¢6 thé gay kéo dai khoang QT.

Phenytoin: Ding dong thoi fluconazol va phenytoin s& gay tang ndng dd phenytoin trong
huyét tuong (128%) va ting AUC (75%) cua phenytoin dan dén ngd doc phenytoin, con dugc
dong hoc cua fluconazol khong bi anh huong. Phai hét stre than trong khi dung dong thoi

phenytoin va fluconazol.
Cdc thudc chong ddi thao dwong sulfonyluré: Dung fluconazol & ngudi bénh dang dicu tri
bang tolbutamid, glyburid hodc glipizid s& gdy tang ndng do trong huyét tuong va giam

chuyén hoéa cac thudc chong dai thao dudng. RN
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Néu dung dong thoi fluconazol véi tolbutamid, glyburid, glipizid hodic bt cir mot thude ubng
chéng dai thdo duong loai sulfonylurea nao khéc, phai theo ddi cin than ndng do glucose
trong mau va phai diéu chinh liéu ding cuia thudc diéu tri dai thdo dudng khi can.

Theophylin: Fluconazol lam ting nong do theophylin trong huyét thanh x4p xi 13% va dan dén
ngd doc. Do do6 phai theo d5i nong do theophylin va dung hét sirc than trong dé tranh lidu gay
ddc cua theophylin.

Alfentanil: Khi dung dong thoi fluconazole (400 mg) va alfentanil tinh mach (20 pg / kg) ¢
nhitng tinh nguyén vién khée manh cho thdy do thanh thai va thé tich phan b cia alfentanil
giam ciing nhu ti» kéo dai. Co ché tac dong c6 thé do fluconazol irc ché CYP3A4. Can diéu
chinh liéu cua alfentanil.

Amitriptylin: Fluconazol lam ting tac dung cua amitriptyline hodc S-amitriptyline ¢6 thé duoc
vao thoi diém bat dau dung két hop amitriptylin véi fluconazole va mot tun sau do. C6 thé
can diéu chinh liéu amitriptylin.

Amphotericin B: Ding fluconazole va amphotericin B ¢ chudt nhét bi nhiém khuén thong
thuong va chudt nhét bi (rc ché mién dich c6 két qua nhu sau: hiéu qua khang nam tang nhe
v6i C. albicans trong nhiém tring hé thong, khong c6 su tuong tac véi nhiém khuan ndi so
gdy ra boi Cryptococcus neoformans va su ddi khang cua hai thubc trong nhiém khuan hé
théng v6i Aspergillus fumigatus. Y nghia 1am sang cta két qua nay chua dugc biét dén.

Cdc benzodiazepin (tdc dung ngdn): Sau khi dung dong thoi dudng udng midazolam,
fluconazol 1am ting dang ké ndng d6 midazolam va giy anh huéng trén tim than véan dong.
Téac dong nay trén midazolam t6 ra manh mé& hon sau khi dung fluconazol duong udng so véi
dung dudng tiém tinh mach. Néu can thiét phai diéu tri dong thoi benzodiazepin & cc bénh
nhan dang diu tri bang fluconazol, can phai xem xét giam lidu benzodiazepin va céc bénh
nhan can dugc theo ddi thich hop.

Fluconazol 1am ting AUC cua triazolam (liéu don) khoang 50%, Cmax 20-32% va ty; 25-50%
do trc ché chuyén hoa triazolam. C6 thé can diéu chinh liéu diing ca triazolam.
Carbamazepin: Fluconazol {rc ché chuyén héa carbamazepin va lam ting néng do
carbamazepin trong huyét thanh 30%. C6 nguy co gy ting doc tinh carbamazepin. Diéu chinh
lidu carbamazepin c6 thé can thiét phu thudc vao ty 1¢ nf‘)ng do do duoc.

Thuéc chen kénh calci: mot sb thude chen kénh calci (nifedipin, isradipin, amlodipin) dugc
chuyén hoéa bi CYP3A4. Fluconazol ¢ thé 1am tiang ndng do cac thudc chen kénh calci trong
huyét thanh. Khuyén céo thudng xuyén kiém tra cac tac dung c6 hai.

Celecoxib: Khi diéu tri dong thoi fluconazol (200 mg/ngay) va celecoxib (300 mg), Cmax cua
celecoxib ting 68% va AUC tang 134%. Giam nira liéu celecoxib ¢6 thé can thiét khi ding
phdi hop véi fluconazol.

NSAID: Cmax ctia flurbiprofen ting 23% va AUC cua flurbiprofen tang 81% khi dung dong
thoi flurbiprofen véi fluconazol so véi khi dung don doc Wﬁf@gm\Tumg tur, Cmax clia chét
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dong phan c6 hoat tinh duoc 1y [S-(+)-ibuprofen] ting 15% va AUC cua chit dong phan co
hoat tinh duoc ly [S-(+)-ibuprofen] ting 82% khi chi dinh dong thoi fluconazol véi ibuprofen
racemic (400mg) so vdi khi dung don dgc ibuprofen racemic.

Mic du khong c6 nghién ctru dic hiéu, fluconazol ¢6 kha niang lam ting nong do cua cac
NSAIDs dugc chuyén héa boi CYP2C9 (vi du naproxen, lornoxicam, meloxicam, diclofenac).
Khuyén cao kiém tra thuong xuyén tac dung c6 hai va doc tinh lién quan t6i cac NSAID. C6
thé diéu chinh liéu dung ciia cac NSAID.

Prednison: C6 mdt trudng hop bao cdo bénh nhan ciy ghép gan diéu tri bang prednison thay
xuat hién suy vo thuong than cdp khi ngimg tri liéu 3 thang véi fluconazol. Ngimg dung
fluconazol gia dinh c6 thé 1am ting hoat tinh CYP3A4, do vdy dan dén tang chuyén héa
prednison. Bénh nhéan diéu tri dai han voi fluconazol va prednison can dugc kiém soat chat
ch& vé tinh trang suy vo thuong than khi ngimg dung fluconazol.

Terfenadin: Céac nghién ciru vé tuong tac thudc véi terfenadin da dugc thuc hién do su xuat
hién cua cac rdi loan nhip tim nghiém trong sau khi c6 hién tugng kéo dai khoang QT & nhiing
bénh nhan diéu tri bang cac thudc chéng ndm nhoém azol két hop véi terfenadin.
Nghién ctru véi lidu ding fluconazol 200mg mdi ngay khong phat hién thdy kéo dai khoang
QT. Mot nghién ctru khac véi liéu dung hang ngay cia fluconazol 1a 400mg va 800mg mdi
ngay cho thdy fluconazol véi cac liéu 400mg mdi ngay hodc nhiéu hon lam ting dang ké nong
do terfenadin trong huyét tuong khi chi dinh ddng thoi fluconazol va terfenadin. Chéng chi
dinh dung phdi hop fluconazol liéu 400mg hoic cao hon véi terfenadin. Can kiém soat chat
ch& khi chi dinh phdi hop fluconazol ¢ liéu thap hon 400 mg mdi ngay véi terfenadin.
Pimozid: Miac dii khong c6 nghién ctru in vitro hay in vivo, chi dinh dong thoi fluconazol véi
pimozid c6 thé wrc ché chuyén hoéa pimozid. Ting ndng do pimozid trong huyét tuong c6 thé
lam kéo dai khoang QT va déi luc xuat hién hién tugng xodn dinh. Chdng chi dinh dong thoi
fluconazol va pimozid

Erythromycin: Chi dinh dong thoi fluconazol va erythromycin ¢6 kha nang lam ting nguy co
ddc tinh vadi tim (kéo dai khoang QT, gdy hién tuong xodn dinh) va do vay gay dot tir do tim.
Chéng chi dinh dung dong thoi fluconazol va erythromycin.

Halofantrin: Fluconazol c¢6 thé lam ting nong do halofantrinin trong huyét twong do tic ché
CYP3A4.

9. Tac dung khong mong mudn

Xay ra & khoang 5 - 30% ngudi bénh da dung fluconazol 7 ngay hodc 1au hon. Ti I¢ phai
ngimg thuéc 1a 1 - 2,8%. Vi phu nit dung mot liéu duy nhét dé tri ndm Candida 4m h9 - dm
dao thi tac dung khong mong mudn gip trong khoang 26 dén 31%. Ngoai ra ngudi ta ciing
thdy ring tat ca cac tic dung khong mong muén thuong xay ra & ngudi bénh bi nhiém HIV véi
ti le cao h(m (21%) so véi nguorl bénh khong bi nhiém (13%) Tuy nhién rét kho khan trong
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dugc dung cho nhiéu ngudi bénh bi cac bénh co ban nang da sir dung déng thoi nhiéu loai
thude.

Thudng gap, ADR > 1/100

Than kinh: Pau dau, chong mat (khoang 2% ngudi bénh).

Tiéu héa: Budn non, non, dau bung, ia chay (khoang 1.5 - 8,5% nguoi bénh).

it gap, 1/1000 < ADR < 1/100

Gan: Ting nhe nhit thoi transaminase va bilirubin huyét thanh (tir 1,5 - 3 1an gi6i han trén cua
binh thudng).

Da: Néi ban, ngira.

Khéc: gidm ngon miéng, mét ngu, co giat, kho miéng, tdo bon, dau co.

Hiém gap, ADR < 1/1000 Mau: Téang bach cau ua eosin, thiéu mau, giam bach cau, giam bach
cau trung tinh, giam tiéu cau.

Gan: Tang cao nong do transaminase trong huyét thanh (8 1an hodc nhiéu hon gidi han trén
ctia binh thuong) va phai ngirng thude.

Da: Da bi tréc vay (chu yéu & nguoi bénh AIDS va ung thu), hoi ching Stevens - Johnson.
Khac: Sét, phu, tran dich mang phéi, dai it, ha huyét ap, ha kali méau, phan vé, run, kéo dai
khoang QT.

10. Qua liéu va cach xir tri

Di ¢6 bao cao vé qua liéu fluconazole gdy a0 giac va hanh vi hoang tudng.

Trong trudong hop qua lidu, didu tri bang cac bién phéap hd trg va tridu chimg (néu ria da day
la can thiét).

Vi fluconazole phan 16n dugc bai tiét qua nudc tiéu nén thé tich nude tiéu tang s& lam ting
lugng bai tiét. Tham tach mau trong 3 gid lam giam 50% nbng do fluconazol trong mau.

11. Cac dau hiéu can lru y va khuyén cao

Thuéc nay chi dimg theo don cua bdc st

Doc ky hwéng dan sir dung trieée khi dimg, Néu can thém thong tin, xin héi y kién bdc

sT hodc dwoc si.

Théng bdo cho bac s7 nhitng tdc dung khong mong muon gap phdi khi sie dung thuéc,

Dé thudc xa tam tay tré em.

Khéng ding thuéc qud han in trén bao bi.

12. Piéu kién bio quin, han ding

Didu kién bao quan: Bao quan & nhiét do dudi 30°C, tranh anh sang va d¢ am.

Han dung: 24 thang ké tir ngay san xuat

13. Tén, dia chi ciia co sé san xuat

M/s AKUMS Drugs & Pharmaceuticals Ltd.

Dia chi: 19-21 Sec-6A, L.ILE. SIDCUL, Ranipur, Haridwar - 249403, An Dd.

14. Ngay xem xét sira ddi, cap nhat lai ndi dung huéng dan Wtﬁc.
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TO HUONG DAN SU DUNG CHO BENH NHAN
1. Tén thude: Tén thude: FLAZOLE 100

2. Khuyén céo: }
Doc ky huong dan sw dung trude khi ding

Dé xa tam tay tré em.

Thong bdo cho bac st hodc duwgc sT nhitng tac dung khong mong muon gdp phai khi sir dung

thuéc.

Thuée nay chi dimg theo don cia bdc si.

3. Thanh phan, ham lwong ciia thudc:

MObi vién nang cung chira:

Hoat chat: Fluconazol 100 mg

Ta duoc: Lactose 58,0 mg, cellulose vi tinh thé 56,0 mg, tinh bt ngd 63 mg, magnesi stearat

2,0 mg, silic keo khan 1,0 mg, vd nang cting ¢& s6 2 mau do/triing.

4. M6 ta san phim:

Dang bao ché

: vién nang ciing

MBb ta: Vién nang cirg mau do/tring, ¢& sé 2 chira bot mau trang bén trong.

S. Quy cach dong géi: Hop 1 vi x 10 vién

6. Thudc ding cho bénh gi:

Fluconazol dwoc chi dinh dé diéu tri cdc bénh:

- Viém mang ndo do Cryptococcus

- Nhiém ném & phdi hodc cac mé khac

- Candida xam lan

- Nhiém nidm Candida niém mac bao gdm Candida miéng - hong, thuc quan, dudng niéu va

Candida niém mac man tinh.

Fluconazol dwoc chi dinh diéu tri du phong:

- Tai phat viém mang ndo do Cryptococcus & bénh nhan cé nguy co tai phat cao
- Tai phat ndm Candida miéng hong va thuc quan & bénh nhan nhiém HIV nhiing ngudi c6

nguy co tai phat cao.
-Pé giam ty 1¢ méic nAm Candida Am dao tai phat (4 dot hoac nhiéu hon trong mot nam).

- Dy phong nhiém Candida & bénh nhan bach cau trung tinh kéo dai.

7. Nén dung thudc nay nhw thé nao va liéu lrgng:

Chi dinh

Liéu diung

Thoi gian diéu tri

Viém mang
nao do
Cryptococcus

Diéu tri viém mang
ndo do Cryptococcus

Liéu khéi diém: 400
mg vao ngay dau.

Liéu tiép theo:
mg dén 400 1

Dung it nhat trong 6 — 8 tuan.
Nhiém tring de doa dén tinh mang
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ngay

Piéu tri duy tri dé
ngan ngua tai phat
viém mang ndo do
Cryptococcus & bénh
nhan c6 nguy co tai

200 mg mdi ngay

Khong thoi han véi lieu 200 mg
mdi ngay.

phat cao.
Nhiém nam & 200 mg dén 400 mg | 11 thang dén 24 thang hoic lau hon
phdi hoic cac thy thudc vao bénh nhan. 800 mg
mo khac mdi ngay c6 thé dugc xem xét cho
mdt s6 bénh nhiém trung va dic biét
la d6i véi bénh mang nio.
Candida xam Liéu khéi diém: 800 | N6i chung, thoi gian khuyén cdo
l4n mg vao ngay dau. diéu tri cho nhiém tring mau do
Liéu tiép theo: 400 | Candida 1a 2 tuan sau khi két qua
mg mdi ngay cdy mau lan dau tién am tinh va giai
quyét cac dau hiéu va triéu chung
ctia nhiém tring mau do Candida.
Nhiém nim | Candida hau hong | Liéu khoi diém: tir | 7-21 ngay (cho dén khi nidm
Candida 200 dén 400 trang | Candida hau hong thuyén giam).
niém mac vao ngay dau. C6 thé duoc sir dung trong thoi gian
Liéu tiép theo: 100 | dai & nhiing bénh nhan c6 chic
dén 200 mg mdi| ning mién dich bi ton hai nghiém
ngay. trong.
Candida thuc quan | Liéu khoi diém: 200 | 14-30 ngay (cho dén khi nam
— 400 mg vao ngay | Candida thuc quan thuyén giam).
dau. C6 thé duoc sir dung trong thoi gian
Liéu tiép theo: 100 | dai & nhitng bénh nhén c6 chirc
dén 200 mg mdi| niang mién dich bi ton hai nghiém
ngay. trong.
Nhi&m nam Candida | 200 — 400 mg mdi | 7-21 ngay. C6 thé duogc sir dung
duong nicu ngay. trong thoi gian dai & nhiing bénh
nhén c6 chirc nang mién dich bj tén
thuong nghiém trong.
Ngan ngua | Candida hau hong 100 mg dén 200 mg

tai phat ndm

hang ngay hodc 20 >

ang thoi han vdi bénh nhan (c
/@(g%%_: ~dich man tinh.
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Candida

miéng hong
va thuc quan
0 bénh nhan
nhiém  HIV
nhitng nguoi
c6 nguy co

mg 3 1an mdi tuan.

Candida thuc quan

100 mg dén 200 mg
mdi ngay hodc 200
mg 3 lan mdi tuan.

Khong thoi han vdi bénh nhan ¢
ché mién dich man tinh.

tai phat cao.

Nim da Nam da dau nhiéu | 300 mg- 400 mg mdi | Tir 1- 3 tudn

Du  phong | dém tuan mot lan Bit dau diéu tri mot vai ngay trude
nhiém 200 mg dén 400 mg | khi khoi phat du kién cua bach cau
Candida ¢ trung tinh va tiép tuc trong vong 7
bénh  nhan ngay sau khi hoi phuc bénh bach
bach cau cau trung tinh sau khi s6 luong bach
trung  tinh cau ting lén trén 1000 té bao mdi
kéo dai. mm?,

Nhirng nhom bénh nhan dic biét

Suy than

Khoéng can diéu chinh lidu trong liéu phap don liéu. O nhirng bénh nhan (bao gdbm ca bénh
nhi) ¢6 chtrc ning than suy giam, nhitng nguoi dung fluconazol da liéu, nén ding lidu khoi
dau 50 mg dén 400 mg, dua vao lidu lugng khuyén céo hang ngay cho cac chi dan. Sau khi
dung lidu khoi dau nay, lidu hang ngay (theo chi dinh) phai dua trén cac bang duéi day:

Do thanh thai [Ty 1& % liéu
creatinin (ml/phut) | khuyén dung

> 50 100%

<50 50%

Nguoi bénh tham | 100 sau mdi lan
tach méu. tham tach

Bénh nhan thdm tach mau thudng xuyén s& nhan duge 100% lidu khuyén céo sau mdi lan loc
mau; vao nhirng ngay khong thAm tach mau, bénh nhan nén giam lidu theo do thanh thai

creatinin cua ho.

Suy gan
Dir liéu con han ché & nhitng bénh nhan bi suy gan, do d6 fluconazol nén dugc dung thén

.

trong cho nhirng bénh nhan rdi loan chirc ning gan.
Bénh nhi
Mot liéu ti da 400 mg hang ngay khéng nén vugt qua & tré em.
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Tré so sinh, tré m&i biét di va tré em (tir 28 ngay tudi dén 11 tudi):

Chi dinh Li¢u ding Khuyén cio

Nhiém Candida niém mac Liéu khoi dau: 6 mg/kg Liéu khoi dau c6 thé duoc sir
Liéu tiép theo: 3 mg/kg mdi | dung vao ngay dau tién dé
ngay nhanh chéng dat dugc mic

do trang thai 6n dinh hon.

- Candida xam lan Liéu: 6 mg/kg mdi ngay Phu thuoc mic do nghiém

- Viém mang ndo do trong cua bénh.

Cryptococcus

Liéu phap duy tri ngan ngira | Liéu: 6 mg/kg mdi ngay Phu thugc mic do nghiém

viéc tai phat viém mang nio trong cta bénh.

& tré em cO nguy co tai phat
cao.

Du phong nhiém Candida & | Liéu: 3 dén 12 mg/kg mdi | Tuy thudc vao mirc do va thoi

nhiing bénh nhan suy giam | ngay. gian cuia bénh bach cau trung
mién dich. tinh gdy ra (xem liéu luong
nguoi 16n)

Chua c6 dir liéu nghién clru trén tré em bi suy giam chirc nang than.

Tré vi thanh nién (12-17 tuéi):

Tuy thudc vao su phat trién can ning va tudi day thi, nguoi ké don s& cin phai danh gia xem
liéu lugng (ngudi I6n hodc tré em) 1a thich hop nhat. Dit liéu 1am sang cho thdy ring tré em ¢
do thanh thai fluconazol cao hon so véi quan sat & ngudi Ién. Liéu 100, 200 va 400 mg &
nguoi 16n tuong tng vai liéu 3, 6 va 12 mg/kg & tré em dé c6 duoc mot hé théng so sanh tiép
xuc.

Cach dung

Vién nang ciig nén dugc nudt ca vién va khong kém thirc an.

8. Khi nao khong nén dung thudc nay:

Man cam véi hoat chat, cac chét azol lién quan hozc bat ky thanh phan nao cia thudc.

Chéng chi dinh ding dong thoi terfenadin & nhitng bénh nhan dung fluconazol da liéu 400 mg
mdi ngay hodc cao hon dua trén két qua ciia mot nghién ciru twong tac nhiéu liéu. Chéng chi
dinh dung fluconazol dong thoi véi cac thude khac gay kéo dai khoang QT va céc thubc dugc
chuyén héa qua cytochrom P450 (CYP) 3A4 nhu cisaprid, asternizol, pimozid, quinidin va
erythromycin.

9. Tac dung khong mong mudn:

Xay ra & khoang 5 - 30% nguoi bénh da dung fluconazol 7 ngay hodc lau hon. Ti 1€ phai
ngimg thude 1a 1 - 2,8%. Vi phu nit ding mot lidu duy nhit dé tri nAm Candida am ho - am
dao thi tic dung khong mong mubn gip trong khoénw Ngoai ra nguoi ta cling
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thiy rang tat ca céc tac dung khong mong mudn thuong xay ra & ngudi bénh bi nhiém HIV véi
ti 1& cao hon (21%) so vé&i ngudi bénh khong bi nhiém (13%). Tuy nhién rat khé khin trong
danh gia va xac dinh lién quan giita fluconazol véi tac dung khong mong mudn vi thube da
dugc dung cho nhiéu nguoi bénh bi cac bénh co ban nang da su dung déng thoi nhiu loai
thudc.

Thuong gap, ADR > 1/100

Than kinh: Pau dau, chéng mat (khoang 2% ngudi bénh).

Tiéu héa: Budn non, non, dau bung, ia chay (khoang 1.5 - 8,5% ngudi bénh).

it gap, 1/1000 < ADR < 1/100

Gan: Tang nhe nhét thoi transaminase va bilirubin huyét thanh (tir 1,5 - 3 1an gi6i han trén cta
binh thuong).

Da: Noi ban, ngira.

Khéc: giam ngon miéng, mat ngu, co git, khd miéng, tdo bon, dau co.

Hiém gip, ADR < 1/1000 Méu: Tang bach cau ua eosin, thiéu mau, giam bach cau, giam bach
cau trung tinh, giam tiéu cau.

Gan: Ting cao nong do transaminase trong huyét thanh (8 1an hodc nhiéu hon gidi han trén
ctia binh thuong) va phai ngirng thude.

Da: Da bi tréc vay (chil yéu & ngudi bénh AIDS va ung thu), hdi chimg Stevens - Johnson.
Khac: Sét, phu, tran dich mang phéi, dai it, ha huyét ap, ha kali mau, phan vé, run, kéo dai
khoang QT.

10. Nén tranh ding nhirng thudc hodc thuwe pham gi khi dang sir dung thudc nay:
Rifabutin va rifampicin: Dung dong thoi fluconazol (200 mg/ngay) va rifabutin (300 mg/ngay)
cho ngudi bénh nhiém HIV s& lam ting nong do trong huyét tvong va dién tich dudi duong
cong biéu dién ndng do thude trong huyét twong theo thoi gian (AUC) cua rifabutin va chét
chuyén héa chinh. Tac dung nay c6 thé do Grc ché enzym cytochrom P450 can thiét cho
chuyén hoa rifabutin. Dung ddng thoi fluconazol va rifampicin ¢ thé anh huéng dén duoc
dong hoc cua ca 2 thude. Dung mot liéu don 200 mg fluconazol & ngudi 16n khée manh dang
dung rifampicin (600 mg/ngay) s& lam giam gan 25% AUC va 20% nira doi fluconazol trong
huyét twong. TAm quan trong ldm sang cla tuong tac duge dong hoc gitra fluconazol va
rifampicin con chua dugc sang to, tuy nhién ngudi ta cho ring twong tac nay c6 thé gop phan
lam tai phat viém mang ndo do Cryptococcus trong mot s6 it ngudi bénh dung fluconazol
ddng thoi véi rifampicin. Ciing c6 mot vai bang ching cho thy dung ddng thoi fluconazol va
rifampicin s& lam ting ndng do rifampicin trong huyét twong so véi khi dung rifampicin don
doc.

Zidovudin: Dung ddng thoi véi zidovudin, fluconazol gay try ngai chuyén héa va thanh thai
ctia zidovudin. Fluconazol ¢6 thé 1am ting AUC (74%), ndng do dinh huyét tuong (84%) va
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Chdt chong dong mdau nhém coumarin: Do thdi gian prothrombin tang khi nguoi bénh dung
fluconazol dong thoi véi thube chdng dong nhém coumarin (nhu warfarin), nén thoi gian
prothrombin phai dugc theo di can than khi ding dong thoi hai thudc nay.

Ciclosporin: Ding dong thoi fluconazol va ciclosporin ¢ thé 1am ting ndng do ciclosporin
trong huyét twong, dic biét & ngudi ghép than. Can theo doi cén than nong do ciclosporin
trong huyét twong & ngudi bénh dang ciing didu tri bing fluconazol va liéu dung ciclosporin
phai diéu chinh cho thich hop.

Astemizol: Fluconazol c6 thé 1am tang nong do astemizol trong huyét twong gdy ra cac tai bién
tim mach nguy hiém (nhu loan nhip, ngimg tim, dénh tréng nguc, ngét va tir vong) khi dung
thu6c dong thoi véi astemizol.

Cisaprid: Dung dong thoi fluconazol va cisaprid c6 thé lam ting ndng do cisaprid trong huyét
tuong. Chdng chi dinh diing phdi hop do ¢6 thé gay kéo dai khoang QT.

Phenytoin: Ding dong thoi fluconazol va phenytoin s& gy ting ndng do phenytoin trong
huyét twong (128%) va ting AUC (75%) ciia phenytoin din dén ngd doc phenytoin, con duogc
dong hoc cua fluconazol khong bi anh huong. Phai hét sic than trong khi dung dong thoi
phenytoin va fluconazol.

Cdc thuoc chong ddi thdo dwong sulfonyluré: Dung fluconazol & ngudi bénh dang diéu tri
bang tolbutamid, glyburid hodc glipizid s& gdy ting ndng do trong huyét tuong va giam
chuyén héa cac thude chng dai thao duong.

Néu ding dong thoi fluconazol véi tolbutamid, glyburid, glipizid hodc bat cr mét thude udng
chbng déi thdo duong loai sulfonylurea nao khéc, phai theo di can than ndng do glucose
trong mau va phai diéu chinh liéu dung cua thubc diéu tri dai thdo dudng khi can.

Theophylin: Fluconazol lam tiang nong do theophylin trong huyét thanh x4p xi 13% va dan dén
ngd doc. Do do phai theo d5i nong do theophylin va dung hét sirc than trong dé tranh liéu gy
doc cua theophylin.

Alfentanil: Khi dung dong thoi fluconazole (400 mg) va alfentanil tinh mach (20 pg / kg) &
nhitng tinh nguyén vién khée manh cho thdy d¢ thanh thai va thé tich phan b cua alfentanil
giam ciing nhu ti2 kéo dai. Co ché tac dong c6 thé do fluconazol wrc ché CYP3A4. Can diéu
chinh liéu cua alfentanil.

Amitriptylin: Fluconazol lam tang tac dung cua amitriptyline hodc S-amitriptyline c6 thé dugc
vao thoi diém bét dau dung két hop amitriptylin véi fluconazole va mot tuan sau d6. Co thé
can diéu chinh liéu amitriptylin.

Amphotericin B: Dung fluconazole va amphotericin B & chudt nhit bi nhim khuan thong
thuong va chudt nhét bi ¢ ché mién dich c6 két qua nhu sau: hiéu qua khang nam tang nhe
v6i C. albicans trong nhiém trung hé théng, khong c6 su tuong tac v6i nhiém khuén ndi so
gdy ra badi Cryptococcus neoformans va su d6i khang cua_hai thudc trong nhiém khuan hé
y chua dugc biét den.

thdng v6i Aspergillus fumigatus. Y nghia 1am sang cyﬁfg@
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Cdc benzodiazepin (tic dung ngdan): Sau khi dung dong thoi duong udng midazolam,
fluconazol lam tang dang ké ndng do midazolam va gdy anh hudng trén tdm than van dong.
Téc dong nay trén midazolam t6 ra manh mé& hon sau khi ding fluconazol dudng udng so véi
dung dudng tiém tinh mach. Néu can thiét phai diéu tri dong thoi benzodiazepin & cac bénh
nhan dang diéu tri bang fluconazol, can phai xem xét giam lidu benzodiazepin va cac bénh
nhan can dugc theo ddi thich hop.

Fluconazol 1am ting AUC cua triazolam (liéu don) khoang 50%, Cumax 20-32% va ty, 25-50%
do trc ché chuyén hoa triazolam. C6 thé can diéu chinh lidu ding cua triazolam.
Carbamazepin: Fluconazol ¢ ché chuyén hoéa carbamazepin va lam ting ndng do
carbamazepin trong huyét thanh 30%. C6 nguy co gay ting doc tinh carbamazepin. Diéu chinh
lidu carbamazepin co thé can thiét phu thudc vao ty 1€ n6ng dd do duoc.

Thuéc chen kénh calci: mot sb thude chen kénh calci (nifedipin, isradipin, amlodipin) dugc
chuyén héa béi CYP3A4. Fluconazol ¢ thé 1am ting nong do cac thude chen kénh calci trong
huyét thanh. Khuyén céo thuong xuyén kiém tra cc tac dung c6 hai.

Celecoxib: Khi diéu tri dong thoi fluconazol (200 mg/ngay) va celecoxib (300 mg), Cmax cua
celecoxib ting 68% va AUC ting 134%. Giam nira lidu celecoxib c6 thé can thiét khi dung
phdi hop véi fluconazol.

NSAID: Cmax ctia flurbiprofen ting 23% va AUC cua flurbiprofen ting 81% khi dung dong
thoi flurbiprofen véi fluconazol so véi khi dung don doc flurbiprofen. Tuong tu, Cimax cia chét
dong phan c6 hoat tinh dugc ly [S-(+)-ibuprofen] ting 15% va AUC cua chét dong phan c6
hoat tinh dugc 1y [S-(+)-ibuprofen] ting 82% khi chi dinh dong thoi fluconazol véi ibuprofen
racemic (400mg) so vdi khi dung don dgc ibuprofen racemic.

Mic du khong c¢é nghién ciru dic hiéu, fluconazol c6 kha ning lam ting ndng do cua cac
NSAIDs duoc chuyén héa bdi CYP2C9 (vi du naproxen, lornoxicam, meloxicam, diclofenac).
Khuyén cao kiém tra thudng xuyén tac dung c6 hai va doc tinh lién quan t6i cac NSAID. Co
thé diéu chinh liéu dung ctia cac NSAID.

Prednison: C6 mot truong hop bao céo bénh nhan cdy ghép gan diéu tri bang prednison thay
xuat hién suy vo thuong than cap khi ngimg tri liéu 3 thang vé6i fluconazol. Ngimg dung
fluconazol gia dinh c6 thé lam ting hoat tinh CYP3A4, do vay dan dén tiang chuyén hoéa
prednison. Bénh nhan diéu tri dai han véi fluconazol va prednison can duoc kiém soat chit
ch& vé tinh trang suy vo thugng than khi ngimg dung fluconazol.

Terfenadin: Céc nghién ciru vé tuong tac thudc vai terfenadin da dugc thuc hién do su Xudt
hién cua cac rdi loan nhip tim nghiém trong sau khi c6 hién tugng kéo dai khoang QT & nhiing
bénh nhan didu tri bing céc thudc chdng ndm nhom azol két hop voi terfenadin.
Nghién ctru véi lidu dung fluconazol 200mg mdi ngay khong phét hién thay kéo dai khoang

QT. Mot nghién ctru khac véi liéu dung hang ngay cia fluconazol 1a 400mg va 800mg mdi

ngay cho thdy fluconazol v&i cac liéu 400mg mdi ngéyym lam tang déng ké nong
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do terfenadin trong huyét tuong khi chi dinh dong thoi fluconazol va terfenadin. Chdng chi
dinh ding phéi hop fluconazol lidu 400mg hodc cao hon véi terfenadin. Can kiém soat chit
ché khi chi dinh phdi hop fluconazol & lidu thdp hon 400 mg mdi ngay véi terfenadin.
Pimozid: Mic du khong c6 nghién ctru in vitro hay in vivo, chi dinh dong thoi fluconazol véi
pimozid c6 thé irc ché chuyén héa pimozid. Tang ndng do pimozid trong huyét tuong c6 thé
lam kéo dai khoang QT va doi lic xuat hién hién tuong xoan dinh. Chdng chi dinh dong thoi
fluconazol va pimozid

Erythromycin: Chi dinh dong thoi fluconazol va erythromycin ¢ kha ning lam ting nguy co
doc tinh véi tim (kéo dai khoang QT, gdy hién tuong xoan dinh) va do vy gy dot tir do tim.
Chdng chi dinh dung dong thoi fluconazol va erythromycin.

Halofantrin: Fluconazol c6 thé 1am ting ndng do halofantrinin trong huyét twong do trc ché
CYP3A4.

11. Can lam gi khi mdt lan quén khong ding thudc:

Khi mét 1an quén dung thudc, khéng dugc udng lidu gip doi. Hay udng thudc ngay khi nhé ra,
tuy nhién néu thoi diém d6 gin véi thoi gian ding lidu tiép theo thi bo qua liéu nay va tiép tuc
dung liéu tiép theo diing véi thoi gian nhu chi dinh.

12. Cin bio quan thudc nay nhw thé nao:

Bao quan ¢ nhiét do dudi 30°C. Tranh anh sang va do am.

13. Nhitng dAu hiéu va triéu chirng khi ding thudc qua liéu:

D3 ¢6 bao céo vé qua lidu fluconazole gy 4o gidc va hanh vi hoang tudng.

14. Cén phai lam gi khi diung thudc qua liéu khuyén cio:

Trong trudng hop qué lidu, diéu tri bang cac bién phap hd trg va tri¢u ching (néu rira da day
[a can thiét).

Vi fluconazole phan 16n duoc bai tiét qua nudc tiéu nén thé tich nudc tiéu tang sé lam tang
luong bai tiét. Tham tach méau trong 3 gid lam giam 50% nbng do fluconazol trong mau.

15. Nhirng diéu can thin trong khi ding thudc nay

Bénh nhan suy than:

Fluconazol bai tiét chu yéu qua nudc tidu dudi dang khong ddi. Khong can thiét diéu chinh

liéu don fluconazol cho nhém dbi tugng nay.

Bénh nhén suy gan:

Can thén trong khi dung fluconazol cho bénh nhén suy gan. Fluconazol c6 lién quan dén cac
phai ung ngd doc gan nghiém trong, hiém gip, bao gom tir vong, chi yéu xdy ra & cac bénh
nhan c6 tinh trang sirc khoe nghiém trong. Trong céac truong hop nhiém doc gan do
fluconazol, khong thiy méi lién hé 15 rang véi tong lidu hang ngay, thoi gian diéu tri, gidi tinh
hay do tudi cua bénh nhan. Nhiém doc gan do fluconazol la c6 hdi phuc khi ngung diéu tri.
Bénh nhan phat hién cac xét nghiém chirc nang gan__»bét‘_thuc‘mg trong qua trinh dung
fluconazol cin dugc giam st chit ch dé phat hién tén i %E(Igghiém trong hon.
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Bénh nhan can dugc thong béo vé cac triéu chimg anh hudng dén gan nghiém trong c6 thé xay
ra (suy nhuoc co thé, chan dn, budn non, ndon mua, vang da). Bénh nhan can ngung diéu tri
fluconazol ngay lap tirc va tu van bac si.

Phan tng doc trén da:

Bénh nhén diéu tri fluconazol hiém khi xuat hién céc phan ng tréc da nhu hdi chirng Stevens-
Johson va hoai tir thugng bi nhiém doc. Bénh nhan nhiém AIDS c¢6 nhiéu kha ning xay ra cac
phan tng trén da véi nhiéu loai thuéc. Néu bénh nhan diéu tri nhiém tring ndm xuét hién phat
ban va dugc cho 1a do fluconazol thi nén ngung dung thudc. Truong hop bénh nhan diéu tri
nhiém tring nAm xam lan/toan than c6 xuét hién phat ban, cin giam sat chit ché va ngung
dung fluconazol néu cé ton thuong bong nudce hodc hdng ban nhidu dang.

Anh hudng 1én tim mach:

Mot sb alzol, bao gdm fluconazol c6 lién quan dén viéc kéo dai khoang QT trén dién tdm do.
Trong giam sat sau luu hanh fluconazol, da c6 béo céo rat hiém gap cua viéc kéo dai khoang
QT va xoan dinh. Nhiing bdo c4o nay bao gdm nhiing bénh nhan bénh ning, ¢6 nhiéu yéu té
nguy co gy nhiu nhu bénh tim cdu tric, bat thuong dién giai va viéc dung phdi hop véi cac
thudc khac.

Can than trong khi dung fluconazol cho bénh nhan c¢é nguy co nhdi mau co tim. Khong duoc

dung chung véi cac thude khac gay kéo dai khoang QT va dugc chuyén hoa qua CYP 450.
Than trong khi dung véi Terfenadin, Halofantrine:

Xem muc Tuong tac thude.
Phan (g qua man:

Da c6 bao cao hiem gép phan (ing phan vé.

Cytochrome P450
Fluconazol 1a mét chat tc ché CYP2C9 manh va mot chat Gc ché CYP3A4 vira phai. .
Fluconazole ciing chit tc ché CYP2C19. Can giam sat chit ché bénh nhan didu tri dong thoi p

fluconazol véi céc thube duge chuyén héa qua CYP2C9, CYP2C19 va CYP3A4.

Than trong véi ta dugc lactose:

Thubc ¢6 chira td duoc lactose va khong nén dung cho nhiing bénh nhéan cé van dé vé di
truyén hiém gip khong dung nap galactose, thiéu méau lactase LAPP hodc bat can bing

glucose-galactose.

Thoi ky mang thai

Dén nay con chua c6 cac nghién clru day da va c6 kiém soat chat ché vé viéc dung fluconazol
cho nguoi mang thai. Nhung ciing da c6 thong bao vé di dang bam sinh tai nhiéu bo phan & tré
¢6 me ding fluconazol lidu cao (400 - 800 mg mdi ngay) dé diéu tri nAm do Coccidioides
immitis trong 3 thang dau thai ky. Lién quan giira dung fluconazol va céc tac dung nay con
chua rd. Do d6 chi nén dung fluconazol cho ngudi mang thf\i }(hi ich loi diéu tri 16n hon nguy
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co ¢6 thé xay ra cho thai nhi.
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Thoi ky cho con bua

Fluconazol tiét vao sita & ndng do twong tu nhu trong huyét twong, do d6 ngudi dang cho con
bu khong nén ding thube nay.
Anh huéng dén kha nang l4i xe va van hanh may méce

Khong c¢6 nghién ciru duge thuc hién vé nhimng tac dong cua fluconazol trén kha nang lai xe
hay van hanh may méc. Bénh nhan nén dugc canh bao vé kha nang chéng mit hay co giat khi
dung fluconazol va nén dugc khuyén khong nén lai xe hay van hanh may méc néu cé cac tridu
ching nay xay ra.

16. Khi nao cin tham van béc si, dwoc st

Néu can thém thong tin xin hoi y kién bac st hodc duoc si.

Thong béo cho bac si cac tic dung khong mong mudn gap phai khi ding thude.
17. Han dung ciia thude

24 thang ké tir ngay san xut.

18. Tén, dia chi, biéu twong (néu c6) ciia co s san xuit

M/s AKUMS Drugs & Pharmaceuticals Ltd.

bia chi: 19-21 Sec-6A, LI.LE. SIDCUL, Ranipur, Haridwar - 249403, An Do.
19. Ngay xem xét sira ddi, cAp nhat lai ndi dung hwéomg din sir dung thude. A
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