R THUBC BAN THEO PON

TO HUONG DAN SU DUNG THUOC

Vién nang cung
SALGAD

Thudc bin theo don
Pé xa tAm tay tré em
Poc ki huong din sir dung truwée khi ding
Théng biao ngay cho bac s§ nhimng tic dung khong mong mudn khi sir dung thudc

PHAN 1. HUONG DAN SU DUNG THUOC CHO NGUOI BENH

1.

Thanh phén, ham lweng ciia thudc:

MBJi vién nang cing chira:

Fluconazol .........ccccoeeueennnn. 150 mg

Ta dugc: Cellulose vi tinh thé M112, magnesi stearat, natri starch glycolat, natri lauryl
sulfat.

M5 ta san phim: Vién nang climg sd 1, ndp nang mau xanh duong nhat, than nang mau
trang, bén trong c6 chira bot thude mau tring.

Quy cach déng goi: Hop 1 vi (PVC - Nhom) x 1 vién.

Thuéc ding cho bénh gi?

San pham SALGAD chira thanh phan chinh ¢6 tac dung duoc 1y 1a fluconazol, thudc nhém

thudc goi 1a triazol va 1a mot tac nhan khang nam.

SALGAD dugc chi dinh cho nguoi 16n dé diéu tri:

- Viém mang ndo do Cryptococcus.

- Nhiém nam Coccidioides.

- Nhiém nidm Candida niém mac bao gdm & miéng - hong, thuc quan, duong niéu.

- Nhiém ndm Candida am dao cip tinh hodc tai phat, khi ma diéu tri tai chd khong thich
hop.

- Nhiém nidm Candida bao quy dau khi diéu trj tai chd khong thich hop.

- Bénh nidm da bao gém nam da chan, dui, toan than, lang ben va nhiém Candida trén da
khi duoc chi dinh dung toan than.
Tinea unguinium (nam moéng) khi cac thude khic khong thich hop.

SALGAD dugc chi dinh cho nguoi 16n dé dy phong:

- Giam tai phat Candida miéng - hau va thuc quan (néu hé mién dich cia ban yéu va
khong hoat dong thich hop).

- Giam téi phat Candida am dao (4 hoac nhiéu dot 1 nam).

- Dy phong nhidm Candida & nhitng bénh nhan giam bach cau kéo dai (nhu bénh nhan bi
bénh mau ac tinh dang dugc hoéa tri hoac nhitng bénh nhan ghép tuy).

SALGAD dugc chi dinh cho tré em 0 - 17 tudi:

- Piéu tri nhiém ndm Candida niém mac (miéng - hong, thuc quan), Candida phat tan,
viém mang nao do Cryptococcus.

- Dy phong nhiém ndm Candida & bénh nhan bi ton thwong hé mién dich.

- Diéu tri duy tri ¢é phong tdi phat viém mang ndo do Cryptococcus & tré em cd nguy co
tai phat cao.

Chi dung thudc sau khi ban dugc béc sy chan doan 1a nhiém nim.

Nén dung thudc nay nhw thé nao va liéu lwong?

Ludn diing thude chinh x4c nhu hudng dan cia bic sy hoic duoc sy. Néu ban chua rd, hiy
héi lai cho chéc chin.

Cach dung:
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Thudc dung duong udng. Nudt nguyén vién voi mot ly nudc, cd thé uong cung hoac khong

cung bira an.
Voi cac liéu khong phu hop voi

ham lwong ciia ché pham, tham khao ¥ kién bdc sy dé chon

dang bao ché khdc phit hop hon.

Néu ban c¢6 bat ky thac mac nao,

Liéu diing:
Ngueoi lon:

hay lién hé véi bac s§ hodc dugc sy dé biét thém thong tin.

Chi dinh

Liéu dung

Diéu tri viém mang ndo do
Cryptococcus

Liéu nap: 400 mg trong ngay dau sau do: 200 - 400 mg/
ngay, uong trong it nhét 6 - 8 tuan.
Néu ning, liéu co6 thé ting 1én 800 mg.

bicu tri nhiem  nam

Coccidioides

200 - 400 mg x 1 lan/ ngay trong tir 11 - 24 thang hodc dai
hon. Liéu c6 thé tang 1én 800 mg/ ngay.

bicu tri nhiem nam Candida n

1€m mac

Nhiém Candida & miéng -
hau, thuc quan

Liéu nap: 2QO - 400 mg trong ngay dau, sau do: 100 - 200
mg/ ngay, uong thude den khi bac sy bao nging.

Nhiém Candida duong niéu

200 - 400 mg/ ngay, uong trong 7 - 21 ngay. Thoi gian
dleu trj ¢6 thé 1au hon néu ban bj ton thwong chic ning
mién dich.

Nhiém Candida sinh duc

- Nhiém Candida am dao
cp.

- Nhiém Candida bao quy
dau

150 mg )
Liéu duy nhat.

- Piéu tri va du phong
Candida 4m dao tai phat
(4 hodc nhiéu dot 1 ndm)

150 mg mdi 3 ngay trong 3 liél{ dau (ubng vao ngay 1, 4
va 7), sau do: 150 mg x 1 lan/ tuan.
Li€u duy tri: 6 thang.

Dicu tri nhiém nam da

- Nam da chan
- Nam da toan than

150 mg x 1 1an/ tuan
2 - 4 tuan, dicu tri nhiém nam da chan c6 th¢ kéo dai dén

- Néam da dui 6 thang.

- Nhiém Candida

Lang ben 300 - 400 mg x 1 1an/ tuan, udng trong 1 - 3 tuan.

Tinea  unguinium (ném 159 me x .lklén/. tuan X ., L X \

méng) Tiep tuc diéu tri chp dén khi méng bi nhiém trung dugc
thay thé (mong mdéi khong bi nhi€ém moc 1€n).

Du phong

Du phong nhiém Candida &
bénh nhan bi giam bach cau

200 - 400 mg N
bicu tri bat dau khi ban c6 nguy co nhiém trung.

kéo dai

Tre em va tre vi thanh nién (0 -
Tham khéo y kién béc s.
Ngu"oz cao tuéi:

C6 thé dung heu nhu nguoi lon
Bénh nhdn c6 vin dé vé than:

17 tuéi):

thong thuong trir khi ban c6 cac van dé vé than.

Béc sy sé& diéu chinh liéu phu hop dua trén chire ning than cta ban.

Khi niao khong nén dung thudc nay?

Khong nén dung thudc nay néu

ban:
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- Man cam fluconazol, hodc céc thuoc cung nhém khang nam (nhu imidazol), hoac voi bat
ky thanh phan nao cua thudc.

- Pang dung cac thudc khic bao gém terfenadin hodc astemizol (thudc khang hitamin),
cisaprid (thuéc diéu tri trao nguoc acid, kho tiéu hodc giam nhu dong da day), pimozid
(thuoc tam than) va quinidin (thuoc diéu tri bénh tim).

- Réi loan chuyen hoa porphyrin cap.

Khéng dung thubc néu ban gép phai bat ky truong hop nao ¢ trén. Tham khao y kién ctia

béc sy néu ban chua chic chan.

7. Tac dung khong mong mudn

Nhu cic thude khic, SALGAD c6 thé giy tic dung khéng mong mudn, nhung khong phai

ai cling gap phai.

Newng ding thuéc va lién hé ngay véi bdc sy néu ban gap cdc phan wng sau:

- Phan tng di Gmg nang (séc phan vé) hoic qui man bao gdm phat ban giy ngtra (phat
ban), ngira, dau mi¢ng hodc mit, sdt, sung mat, moi, cd hong hodc ludi.

- Dot ng6t tho kho khe hodc tirc nguc.

- Cdc van dé vé gan nhu vang da hodc phan tring cta mit (bénh vang da), nudce tiéu sim
mau, hodc nhimg thay dbi trong cich hoat dong ctia gan (thé hién trong céc xét nghiém
mau).

- Phit ban trén da ning gay d6 tng, sdt, mun nudc hodc loét (hdi chimg Stevens-Johnson).

- Phét ban ning kém dé da, bong tréc va sung da, trong giéng nhu vét bong (hoai tir
thugng bi nhiém doc.

Cdc tdc dung khong mong muon khdc:

Thirong gap (cé thé anh hwong 1én dén 1 trong 10 nguwoi ding thudc)

Pau dau, chéng mat.

Budn nén, ndn, dau bung, tiéu chay.

Tang cac chi s6 xét nghiém chtrc nang gan.

Phat ban.

It gap (co thé anh hirong lén dén 1 trong 100 nguoi ding thuoc)

Thiéu mau, giam s lugng hong cau 1am da nhot nhat va yéu t, khé tho.

Chéan an.

Khong thé ngu duoc, budn ngi.

Co giat, cam gidc cham chich, ngtra ran, thay doi vi gidc.

Hoa mit.

Kho tiéu, day hoi, kho miéng.

Dau co.

Giam luong kali trong méu gdy chudt rit, yéu 6t, non va thay d6i nhip tim.

D6 nhiéu md hoi.

M¢ét moi, kho chiu, suy nhuoc, sot.

Hiém gdp (cd thé anh hwéng 1én dén 1 trong 1.000 nguoi ding thuéc)

Mit bach cau hat, giam bach cau, giam bach ciu trung tinh (c6 thé khién ban d& bi nhiém

tring hon binh thudng nhu viém hong, sét hodc triéu chimg gia cim).

Giam tiéu cau (ban dé bi bAm tim hodc chay mau khong ré nguyén nhan).

Tang triglycerid huyét, ting cholesterol huyét.

Run ray.

Bét thuong trén dién tim dd (ECG), thay d6i nhip tim.

Rung téc.

Tran dich mang phéi, tiéu it, ha huyét ap.

Thudc cé thé gdy ra cdc tdc dung khong mong muén khdc, thong bdo ngay cho bdc sy néu

gdp phai nhitng tdc dung khong mong mudn sau khi sir dung thuéc.

8. Nén tranh dung nhirng thudc hoic thue pham gi khi dang sir dung thudc nay?
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Thong bdo cho bac sy hodc dugc sy cua ban vé tat ca cdc loai thudc ma ban dang str dung

hodc str dung gﬁn day, bao gém ca céc thude ké don hodc khong ké don, cac vitamin hoac

thudc tr duge lidu.

Thong bdo cho bdc sy hodc diroc sy néu ban dang sir dung cdc thude sau:

- Cisaprid (rbi loan da day).

- Terfenadin hodc astemizol (khdng histamin).

- Pimozid (mot loai thude tam than).

- Quinidin hoac thude chen canxi (bénh tim).

- Rifampicin, rifabutin, azithromycin hodc erythromycin (khang sinh).

- Thubc 1oi tiéu, vi du: Hydroclorothiazid (diéu tri tinh trang giit nudc va tang huyét dp).

- Losartan (diéu tri tang huyet ap).

- Warfarin hoic thudc chéng dong mau nhém coumarin (duoc sir dung dé ngan chan hinh
thanh cuc mau dong).

- Benzodiazepin, vi du: Midazolam (ding nhu cic thudc an than).

- Sulphonylurea duong udng, vi du: Clorpropamid, glibenclamid, glipizid hoic tolbutamid
(kiém so4t déi thdo duong).

- Phenytoin hay carbamazepin (kiém soat dong kinh).

- Ciclosporin, everolimus, sirolimus hodc tacrolimus (trc ché mién dich).

- Theophylin (kiém sodt hen suyén).

- Zidovudin, con dugc goi 1a AZT hoic saquinavir (duoc sir dung trong nhiém HIV).

- Prednison (diéu tri di Gmg).

- Thubc tranh thai duong ubng.

- Opioid nhu alfentanil, fentanyl va methadon (giam dau hodc giy mé).

- Céc loai thudc khong steroid chdng viém nhu aspirin, celecoxib.

- Céc thudc chdng tram cam amitriptylin va nortriptylin.

- Amphotericin B, voriconazol (duoc sir dung dé diéu tri nhiém nam).

- Cyclophosphamid va alkaloid dtra can (dugc st dung trong héa tri liu).

- Halofantrin (diéu tri st rét).

- HMG-CoA reductase (cdc statin (atorvastatin, simvastatin va fluvastatin hodc cdc thude
tuong ti) duoc sir dung dé 1am giam cholesterol).

- Vitamin A.

Néu ban gdp bat ky truong hop nao & trén (hodc ban khong chdc chan), hay thdo ludn véi

bdc sy trudc khi uong fluconazol.

Sir dung SALGAD véi thike dn, d6 uong va rwou:

Ubng thubc ciing hodc khdng cling bira an.

C?}n lam gi khi mdt lan quén khong dung tl}uéc? ) ’
Néu ban quén khong dung 1 li€u, uong licu tiép theo nhu lich trinh cli. Khong uong gap doi
lidu.

Néu ban muén ngirng thube

Tlep tuc str dung thudc cho dén khi bic s bao ban ngimg. Khéng dugc tir ¥ ngung thude.
Néu ban ngimg thudc sém hon chi dinh cta béc sy, cdc triéu chimg c6 thé xuat hién tro lai.
Ludn lam theo chi dan cua bic s§.

Néu ban c6 thic mic gi khi sir dung thudc nay, hiy lién hé véi bac sy hoic duoc s¥.

Can bao quan thudc nay nhw thé nao?

Giit thudc trong bao bi gdc ctia nha san xuét, day kin.

Pé thudc noi kho rao, tranh anh sang, nhiét do khong qud 30°C, va ngoai tim véi cla tré
em.

Khong str dung thubc sau ngay hét han in trén bao bi (hop va vi thudc).

Nhiing ddu hi¢u va triéu chirng khi dung thudc qua liéu
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13.

14.

15.

16.

Dung thubc chinh xac nhu hudéng dan cia bic sy. Neu ban dung qud lidu hodc tré em nudt
phai thudc, lién hé ngay véi béc sy va trung tim y té gan nhat.

Cin phai lam gi khi dung thudc qua liéu khuyén cao?

Ngung dung thudc va lién lac ngay véi bac sy hodc trung tdm y té gan nhat. Khong tu 14i xe
dén bénh vién, hiy nho ai d6 dua ban di hodc goi ngay cho xe cép clru. Mang theo vién
thudc cling v6i bao bi dé bac sy biét ban da udng thude gi va c6 bién phép xir 1y kip thoi.

Nhirng diéu cin than trong khi dung thudc nay

- Neu ban c6 cdc dau hiéu suy tuyén thuong than, khi ma tuyén thugng thén khong san
xuat du lugng hormon nhur cortisol (mét moi man tinh hodc kéo dai, yéu co, chan an, sat
can, dau bung).

Trudc khi ding thudc nay, théng bdo cho bdc sy néu:

- Ban cé cac van dé vé gan, than.

- Ban ¢6 bénh vé tim, bao gom cdc van dé vé nhip tim.

- Ban c6 mirc kali, calci hodc magnesi trong méu bat thuong.

- Ban bi cdc phan ng trén da nang (ngtra, 6 da hodc kho tho).

Néu ban gdp phdi cdc truong hop trén (hodc néu ban khong chdc chdn), hay thdo ludn véi

bdc sy ciia ban triede khi ding thudc.

Ding thuéc cho tré em

Tham khao ¥ kién bc s¥.

Phu nit mang thai hodc cho con bu

Khong dung thudc cho phy nit mang thai, ¢c6 ging mang thai hoac dang cho con bi. Tham

khao ¥ kién ctia bac sy trudc khi ding thude.

Anh_hwéng doi véi cong viéc (ngwoi vian hanh mdy mée, dang ldi tau xe, nguoi lam viéc

trén cao va cac truong hop khdc)

SALGAD duong nhu khong anh huéng dén kha ning 1ai xe va van hanh mdy méc ciia ban.

Tuy nhién, can than trong vi thudc c6 thé giy tic dung khong mong mudn chéng mit hodc

co giat. Khong nén l4i xe hay van hanh may moéc cho dén khi xac dinh duoc ban c6 bi anh

huong hay khong.

Khi nao cin tham véin bac sy, duoc s§?

Can lién lac ngay véi bac s hodc trung tdm y té gan nhat khi ding thudc qu4 liéu chi dinh.
Thong thuong, bao gio ciing phai hoi ¥ kién béc sy hodc duge sy trude lic ding bat ky
thudc nao khi mang thai hodc cho con bu.

Thong bio ngay cho béc sy hoic duoc sy nhiing tic dung khong mong mudn gip phai khi
str dung thude.

Néu can thém thong tin xin hoi y kién béc sy hodc dugc s3.

Han dung ciia thudc: 36 thang ké tir ngy san xuat.
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PHAN 2. HUONG DAN SU DUNG THUOC CHO CAN BO Y TE

1.

PAC TiNH DUQC LUC HOC:

Nhém dwgre Iy: Thude khdng nidm - dan chat triazol.

Ma ATC: JO2ACOL1.

Fluconazol 13 thudc dau tién ctia nhom thude téng hop triazol khang ndm méi.

Fluconazol ¢6 tac dung khang ném do 1am bién d6i mang té bao, 1am ting tinh thim mang
te bao, 1am thodt cac yéu td thiét yéu (vi dy amino acid, kali) va lam giam nhép cdc phan tu
tién chat (vi du purin va pyrimidin tién chét cua DNA). Fluconazol tac dong bang cach trc
ché cytochrom P450 14-alpha-demethylase, ngan tong hop ergosterol 1a sterol chu yéu &
mang t& bao nim.

Fluconazol va céc triazol khang nam khéac (nhu itraconazol) c6 4i lyc manh véi P450 cia
nam va chi c6 4i luc yeu voi enzym P450 cua dong vat co va (tuy nhién cling du dé gy ra
nhiéu tuong tac thuoc) va cling la nhiing thudc e ché dic hidu cic hé thong Cytochrom
P450 ctia nAm hon nhiéu dan chat imidazol khac (nhu ketoconazol). Thudc ciing khong c6
tac dung trén sy tong hop cholesterol trong dich dong thé md gan cia dong vat ¢6 vi.

Phé khdng néam:

Fluconazol c6 tac dung trén Blastomyces dermatitidis, Candida spp., Coccidioides immitis,
Cryptococus neoformans, Epidermophyton spp., Histoplasma capsulatum, Microsporum
spp. va Trichophyton spp..

Fluconazol khong c6 tac dung khang khuén.

Khang thudc da phat trién trén mot vai chung Candida. Céac ching Candida ablicans khang
ketoconazol ciing khang chéo voi fluconazol.

PAC TiNH DUQC PONG HOQC:

Hip thu

Fluconazol dugc hap thu t6t qua duong udng va khong bi anh hudng boi thirc an. Sinh kha
dung duong udng bang hodc hon 90% so voi duong tiém tinh mach. Nong do ti da trong
huyet tuong dat dugc trong vong 1 - 2 gio, ndéng d6 thude trong huyét twong ty 18 véi liéu,
nong do on dinh dat duoc trong vong 5 - 10 ngay. Khong gidng nhu mét vai thuée chéng
nam imidazol khac (vi du ketoconazol), hap thu fluconazol khong chiu anh hudng cia acid
dich vi. Sau khi udng liéu nap (ngay 1) gép hai lan lidu thong thuong hang ngay, ndng do
trong huyet tuong dat khoang 90% ndng do on dinh cua ngay thir hai.

Phén bé

Thuéc phan bd rong rai trong cac mo va dich co thé. Nong do thude trong nude tiéu va da
cao gip khoang 10 lan so v6i ndng do trong huyét tuwong. Nong dd trong strta me, dich
khop, nudce bot, dom, dich am dao va dich mang bung tuong ty nong do trong huyét tuong.
Nong d6 trong dich ndo tuy dat tu 50% dén 90% nong do6 trong huyét tuong ngay ca khi
mang ndo khong bi viém. Ty 1¢ gan véi protein khoang 12%.

Nong d6 fluconazol trong méng sau 4 thang dung 150 mg x 1 1an/ tudn & ngudi khoe manh
12 4,05 microgam/ g va 1,8 microgam/ g & bénh nhan c6 bénh vé moéng. Va fluconazol
trong méng van ¢ muc dinh luong dugce sau 6 thang ngung diéu tri.

Chuyén héa

Fluconazol it bi chuyén héa. Sau khi ubng liéu c6 danh dau chat phong xa, chi ¢6 11%
thudc duogc thai trir qua nude tiéu dudi dang di chuyén hoa. Fluconazol 13 mot chét trc ché
chon loc CYP2C9 va CYP3A4. Fluconazol cling urc ché CYP2C19.

Thai tri

Thoi gian ban thai cta fluconazol trong huyét twong khoang 30 gid. Thube dugc thai trir
chu yéu béi than, véi khoang 80% liéu dung dudi dang khéng dbi trong nude tiéu. DO
thanh thai cua fluconazol ty 1& v6i d6 thanh thai creatinin. Khong c6 bang chimg cho thay
c¢6 chat chuyén hoa cua fluconazol trong tuan hoan.

Thoi gian ban thai dai cho phép dung thudc véi lidu duy nhét trong diéu tri nhiém ndm
Candida sinh duc, liéu 1 1an/ ngay hoac 1 14n/ tuan cho cac chi dinh khac.
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Duwogc dong hoc trén cac doi twong dac biét

Suy thdn

O bénh nhan suy than nang (GFR < 20 mL/ phit), thoi gian ban thai tang tir 30 dén 98 gio.
Do do, can giam liéu khi st dung. Fluconazol bi loai bo boi tham phan mau, va & muc do
thdp hon boi thim phan phtic mac. Khoang 50% fluconazol bi loai bo sau 3 gio' thim phan
mau.

Tré em

Mot sb nghién ctru danh gid dugc dong hoc trén tré em cho théy, sau khi dung lidu2 -8
mg/ kg fluconazol cho tré em tir 9 thang dén 15 tudi, AUC la khoang 38 microgam.h/ mL
v6i moi 1 mg/ kg don vi lidu. Thoi gian ban thai trung binh fluconazol huyét tuong thay doi
trong khoang tir 15 dén 18 gio va thé tich phan b khoang 880 mL/ kg sau khi ubng cac
lidu 13p lai. Thoi gian ban thai fluconazol huyét tuong cao hon khoang 24 gio sau khi udng
lidu don. Gié tri nay twong dwong véi thoi gian ban thai fluconazol huyét twong sau khi
tiém tinh mach lidu don 3 mg/ kg & tré em 11 ngay tudi dén 11 thang tudi. Thé tich phan b
trong nhém tudi nay 1 khoang 950 mL/ kg.

Kinh nghiém sir dung fluconazol ¢ tré so sinh dugc gidi han trong cic nghién ctru duge
dong hoc duge thuc hién ¢ tré sinh non. Do tudi trung binh dung lidu dau tién 1a 24 gio
(khoang 9 - 36 gio) va khéi lwong trung binh khi sinh 1a 0,9 kg (khoang 0,75 - 1,10 kg) ¢
12 tré sinh non v6i tu01 thai trung binh khoang 28 tuan 7 bénh nhan da hoan thanh diéu tri;
t6i da 5 liéu tiém truyén tinh mach 6 mg/ kg mdi 72 gio. Thoi gian ban thai trung binh
khoang 74 git' (khoang 44 - 185 gid) vao ngay thir 1, giam xubng 53 gio (khoang 30 - 131
gi0) vao ngay tht 7 va 47 gio (khoang 27 - 68 gid) vao ngay tha 13. AUC la 271
microgam.h/ mL (khoang 173 - 385 microgam.h/ mL) vao ngay thir nhat va tang 1én 490
microgam.h/ mL (khoang 292 - 734 microgam.h/ mL) vao ngay thir 7 va giam xubng con
360 (trong khoang 167 - 566 microgam.h/ mL) vao ngay thtr 13. Thé tich phan bd 1a 1183
mL/ kg (khoang 1070 - 1470 mL/ kg) vao ngay thtr 1 va tdng 1én 1184 mL/ kg (khoang 510
- 2130 mL/ kg) vao ngay thtr 7 va 1328 mL/ kg (khoang 1040 - 1680 mL/ kg) vao ngay thu
14.

Ngueoi cao tudi

Nghién ctru duoc dong hoc duoc thuc hién trén 22 bénh nhan >65 tudi ubng 50 mg
fluconazol liéu duy nhét, trong d6 c¢6 10 bénh nhan dang dung dong thoi véi cac thube loi
tiéu. Pat Cmax 1,54 microgam/ mL sau 1,3 gio dung thudc. AUC trung binh 76,4 + 20,3
microgam.h/ mL, va thoi gian ban thai trung binh 46,2 gid. Cac gia tri nay cao hon so véi
ngudi tinh nguyén con tré binh thuong. Dung dong thoi cac thude loi tiéu khong lam thay
d6i dang ké AUC hodc Cumax. Ngoai ra, do thanh thai creatinin (74 mL/ phut), ty 1¢ thudc
duoc thai trir dudi dang khong doi trong nudc tiéu (0 - 24 gio, 22%) va thanh thai qua than
cua fluconazol (0,124 mL/ phut/ kg) ¢ ngudi cao tudi nhin chung thip hon so véi & nguoi
tinh nguyen tré tudi. Do d6, nhitng thay doi duoc dong hoc cua fluconazol ¢ nguoi cao tudi
c6 thé lién quan dén sy suy giam chirc nang than ¢ nhom tudi nay.

3. CHI PINH:

SALGAD dugc chi dinh cho ngudi 16n dé diéu tri:

- Viém mang nao do Cryptococcus.

- Nhiém nam Coccidioides.

- Nhiém nim Candida niém mac bao gébm ¢ miéng - hong, thuc quan, dudng niéu.

- Nhiém nidm Candida 4m dao cép tinh hoac tai phat, khi ma diéu tri tai chd khong thich
hop.

- Nhiém nam Candida bao quy du khi diéu tri tai chd khéng thich hop.

- Bénh nidm da bao gém nam da chén, dui, toan thén, lang ben va nhiém Candida trén da
khi dugc chi dinh dung toan than.
Tinea unguinium (ndm moéng) khi cdc thude khac khong thich hop.

SALGAD dugc chi dinh cho ngudi 16n dé dy phong:
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- Du phong téi phdt nhiém nam candida miéng - hau va thuc quan & bénh nhan nhiém HIV
do nguy co tai phat cao.

- Giam tai phat Candida am dao (4 hodc nhiéu dot 1 nam).

- Du phong nhiém Candida & nhitng bénh nhan giam bach cau kéo dai (nhu bénh nhan bi
bénh mau ac tinh dang dugc héa tri hodc nhitng bénh nhan ghép tuy.

SALGAD dugc chi dinh cho tré em 0 - 17 tudi:

- Piéu tri nhim ndm Candida niém mac (miéng - hong, thuc quan), Candida phét tan,
viém mang nao do Cryptococcus.

- Dy phong nhiém nam Candida & bénh nhéan bi ton thuong hé mién dich.

- Diéu tri duy tri dé phong ti phat viém mang ndo do Cryptococcus & tré em co nguy co
tdi phat cao.

Diéu tri c6 thé bat dau trude khi 6 két qua nudi cay va cdc nghién ctru can lam sang khac,

tuy nhién, khi c6 nhiing két qua nay, diéu tri chong nhiém tring can dugc diéu chinh cho

phu hop.
Can cin nhic cac huéng din chinh thirc vé cdch sir dung céc thudc khang nam hop 1y.

4. LIEUDUNG - CACH DUNG:
Cach dung:
Thudc duoc dung theo duong ubng, nubt nguyén vién véi nudc, thoi diém dung thude
khong bi anh hudng bai thire an.
SALGAD hign chi c6 dang bao ché vién nang cirng 150 mg. Vi cdc lieu khéng phix hop
véi ham lwgng ché phim, khuyén cdo chon cdc dang bao ché khdc phi hop hon.
Liéu dung:
Liéu dung duoc cho dwa vao tinh chat va mirc d§ nghiém trong cua nhiém nam. Diéu tri
nhiém ndm can ding nhiéu liéu nén dugc tiép tuc cho dén khi céc chi s6 trén 14m sang hoac
xét nghiém can 1am sang cho thay nhiém tring ndm hoat dong da giam xudng.
Ngwoi lon:

Chi dinh

Liéu diing

Thoi gian diéu tri

Diéu tri viém mang
nao do Cryptococcus

Liéu nap: 400 mg
trong ngay dau, sau
do: 200 - 400 mg/
ngay

Thuong it nhat 6 - 8 tuan. ,
Néu nhiém trung de doa tinh mang c6 the
tang licu 1én 800 mg.

biéu tri nhiém nam
Coccidioides

200 - 400 mg

11 - 24 thang hodc dai hon, tuy thudc vao
bénh nhan. Co thé can nhic liéu 800 mg/
ngay cho mot s6 nhiém tring va dic biét
1a bénh mang nao.

biéu tri nhiem nam Candida ni€m mac

Nhiém Candida &
miéng - hong

Liéu nap: 200 - 400
mg trong ngay dau,
sau do: 100 - 200 mg/
ngay

7 - 21 ngay (cho dén khi tinh trang nhiém
nam ¢ miéng - hong duogc x6a bo).

Thoi gian diéu tri ¢6 thé 1au hon & nhiing
bénh nhén bi tén thuong chirc nang mién
dich.

Nhiém Candida thuc
quan

Liéu nap: 200 - 400
mg trong ngay dau,
sau do: 100 - 200 mg/
ngay

14 - 30 ngay (cho dén khi tinh trang
nhiém ndm & thuc quan dugc x6a bo).
Thoi gian diéu tri ¢6 thé 1au hon & nhiing
bénh nhén bi tén thuong chirc ning mién
dich.

Nhiém
duong ni€u

Candida

200 - 400 mg/ ngay

7 - 21 ngay. Thoi gian diéu tri co thé lau
hon ¢ nhiing bénh nhan bi ton thuong
chirc ndng mién dich.

Dy phong tai phat nhiém nam Candida niém mac ¢ bénh nhan nhiém HIV (nguoi c6 nguy
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co tai phat cao)

Nhiém Candida &
miéng - hau

100 - 200 mg/ ngay
hoac 200 mg x 3 lan/
tuan

Khong x4c dinh d6i véi bénh nhan suy
giam mién dich man tinh.

Nhiém Candida thuc
quan

100 - 200 mg/ ngay
hodc 200 mg x 3 lan/
tuan

Khéng xac dinh doi v6i bénh nhan suy
giam mién dich man tinh.

Nhiém Candida sinh duc

- Nhiém Candida
am dao cap

am dao tai phat (4
hoac nhiéu dot 1
nam)

vao ngay 1, 4 va 7),
sau do: 150 mg x 1 lan/
tuan

- Nhidm  Candida 150 mg Licu duy nhat.
bao quy dau

- Piéu tri va dy| 150 mg mdi 3 ngay
phong  Candida | trong 3 liéu dau (udng

Liéu duy tri: 6 thang.

bicu tri nhiem nam da

- NA4m da chan
- Nam da toan than

150 mg x 1 1an/ tudn

2 - 4 tuan, di€u tri nhiém nam da chan co

(nAm mong)

150 mg x 1 1an/ tuan

- Nam da dui thé kéo dai dén 6 thang.

- Nhiém Candida ‘

Lang ben 30;0 - 400 mg x 1 lan/ 1 - 3 tuan.

tuan

Tiép tuc diéu tri cho dén khi mong bi
nhiém tring duoc thay thé (méng méi
khong bi nhiém moc 1én). Su phét trién
lai cia méng tay va mong chan tuong

Tinea  unguinium mg can khoang 3 - 6 thing va 6 - 12

thang. Tuy nhién, ty 1& phét trién c6 thé
thay doi theo ting bénh nhan va tudi.
Po6i khi méng van bi bién dang sau khi
diéu tri khoi cac nhidm tring man tinh
kéo dai.

Du phong

Dy phong nhiém
Candida & bénh
nhan bi gidm bach
cau kéo dai

200 - 400 mg

Diéu tri nén bat dau vai ngay trudc thoi
gian dy doan s& khoi phat tinh trang mat
bach cau va tiép tuc trong 7 ngay sau khi
phuc hoi tinh trang mét bach cau khi sb
lwong bach cau ting 1én trén 1000 té bao/

cm’.

Tré em:
Khéng vuot qua liéu toi

da 400 mg & tré em.

Vi cac nhiém trung twong tw nhu nguoi lon, thoi gian diéu tri nén dua trén dap ung lam
sang tinh trang nhiém nim cia tré. Fluconazol duoc chi dinh véi lidu duy nhat hang ngay.

O tré em bi suy giam chtrc ning than, xem phan liéu diing cho bénh nhdn suy thdn. Dugc
dong hoc cua fluconazol chua dugc nghién ctru ¢ tré em c6 chirc ning than chwa day du.
Tré 28 ngay dén 11 tudi:

Chi dinh

Liéu dung

Khuyén ciao

Nhiém nam Candida niém mac

Licu khoi dau: 6
mg/ kg, sau do: 3

Licu khoi dau c6 thé dugc sir
dung trong ngay dau ti€én dé dat
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trang thai né)ng do 6n dinh trong
huyét twong nhanh chong.

mg/ kg/ ngay.

- Nhiém Candida phit tin
- Viem  mang nao
Cryptococcus

6 - 12 mg/ kg/
ngay.

Phu thudc vao muc do ndng cua

do bénh.

Diéu tri duy tri dé du phong tai
phit viém mang ndo do
Cryptococcus & tré em cO nguy
co tai phat cao.

6 mg/ kg/ ngay.
Phu thudc vao muc do ndng cua
bénh.

Phu thudc vao muc dd va thoi
gian gidm bach cau.

Dy phong nhiém Candida &
bénh nhan ton thwong mién dich

3 - 12 mg/ kg/
ngay.

Tré vi thanh nién (12 - 17 tudi):

Tuy can ning va thoi ky phat trién day thi dé dua ra lidu dung thich hop nhit cho bénh
nhan. Thong tin trén 1am sang cho thdy tré em c6 do thanh thai fluconazol cao hon so véi
ngudi 16n. Liéu 100, 200, 400 mg & ngudi 16n twong duong voi lidu 3, 6 va 12 mg/ kg & tré
em.

An toan va hi€u qua cda chi dinh diéu tri nhiém Candida sinh duc & tré em chua duoc thiét
1ap. Dt liéu an toan hién cé vé céc chi dinh khac trén tré em duoc mo ta trong phén “cac
tac dung khong mong mubn”. Néu bat budc diéu tri nhiém Candida sinh dyc trén tré vi
thanh nién (12 - 17 tudi), c6 thé st dung liéu dung twong tu nhu ngudi 16n.

Tré so sinh (0 - 27 ngay tuéi):

Tré so sinh thai trir fluconazol cham. C6 it thong tin dugc dong hoc hd tro cho chi dinh licu
0 tré so sinh.
Nhém tudi

Liéu dung Khuyén cdo

0 - 14 ngay tudi

Liéu mg/ kg tuong tu nhu tre 28
ngay - 11 tudi, udng mdi 72 gid

Khong dung qué liéu toi da 12
mg/ kg moi 72 gio.

15 - 27 ngay tudi

Liéu mg/ kg tuong tu nhu tre 28
ngay - 11 tudi, udng moi 48 gid

Khong dung qué licu toi da 12
mg/ kg moi 48 gio.

Nguwoi cao tudi:

Liéu dung nén dugc diéu chinh dua trén chirc ning than.

Suy thdin:

Khéng can diéu chinh lidu & bénh nhan dung liéu duy nhat. O nhitng bénh nhan (ké ca tré

em) suy giam chirc ning than duoc chi dinh dung nhiéu liéu fluconazol, nén khéi dau voi

lidu 50 - 300 mg, dwa trén lidu khuyén céo hang ngay trong chi dinh. Sau liéu nap khoi dau,

lidu dung (theo chi dinh) dugc dua ra nhu sau:
Do thanh thai creatinin (mL/ phut)

> 50

Ty 18 liéu khuyén cio
100%
< 50 (khong tham tich mau) 50%
Tham tach mau 100% sau mdi lan tham tach
Bénh nhan tham tach mau dinh ky nén ding 100% liéu khuyén céo sau mdi lan thim tach;
trong nhirng ngay khong thim tach, lidu ding duoc dua ra dua trén do thanh thai creatinin
cho bénh nhan.
Suy gan:
Thong tin vé viée dung thude trén bénh nhan suy gan con han ché. Do do, than trong khi
ding thude cho bénh nhan bi rdi loan chirc ning gan.

5. CHONG CHI PINH:
Bénh nhin man cam fluconazol, hodc cdc hop chét azol, hodc véi bat ky thanh phan nao
ctia thude.
Chéng chi dinh dung dong thoi terfenadin ¢ bénh nhan dang udng fluconazol licu lap lai
400 mg/ ngay hodc cao hon dya trén két qua nghién ctru tuong tac thude lidu lap lai. Chdng
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chi dinh dung ddng thoi véi cic thude giy kéo dai khoang QT va duoc chuyén héa boi
enzym CYP3A4 nhu cisaprid, astemizol, pimozid va quinidin & bénh nhan dang udng
fluconazol.

Réi loan chuyén héa porphyrin cip.

6. CANH BAO VA THAN TRONG KHI SU DUNG THUOC:
Ndm da dau
Fluconazol trong nghién ctru diéu tri trén tré em cho thiy khong c¢6 hiéu qua cao hon so véi
griseofulvin va ty 1€ chung khoi bénh dudi 20%. Do do, khong nén chi dinh dung
fluconazol diéu tri nAm da dau.
Nhiém Cryptococcus
Bing chiig hiéu qua ciia fluconazol trong diéu tri nhiém Cryprococcus tai cdc vi tri khic
(nhu nhim Cryprococcus & phdi hodc ngoai da) con han ché, do d6, khong khuyén cdo sir
dung.
Mycoses ddc hitu nang
Bing ching hiéu qua cua fluconazol trong diéu tri cdc dang khic ctia Mycoses dic hitu nhu
paracoccidioidomycosis, lymphocutaneous sporotrichosis va histoplasmosis con han ché.
Do d6, khong c6 lidu khuyén cdo riéng cho truong hop nay.
Than
Than trong khi dung fluconazol cho bénh nhan bi rdi loan churc nang than.
Suy tuyén thuong thin
Ketoconazol gy suy tuyen thuong than, diéu nay cling co thé xay ra khi ding fluconazol,
mic dir rat hiém. Suy tuyén thuong than lién quan phdi hop véi prednison dugc mo ta trong
phan tuong tac thudc.
Gan - mat
Than trong khi str dung thudc cho bénh nhén bi réi loan chiic ning gan.
Fluconazol ¢6 lién quan dén cac truong hop hiém gip ctia doc tinh trén gan ning, bao gém
tir vong, chii yéu & nhitng bénh nhan c6 tinh trang bénh nghiém trong. Trong trudng hop
doc tinh trén gan lién quan fluconazol, khong thay c6 moi quan hé rd rang véi tong lidu
hang ngay, thoi gian diéu tri, gi6i tinh va d6 tudi ciia bénh nhan dugc bdo cdo. Nhiém doc
gan do fluconazol thudng hdi phuc khi ngung diéu tri.
Thong bdo cho bénh nhan nhirng tri¢u chiing goi ¥ cua cic tic dung nghiém trong trén gan
(suy nhuoc ning, chan an, budn nén dai dang, nén va vang da).
Nén dung diéu tri fluconazol néu bénh nhan c6 cdc dau hiéu va triéu chung cho thay bénh
gan tién trlen Néu c6 bat thuong Ve xét nghiém chirc ndng gan xay ra trong khi dung
fluconazol, can theo doi tinh trang ton thuong gan ning 1én trén bénh nhan.
Tim - mach
ba c6 bao cao kéo dai khoang QT va xoan dinh ¢ bénh nhin dung fluconazol. Nhitng béo
cdo nay bao gdm ca ¢ nhirng bénh nhén bénh nang c6 nhiéu yéu t6 nguy co gy nhiéu nhu
bat thudng trong céu tric tim, rdi loan dién giai va dung dong thoi céc thube khac ciing gay
nguy co trén.
Than trong khi dung fluconazol cho bénh nhan tiém an tinh trang tién loan nhip.
Chéng chi dinh dung dong thoi fluconazol véi céc thude khic gy kéo dai khoang QT va
duoc chuyén héa boi cytochrom P450 (CYP) 3A4.
Halofantrin
Halofantrin 1a mot thudc gy kéo dai khoang QT & liéu diéu tri va 1a mot co chét cua
CYP3A4. Khong khuyén cdo phéi hop fluconazol va halofantrin.
Phan vung trén da
Pi ¢ bao cao vé mot s6 hiém cac truong hop viém da tréc vay (nhu hoi ching Stevens-
Johnson, hoai tir biéu bi nhiém doc) c6 nguy co de doa tinh mang khi dung fluconazol. Cac
bénh nhén c6 ton thwong hé mién dich (vi du bénh nhan nhiém HIV) dé bi cdc phan Ung
nghiém trong trén da véi nhiéu loai thuéc. Néu xuat hién ban da trong khi diéu tri bang
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fluconazol, bénh nhan can duoc gidm sdt chit ché va nging thudce khi ton thuong c6 biéu
hién tién trién.

Qud madn

Trong mét sé hiém cac truong hop, nhu cac azol khac, di c¢6 bao cao séc phan vé xay ra.
Cytochrom P450

Fluconazol 12 mét chit ttc ché CYP2C9 manh va CYP3A4 trung binh. Diéu trj fluconazol
cho bénh nhéan dang ding dong thoi cac thudc c6 khoang tri liéu hep duoc chuyén héa qua
CYP2C9 va CYP3A4 nén duoc theo ddi can than.

Terfenadin

Theo doi chiat ché khi dung ddng thoi fluconazol lidu dudi 400 mg/ ngay véi terfenadin.
Than trong khdc

Diing fluconazol c6 thé gy ra phat trién qua mic cac chung Candida khong nhay cam
(ngoai C. albicans), bao gébm C. krusei, bénh nhan can ding thudc chdng nam khac thay
thé.

Khong ding lai fluconazol cho bénh nhén bj phét ban hodc séc phan vé sau khi ding thudc.
Dé xa tim tay tré em.

St dung cho phu nir mang thai va cho con bi

Phy nit mang thai

Thong tin tir nhiéu phu nir mang thai dugc diéu tri véi lidu Fluconazol chudn (< 200 mg/
ngly), udng liéu duy nhit hodc lip lai trong 3 thang diu thai ky khong thdy c6 tic dung
khong mong mudn trén thai nhi.

D3 c6 bdo cdo vé di tat bam sinh tai nhiéu bo phan & tré ¢6 me duoc diéu tri trong it nhat 3
hodc nhiéu thang véi fluconazol lidu cao (400 - 800 mg mdi ngay) dé diéu tri nAm do
Coccidioides. Lién quan gitta dung fluconazol va cic tac dung nay con chua ro.

Nghién ctru trén dong vat cho thiy tic dung giy qudi thai.

Do d6 tranh ding fluconazol trong thai ky trir truong hop bénh nhan bi nhiém ndm ning
hoic de doa tinh mang, khi loi ich diéu tri vuot trdi so v6i nguy co c6 thé xay ra cho thai
nhi.

Phu nit cho con bii

Fluconazol tiét vao sita & ndong d6 twong tu nhu trong huyét twong, do d6 khong khuyén
cdo dung thudc cho phu nit dang cho con bu.

Anh huwéng ciia thude ddi véi cong viée (ngudi van hanh may moc, dang lai tau xe, ngudi
lam viéc trén cao va céac truong hop khéc):

Fluconazol c6 thé gdy chéng mat hodc co giat. Do d6, khuyén cdo bénh nhan khong nén l4i
xe hodc van hanh mdy moéc hoac cic cong viéc doi hoi sy tinh tdo cho dén khi xé4c dinh
minh c6 bi anh hudng hay khong.

7. TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG

TAC KHAC:

Chong chi dinh phoi hop:

- Cisaprid: Dung dong thoi fluconazol va cisaprid cé the lam tang ndng do cisaprid trong
huyet tuong, co thé giy tic dung khong mong mudn nguy hiém trén tim (bao gdém ca
xoan dinh). Chong chi dinh phéi hop hai loai thudc nay.

- Terfenadin: Pa c6 bao cao loan nhip tim thtr phat sau khi kéo dai khoang QT & bénh
nhan dang dung dong thoi cdc thudc khdng ndm nhém azol véi terfenadin, cic nghién
chu tuong tac thudc dd dugc thuc hién: Dung liéu 200 mg/ ngay fluconazol véi
terfenadin khong thay kéo dai khoang QT, fluconazol liéu > 400 mg/ ngay lam tang dang
ké ndng do trong huyét trong cua terfenadin. Chdng chi dinh dung d6ng thoi fluconazol
lidu > 400 mg vi terfenadin. Than trong khi diing fluconazol liéu dudi 400 mg/ ngay véi
terfenadin.
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- Astemizol: Fluconazol c6 thé lam ting nong do astemizol trong huyet tuong gy ra cac
tai bién tim mach nguy hiém (nhu loan nhip tim, ngimg tim, danh tréng nguc, ngat va tir
vong) khi ding thudc ddng thoi véi astemizol.

- Pimozid: Mac du chua c6 cac nghién ctu in vivo hodc in vitro, dung dong thoi
fluconazol va pimozid c¢6 thé gy tc ché chuyén hoa pimozid. Tang nong d6 pimozid
trong huyet tuong c6 thé gy kéo dai khoang QT va mot s6 hiém truong hop gdy xoédn
dinh. Chdng chi dinh ding ddng thoi fluconazol va pimozid.

- Quinidin: Mic du chua cé cic nghién ciru in vitro va in vivo, phdi hop fluconazol va
quinidin ¢6 gy tc ché chuyén héa quinidin. Su dyng quinidin lién quan tac dung gay
kéo dai khoang QT va trong mét s6 hiém truong hop gdy xoan dinh. Chéng chi dinh
ding dong thoi fluconazol va quinidin.

- Erythromycin: Phéi hop fluconazol va erythromycin 1am ting nguy co ddc tinh trén tim
(kéo dai khoang QT, xoan dinh) va gay dot tir. Chong chi dinh dung dong thoi
fluconazol va erythromycin.

- Amiodaron: Phdi hop fluconazol va amiodaron giy trc ché chuyén héa amiodaron.
Amiodaron c6 thé giy kéo dai khoang QT. Chdng chi dinh dung ddng thoi fluconazol va
amiodaron.

Khong khuyén cdo dimg dong thoi:

- Halofantrin: Fluconazol c6 thé 1am ting ndng do halofantrin trong huyét twong do tc
ché CYP3A4. Dung ddng thoi fluconazol va halofantrin c6 thé 1am tang nguy co doc
tinh trén tim (kéo dai khoang QT, xodn dinh) va gy dot tir. Tranh phdi hop fluconazol
va halofantrin.

Phéi hop can thén trong va chinh liéu:

Anh hwéng cia cdc thuée khdc déi véi fluconazol:

- Hydroclorothiazid: Dung dong thoi fluconazol véi hydroclorothiazid liéu 1ap lai c6 thé
lam ting nong do fluconazol trong huyét twong. Tuong tic ndy khong can thiét phai thay
doi liéu dung.

- Rifampicin: Dung d6ng thoi fluconazol va rifampicin lam giam 25% AUC va 20% thoi
gian ban thai fluconazol trong huyét tuong. Can nhic ting liéu fluconazol khi dung dong
thoi rifampicin.

Anh huong cia fluconazol lén cdc thudc khdc:
Fluconazol 1a mot thude (rc ché CYP2C9 manh va CYP3A4 trung binh. Trong cac twong
tac thudc duge dé cap dudi day, co nguy co ting nong do trong huyét twong cua céc thude
dugc chuyén héa qua CYP2C9 va CYP3A4 khi ding chung véi fluconazol. Do dé, can
than trong khi phéi hop va theo dbi bénh nhan chit ché. Tdc dung wc ché enzym cua
fluconazol kéo dai 4 - 5 ngdy sau khi ngung diéu tri fluconazol do fluconazol c6 thoi gian
ban thai dai.

- Alfentanil: i c6 bao cao giam d6 thanh thai va thé tich phan bd cung nhu kéo dai thoi
gian bdn thai cta alfentanil sau khi ding chung fluconazol. Co ché cta twong tac ndy cd
thé 12 do fluconazol wrc ché CYP3A4. Can nhéc diéu chinh liéu alfentanil.

- Amitriptylin, nortriptylin: Fluconazol lam tang tac dung cua amitriptylin va nortriptylin.
5-nortriptylin va/ hodc S-amitriptylin c6 thé do duoc khi bt ddu va sau 1 tudn ding phbi
hop. Piéu chinh lidu amitriptylin/ nortriptylin néu can thiét.

- Amphotericin B: Dung df)ng thot fluconazol va amphotericin B cho chudt nhiém bénh
binh thuong va bi uc ché mién dich cho thdy: Mot tdc dung khang nim nho dugc thém
trong nhiém nam toan than do C. albicans, khong c6 tuong tac trong nhiém ndm noi Ry
do Cryptocococcus neoformans, va tic dung d6i khing cua 2 thudc trong nhiém nam
toan than do A. fumigatus. Y nghia 1am sang cta céc két qua thu dugc tir nhitng nghién
clru nay chua rd.

- Thuéc chong dong: Dung dong thoi warfarin véi fluconazol lam ting thoi gian
prothrombin. Cac bién c¢b chay méu (bdm tim, chay mdu cam, chay mau duong tiéu héa,
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tiéu ra mau va phan den) di dugc bao céo, kém ting thoi gian prothrombin & bénh nhan

dung dong thoi fluconazol va warfarin. Theo dbi cin than thoi gian prothrombin khi

dung ddng thoi fluconazol véi céc thude chéng déng nhom coumarin. Piéu chinh lidu
warfarin néu can thiét.

Benzodiazepin (tdc dung ngdn) nhw midazolam, triazolam: Fluconazol lam tang ndng do

va tac dung trén tim than van dong cua midazolam. Can gidm sat chit ch& va can nhic

giam liéu benzodiazepin khi ding dong thoi véi fluconazol.

Fluconazol lam ting AUC ciia triazolam (liéu duy nhét) khoang 50%, Cax 20 - 32% va

tang thoi gian béan thai 25 - 50% do wc ché chuyén héa triazolam. Can nhic diéu chinh

lidu triazolam.

Carbamazepin: Fluconazol tc ché chuyén héa carbamazepin va lam ting nong do

carbamazepin trong huyét thanh (khoang 30%) gy nguy co ngd doc carbamazepin. Diéu

chinh lidu carbamazepin c6 the can thiét.

Thudc chen kénh calci: Mot sé thudc chen kénh calci dihydropyridin (nifedipin, isradipin,

amlodipin va felodipin) dugc chuyén héa boi CYP3A4. Fluconazol ¢6 thé 1am ting nong

d6 céc thude chen kénh calci trong tudn hoan. Khuyén cao theo ddi thudng xuyén céc téc
dung khdng mong mudn c6 thé xay ra.

Celecoxib: Dung ddng thoi fluconazol (200 mg/ ngdy) véi celecoxib (200 mg) lam tang

Cimax v2 AUC ctia celecoxib 18n 1an luot 12 68% va 134%. Can nhic giam lidu celecoxib

con mot nua khi dung chung fluconazol.

Cyclophosphamid.: Phéi hop cyclophosphamid va fluconazol c6 thé 1am tang bilirubin va

creatinin huyét thanh. Phdi hop nay c6 thé dugc str dung khi di can nhic nguy co ting

bilirubin va creatinin huyét thanh.

Fentanyl: D3 c6 mot trudng hop tir vong ¢6 thé do twong tac fluconazol va fentanyl dugc

béo cao. Ngudi ta cho rang, bénh nhan tir vong do ngd doc fentanyl. Hon nita, trong mot

nghién ctru cho thay fluconazol 1am cham thai trir fentanyl dang ké. Nong do fentanyl
cao c6 thé dan dén suy ho hap.

Thudc trc ché HMG-CoA reductase: Nguy co mac bénh vé co va tiéu co van tang 1én khi

ding ddng thoi céc thude e ché HMG-CoA reductase duoc chuyén héa qua CYP3A4,

nhu atorvastatin va simvastatin hoic qua CYP2C9 nhu fluvastatin. Néu can thiét phai

ding phdi hop, can theo ddi céc triéu ching bénh vé co va tiéu co van va theo ddi

creatinin kinase. Ngung diéu tri bang cic thudc (rc ché HMG-CoA reductase néu thay c6

tang creatinin kinase dang ké hodc c6 chan doan hodc nghi ngd bénh nhan mac bénh vé
co hodc tiéu co van.

Thudc tkc ché mién dich (nhw ciclosporin, everolimus, sirolimus va tacrolimus):
Sirolimus: Fluconazol 1am ting ndng do sirolimus trong huyét tuong, c6 thé do tic ché
chuyén héa sirolimus qua CYP3A4 va P-glycoprotein. Can nhic giam liéu sirolimus
thich hop khi dung dong thoi fluconazol.

Tacrolimus: Fluconazol c¢6 thé 1am ting nong do trong huyét thanh cua tacrolimus
dung duong uéng gap 5 lan do e ché chuyén héa tacrolimus boi CYP3A4 & rudt.
Khéng co thay ddi dugce dong hoc dang ké duoc bao céo ddi voi tacrolimus duong
tiém. Tang noéng do tacrolimus lam ting doc tinh trén than. Nén giam liéu udng
tacrolimus.

Ciclosporin: Dung déng thoi fluconazol va ciclosporin ¢6 thé 1am ting néng do cua
ciclosporin trong huyét tuong, déc bi€t ¢ nguoi ghép than. Can theo doi can than
creatinin huyet thanh va nong d¢ ciclosporin trong huyet tuong o nguoi bénh dang
cung diéu tri bang fluconazol va liéu dung ciclosporin phai diéu chinh cho thich hop.
Everolimus: Mac du chua c6 nghién ctru in vitro hodc in vivo, fluconazol c6 thé lam
tang nong d6 everolimus trong huyét thanh thong qua trc ché CYP3A4.
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Losartan: Fluconazol trc ché chuyén héa losartan thanh chat chuyén héa c6 hoat tinh ctia
n6 (E-31 74), chat chu yéu c6 tic dung d6i khdng thu thé angiotensin II xay ra khi diéu
tri voi losartan. Cén theo dbi lién tuc huyét ap cua bénh nhan.

Methadon: Fluconazol c6 thé 1am ting nong do methadon trong huyét thanh. Cin nhic
diéu chinh liéu methadon.

Thubc khdng viém khong steroid (NSAID): Cumax va AUC clia ibuprofen ting lan luot 1a
23% va 81% khi ding dong thoi véi fluconazol. Tuong tu, Cmax va AUC ctia ddng phan
¢6 hoat tinh S-(+)-ibuprofen (400 mg) ting lan luot 15% va 82% khi diung dong thoi véi
fluconazol. Mic du chua c6 nghién ciru cu thé, fluconazol ¢ thé lam ting thoi gian
trong mau cua céc thudc NSAID khac dugc chuyén héa bai CYP2C9 (nhu naproxen,
lomoxicam, meloxicam, diclofenac). Theo déi thuong xuyén cic tic dung khong mong
muén va doc tinh lién quan céc thuc NSAID, diéu chinh liéu cua cédc thuéc NSAID néu
can thiét.

Phenytoin: Dung dong thoi véi fluconazol lam ting ndng do phenytoin trong huyét
tuong (128%) va ting AUC (75%) cua phenytoin ddn dén ngd doc phenytoin, con duoc
dong hoc cua fluconazol khong bi anh huong. Phai hét st than trong khi ding dong thoi
phenytoin va fluconazol.

Prednison: Da co bao cao truong hop mot bénh nhan ghép gan diéu tri v6i prednison bj
suy vo thuong than cép khi d3 ngung diéu tri v6i fluconazol duoc 3 thang. Viéc ngung
fluconazol c6 thé di lam ting hoat tinh cia CYP3A4 dan dén ting chuyén héa prednison.
Can than trong theo ddi tinh trang suy vo thuong than ¢ bénh nhan diéu tri kéo dai voi
fluconazol va prednison sau khi ngung dleu tri voi fluconazol.

Rifabutin: Fluconazol c6 thé 1am ting nong d rifabutin trong huyét thanh, dan dén tang
AUC cua rifabutin 1én 80%. Di c6 bao céo viém mang bd dao & bénh nhan dung dong
thoi fluconazol va rifabutin. Khi phdi hop diéu tri, cin cAn nhéac nhiing triéu chting ngd
doc rifabutin.

Saquinavir: Fluconazol lam tang AUC cua saquinavir 1én khoang 50%, Cmax khoang
55% va giam d¢ thanh thai cua saquinavir khoang 50% do trc ché chuyen hoa saquinavir
0 gan boi enzym CYP3A4 va trc ché P-glycoprotein. Piéu chinh liéu saquinavir néu can
thiét.

Sulfonylureas: Dung dong thoi fluconazol ¢ ngudi bénh dang diéu tri bang tolbutamid,

glyburid hogc glipizid s€ gy tang ndéng do trong huyét tuong va giam chuyén héa cic
thudc chéng dai thao duong. Néu dung dong thoi fluconazol véi tolbutamid, glyburid va
glypirid hoac bét cir mot thudc udng chéng dai thao duong loai sulfonylurea nao khdc,

phai theo doi can than nong do glucose trong mau va phai diéu chinh lidu diing cua thude
diéu tri dai thao duong khi can.

Theophylin: Fluconazol lam ting ndng do theophylin trong huyét thanh xap xi 13% va
dan dén ngd doc. Do d6, phai theo ddi ndng do theophylin va ding hét stc than trong dé
tranh lidu gay doc cia theophylin.

Alkaloid dira can: Mac du chua dugc nghién ctu, fluconazol ¢6 thé 1am ting ndng do
trong huyét tuong cua cdc alkaloid dira can (nhu vincristin va vinblastin) gy doc than
kinh, trong tic nay co thé 1a do tic dung trc ché CYP3A4 cua fluconazol.

Voriconazol (chat tc ché CYP2C9 va CYP3A4): Dung dong thoi voriconazol dudng
ubng va fluonazol duong ubng c6 thé 1am tang Cmax va AUC cua voriconazol. Giam lidu
va/ hodc s 1an ding voriconazol va fluconazol dé loai bo tac dung nay chua duoc thlet
1ap. Khuyén cdo theo ddi cdc tic dung khong mong mudn lién quan voriconazol néu
voriconazol dugc sir dung ngay sau khi dung fluconazol.

Vitamin A: Dya trén bdo cdo ¢ mét bénh nhén dung phéi hop diéu tri voi all-trans-
retinoid acid (ATRA - mot dan xut cta vitamin A) va fluconazol, tic dung khong mong
mudn lién quan hé than kinh trung wong (CNS) di tién trién thanh dang gia u ndo va bién
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mat sau khi ngung diéu tri pantoprazol. Phdi hop nay c6 thé dugc st dung nhung nén luu
¥ tan sudt gap phai tic dung khong mong mudn lién quan CNS.

- Zidovudin: Dung dong thoi zidovudin, fluconazol lam thay ddi chuyén héa va thanh thai
cta zidovudin. Fluconazol ¢6 thé lam ting AUC (75%), Cumax (85%) do giam 45% do
thanh thai duong ubng cia zidovudin va kéo dai thoi gian ban thai (128%) ciia zidovudin.
Bénh nhan ding dong thoi hai thudc nay can dugc theo doi chit ché cic tic dung khong
mong mudn ctia zidovudin. Can nhéc giam liéu zidovudin.

- Azithromycin: Khong c6 twong tac dugc dong hoc dang ké gitta fluconazol va
azithromycin.

- Thuéc tranh thai dwong uéng: Nghién ctru duge dong hoc khong thdy c6 anh hudng trén
nong d6 hormon khi diing fluconazol liéu 50 mg. O lidu fluconazol 200 mg/ ngay, AUC
cua ethinyl estradiol va levonogestrel tang lan luot 40% va 24%. Vi viy, ding
fluconazol l1ap lai ¢ nhiing heu nay duong nhu khoéng c6 anh huong dén hiéu qua cua céc
bién phap tranh thai duong udng ding phdi hop.

- Ivacaftor: Dung dong thoi véi ivacaftor, mot chat ting tiém lye protein didu hoa van
chuyén mang xo nang (CFTR potentiator), lam tang nong do ivacaftor va
hydroxymethyl-ivacaftor (M1). Khuyen cdo giam lidu ivacaftor xuéng con 150 mg/ ngay
& bénh nhan ding phdi hop véi cdc thude e ché CYP3A4 trung binh nhu fluconazol va
erythromycin.

Nghién ctru tuong tac thuéc khi udng fluconazol véi thic an, cimetidin, cac thudc khéng

acid hodc sau khi xa tri d& ghép tiy xwong khong thiy c6 su giam hép thu fluconazol ¢ ¥

nghia 1am sang xay ra.

8. TAC DUNG KHONG MONG MUON:
Xay ra ¢ khoang 5 - 30% nguoi bénh da dung fluconazol 7 ngay hodc 1au hon. Ty 1€ phai
ngimg thude 13 1 - 2,8%. Véi phu nit dung mot liéu duy nhét dé diéu tri ndAm am ho - 4m
dao thi tic dung khong mong mudn gip trong khoang 26 - 31%. Ngoai ra ngudi ta ciing
théy rang tat ca cac ADR thuong xay ra & ngudi bénh bi nhiém HIV vdi ty 1é cao hon
(21%) so voi nguoi benh khong bi nhiém (13%), mac du ty 1& gip tac dung khong mong
mudn nghiém trong can dimg thudc twong tu giira hai nhom. Tuy nhién, rat khé khin trong
danh gia va xac dinh lién quan giita fluconazol véi ADR vi thudc da dugc dung cho nhiéu
ngudi bénh bi cac bénh co ban ning da sir dung ddng thoi nhiéu loai thude.
Thuong gap, 1/100 <ADR < 1/10
Than kinh: Pau dau, chéng mat.
Tiéu héa: Budn non, non, dau bung, ti€u chay.
Gan - mat: Tang alanin aminotransferase, aspartat aminotransferase, ting phosphatase kiém
trong mau.
Da va mo6 dudi da: Phét ban.
It gap, 1/1.000 <ADR < 1/100
Huyet hoc: Thiéu m4u.
Chuyén hoa va dinh dudng: Ha kali huyét, chan an.
Tam than: M4t ngu, budn ngi.
Than kinh: Co giét, di cam, 1an 16n vi giéc.
Tai va mé 16: Hoa mit.
Tiéu hoa: Kho tiéu, day hoi, kho miéng.
Gan - mat: U mat, vang da, bilirubin tang.
Da: Ngtra, may day, ¢ nhiéu md hdi, phét ban do thubc (bao gdm hdong ban nhiém sic cb
dinh do thudc).
Co - xuong - khop: Dau co.
Toan than: Mét moi, khé chiu, suy nhuoc, sot.
Hiém gdp, ADR < 1/1.000
Huyét hoc: Mét bach cau hat, giam bach ciu, giam bach ciu trung tinh, giam tiéu cau.

16/17 TOA146BBB



Mién dich: Séc phan vé.

Chuyen hoa va dinh dudng: Tang triglycerid huyét, ting cholesterol huyét.

Than kinh: Run ray.

Tim: Xoan dinh, kéo dai khoang QT.

Gan: Suy gan, hoai tir té bao gan, viém gan, ton thuong té bao gan.

Da: Viém da troc vay, hoai tir biéu bi nhiém doc, hoi chimg Stevens-Johnson, ngoai ban
mun mu toan than cap tinh, phu mat, rung toc.

Khéc: Tran dich mang phdi, tiéu it, ha huyét 4p.

Tré em:

M5 hinh va ty 1¢ cic tic dung khong mong mubn va nhimng bét thudng trong xét nghiém da
dugc ghi nhan trong céc thir nghiém 1Am sang & tré em, ngoai trir chi dinh nhiém Candida
sinh dyc, tuong ty nhu ¢ nguoi lon.

Thudc ¢6 thé gay ra cdc tdc dung khéng mong muon khac. Can theo doi chat ché va khuyén
cdo bénh nhdn théng bdo cho bdc sy nhitng tic dung khéng mong muén gdp phdi khi sir
dung thuoc.

QUA LIEU VA XU TRI: |

D3 ¢ bao cao qua lidu fluconazol véi biéu hién 4o gidc va hanh vi hoang tudng.

Néu chan do4n 1am sang ¢6 biéu hién qué lidu thi phdi dua nguodi bénh dén bénh vién va
gidm sét can than it nhat 24 gid, phai theo ddi cdc dau hiéu 1am sang, ndng do kali huyét va
lam céc xét nghiém vé gan, than.

Néu c6 bang ching t6n thuong gan hodc thén, ngudi bénh phai nam vién cho dén khi
khong con nguy hiém c6 thé xay ra cho cdc bo phan nay. Trong 8 gio dau sau khi diing
thudc néu khong c6 biéu hién qua_ liéu hodc dau hiéu hay triéu ching 1am sang khac khong
giai thich dugc thi ¢6 thé khong can gidm sét tich cuc nita. Phai theo doi tinh trang hé hap,
tuan hoan cho dén khi ngudi bénh tinh tdo, thd binh thuong va moi thir on dinh. Truong
hop qu4 liéu tram trong nén tién hanh tham tich mau.

CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khéng dung qué lidu chi dinh.
Piéu kién bio quan: Noi kho rdo, tranh anh sang, nhiét do khong qué 30°C.
Han dung ciia thudc: 36 thang ké tir ngy san xuat.

. TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT

Sdn xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Cong nghiép My Phuéc 1, Phuong Théi Hoa, Thi xa Bén Cit,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688
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