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Thanh phiin:
M3i vién nang cimg chira:
Thanh phdn hoat chdr:
PIactnasole UNP ... ..o uaiismiissesimorsnminiin 150 mg

Thanh phdn 1é dwpe: Lactose, dibasic calcium phosphate, tale, microcrystalline cellulose,
croscarmellose sodium, Ii@kb?(dcmn coloured size “1” empty hard gelatin shell vira 8 |
vién,
Dang bao ché: Vién nang cimg.
Mb ti: Vién nang cimg miu xanh duong/kem, cd nang s | bén trong chira bit mau triing
nga.
Chi djnh:
Grabudcure dwpe chi dinh didu tri & nguwoi lim trong nhitng trudmg hop sau:
Viém ming niio do Cryptococeus
Béah ndm Coccidioidomycosis
- Nhim Candida xim lin
- Nhilm Candida niém mgc bao gdm nhidm Candida migng-hdu, thye quan, Candida ni¢u
vl nhiém Candida & da-niém mac man tinh.
Nhié¢m Candida gdy teo & migng mgn tinh (kém dau ring) néu v¢ sinh ring migng hogc
didu tri 1pi chd khong hét.
Nhiém Candida dm dgo cdp hodc main tinh, khi li¢u phip tai ch 14 khdng thich hop.
Viém quy ddu do Candida khi ligu phap 13i chd khong thich hop.
Céc tdn thuong da bao gdm sung, ndm da thin, ndm da d0i, ndt sin va nhidm ndm
candida trén da khi didu trf todn thin.
Nim nho (ung thu nudu) khi céc tic nhin khic khing thich hop.
bmbulm duore chi dinh du phong & nguwoi lim trong nhitng tricomg hop sau:
= Tai phdt cda viém ming ndo do cryptococcus & b¢nh nhin ¢6 nguy co tdi phit cao.
Nhiém Candida mi¢ng-hdu hoge thye quan & cdc binh nhan nhidm HIV ¢6 nguy co i
phét cao,
Gidm 1y 1§ udi phét Candida dm dgo (4 dot tro 1én mdi néim).
Dy phdng nhidm ndm candida & binh nhiin gidm bych cdu kéo dii (nhu bénh nhn ¢6 ung
thu méu dc tinh tiép nhin hoa tr lidu holic bénh nh&nduucghéplé bdo gde).
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Grabudcure dwge chi dinh & tré so sinh, tré nho, tré mai biét &i, tré em va thank thiéu nién te

a .
- n 17 tudi:
CJ centrﬂﬂmmmumﬂmd{ﬁhlﬁmmnﬂmmgc(mitng-hiu.lhucqldn).cmdidn

pharmacy xim ldn, viém mang ndo do cryptococcus vi dy phong nhidm candida & nhimg binh nhin
TrungTamThuoc.com suy gidm mién dich. Grabulcure o6 thé duge st dyng nhu la li¢u phip duy tri dé ngin
ngimlﬁph.ﬁvi&nnﬁgn&odo:rypwcocwlouécénguywmlﬁphu
Cich ding, lidu ding:

Libu hing ngiy cia fluconazole cdn dya trén bin chit vi mic 49 nhidm ndm. D& véi cic
truémg hop nhidm ndm mi cln phii gt dung phic 8 tej lidu da lidu, cln tidp tue didu tri cho
a&uemmmsbumsmhopg'mmimmmy ring nhidm ndm dgng hogt ddng

da thuyén gidm. Didu trj khong di thei gian c6 thé diin dén tii phit nhidm ndm hogt ding.

Sie dung @ nguoi lom:
Chi djnh Li¢u lugng Thoi gian didu trj |
Nhiem nidm Candida | - Nhiém 150 mg Licu duy nhdt
sinh dyc ndm Candida im dgo
= Viém ni¢u dgo do
Candida
Diéu trj va dy phong | 150 mg | ln mdi | Duy tri trong 6 thing
nhi€m ndm Candida | thing
ti phit (4 dot trdy lén
mdi nim)
Bénh ndm da - Ndm chin 150 mg mdi lin mdi | 2-4 twdn, nhung ndm
- Ndm thin tudn chin o6 thé cin phai
- Ndm ben didu trj dén 6 win
- Nhiém Candida da
- Lang ben mmgm&lhmai I =3 tudn
L
- Nim mong 150 mg mdi in mdi | Cin udp we dide
tudn cho &én khi méng bj
nhidm ndm duge thay
thé (moéng mdi chua
bi nhiém phit trién
thay). Sy phat tridn lgi
cta mong tay wva

mong chin  thing
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nhi¢m nim man tinh
trong théi gian dai, thi
sau khi diéu trj thinh
cdng, méng thinh
thoing vin con bj
bién dang.

Sir dyng & ddi twgng dic bijt:
Nguor lom mdi: Lidu ding nén duge higu chinh dya trén chirc niing thin.

Suy thin: Khong cin didu chinh lidu & phde dd didu trj ding liéu duy nhdt. O3 cic bénh nhin
(gbmcauem)céclwcnmmannxﬁmdnpwn&dqagma&dmali&.
fluconazole, lidu tin cong khi ddu 1 150 mg-300 mg. Sau d6 libu hing ngiy (tuy theo chi
dinh) cdn duge cin cir trén bing sau diy:

D) thanh thii creatinine % liéu khuyén cio
(ml/phit)
> 50 100 %
< 50 50%
(khong thdm tich miu) : !
Thim tich méu du ddn | 100% sau mdi lin thim tich
mau

Bénh nhdn thim tich miu djnh ky cln ding 100% lidu khuyén cdo sau mi thn thim tich
méu; vdo nhimg ngdy khong lim thim tich mdu, bah nhin cdn duge ké lids gidm di toy
theo dd thanh thai creatinin,
Suy gan: DI li¢u han ché trén bénh nhin suy gan, do d6 nén thiin trong khi ding Muconazole
cho bénh nhin rdi logn chirc ning gan.
Tré em: Clng nhu & ngudi Idm, thivi gian didu tr dya trén ddp (g lim sng va bénh hoc.
Grabulcure ding 1 liéu duy nhdt mdi ngdy.
Chdng chi djnh:
Qué min véi fluconazole, cdc chit c6 gde azole hode bilt ky 14 duge ndo trong think phia
cia thude,
Khong duge ding chung terfenadine & b{nh nhin ding fluconazole véi lidu 400 mg/ngiy
hodc cao hon dya trén két qua nghién clu wong tic git lidu I9p li.
Khéng duge ding chung céc thubc khic gy kéo dai khodng QT va duge chuydn héa qua
cytochrome P450 (CYP) 3A4 nhu cisapride, astemizole, pimozide, quinidine vi
erythromycin & nhitng b¢nh nhin ding fluconazole.
Canh cdo vii thin trong khi ding thube:
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. Nind:dh:Flucmlcdwcn;hiﬁncﬁudiéuuihémdmdnduonémnynbih
- ungkhdngl&wvtipimfulvinv&lylémwnghhunm!&Viviy.ﬁfnbucm
C/ cent g nén siz dyng & bénh nhiin viém da da.
Pharmacy  wyle nhm Cryptococcosis: Bing chimg vé hi¢u qua cia fluconazole trong didu trj nhilm
UCLIAELAGELISLIUN cryprococcosis & cde vj tri khic (vi dy: cryptococcosis phéi vi da) it han ché, cln <6
cée khuyén cdo vi lidu lugng.
Nhl!mlhl’ldjlpimg:(?khhgch&ngvéhiéuqtﬂcthﬂucomaﬂcumgdﬂuuidc
dong khic ciia béah ndm dje bigt nhur vily nén paracocid, ting bach cdu lymphocutancous va
histoplasmosis con han ché, khdng khuyén cdo Tidu leong cy thé.
H§ théng thijn: Grabulcure nén di thiln trong & bénh nhin rdi logn chire nng thin.
Suy thugng thin: Ketoconazole 14 gdy ra suy thugng thin, vi didu ndy méc di
hiém nhumg ciing cé thé 4p dyng cho Nuconazole.
H§ thing gan mijt: Grabulcure nén duge ding thin trong véi nhimg binh nhin c6 rbi logn
cm:-cmg-n.nmmam|iaammm1maséhiémcscwmgmpsaydocw
nghiémlroogbmgﬁmdn‘lmng.chﬂyfuétkhq‘nhnbineﬂbhhljdlhémtr‘mlmg.
Tuy nhién, & cdc truimg hop gy dgc gan c6 lién quan dén Nuconazole, khong quan sit thiy
mdi lidn quan rd ring ddi vii tbng lidu ding hing ngaty, thisi gian didu tri, gioi tinh hay tudi
cua binh nhin. BYe tinh trén gan do fluconazole thutmg 14 ¢6 kb ning hdi phyc sau khi
ngimg didu trj. Cdc binh nhin xult hidn cic xé nghiém chic ning gan bit thudng trong
moigimai&uuivﬁnncunmlec&muwmmdmcudénunn.&nénmmw
trdm trong thém. Cln dimg ngay fluconazole néu ¢6 ddu higu va tri¢u chimg lm sing cho
thy c6 binh gan phat trién ma o6 thé 14 do Nuconazole.,
H{tbﬂutimnqcl:Cﬂngrﬁuctmkkh&c.dlmbinchvéuvénshopchdn;m
vé nhumg hiém gip, Mo:s&mk.uammnle.mmuodadmonmdihum
db. Bito cdo sau khi luu hanh cho thiy ¢ rkt hidm taimg hop kéo did doan QT va xodn dink
(torade de pointes) trén bnh nhin sir dung fluconazole. Nhimg bdo cio ndy bao ghm trén
dn!ﬂngténhnhhqui&u,éumﬂcénhihy&lﬁnguymlhlm.nhubenhwydmdu
mmn&:m;»éummmm&mmmm&mmwwmum:umé
ddnh gid tic dyng <6 hgi. Vi v‘y.dnlhhmukhis&dwgﬂucmhchomhgh&.h
nhin ¢b cde nguy eo rdi loan nhip tim nh trén,
Khoag duge ding chung voi sin phim thudc khic kéo dai khodng QT v duge chuydn hoa
qua cytochrome PASO (CYP) A4,
Halofantrine: Halofantrine di duge chimg minh 1h kéo dal khodng QTc & lidu didu tri vA 1
mdt chit nén cia CYPIAL. Khong st dyng dbng thisi luconazole v halofantrine.
Mmm:ﬂlxuhhﬂﬂ{hl&ms#p)mphm'.‘mgduudcviy.nmheicmssaevem-
Johnson va hogi tir bidu bl nhim dic & cic biah nhin wong thoi gian dide tri voi
nwnu.cuhm.nhmmosdbmmunncuwmgqupmmauimm
dbi voi nhidu logi thude. Néu xult hign ban da dugx cha 18 do fluconazole & cde binh nhin
v

s
[,
*
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+ Terfenadine: Céc nghién ciru vé twong tic thuc voi terfenadine di duge thye hién do sy

- ién cia cée ri loan nhip tim nghiém trong sau khi ¢ hign twong kéo dii khodng QT &
C/ Cent bénh nhin didu trj bing cic thudc chéng ndm nhom azole két hop véi terfenadine.
Pharmacy  Nghién cina véi lidu diing fluconazole 200mg mdi ngiy khdng phit hién thdy kéo ddi khodng
ATt nghién ciu khdc voi lidu ding hing ngly ciia fluconazole 14 400mg va $00mg mdi
ngiy cho thly fluconazole véi cic lidu 400mg mBi ngiy hofc nhidu hon lim ting ddng ké

ndng dj terfenadine trong huyét twong khi chi djnh ddng théi fluconazole va terfenadine.

Chéng chi djnh ding phdi hop Mluconazole lidu 400mg hodic cao hon vai terfenadine. Cln
ki&msoitd\ﬂcbékhichldinhphéihqpﬂmmokbliéulhiphonw&ngm&ingiyvai

terfenadine,
+ Astemizole: Chi dinh dng thiri fluconazole véi astemizole ¢6 thé lam gidm &9 thanh thii
clia astemizole do vy lAm tin d$ astemizole trong huyét wong, ¢6 thé din dén 1am

kéo dii khodng QT va hiém“tdy xult hién xodn dinh. Chéng chi dinh dung dbag thir
fluconazole va astemizole.

+ Pimozide: Mic dis khdng ¢ nghién ciru in vitro hay in vivo, chi dinh ddng théi fluconazole
véi pimozide c6 thé dc ché chuyén hoa pimozide. Tang ndng dd pimozide trong huyét twong
c6 thé lam kéo ddi khodng QT vi ddi lic xudt hign hién tugng xodn dinh. Chéng chi dinh
ddng thoi Mluconazole vi pimozide.

+ Quinidine: Mjc di khdng c6 nghién ciru in vitro hay in vivo, chi dinh ddng thoi
fluconazole vi quinidine ¢6 thé dc ché chuyén héa quinidine. Ding quinidine ¢6 thé lim kéo
dai khodng QT va ddi ldc xudt hign hién tugng xoln dinh. Chéng chi djnh ding ddng thisi
fluconazole va quinidine,

+ Erythromycin: Chi dinh ddng thoi fluconazole vi erythromycin c6 kha ning lim ting nguy
¢o dic tinh vdi tim (kéo dii khodng QT, giy hign twgng xodn dinh) vi do vily gy dit tir do
tim. Chéng chi dinh ding ddng thiri fluconazole vi erythromycin.

* Khong kiuyén cdo khi sic dyng phdi hgp véi cdc thube sau diy:

+ + Halofantrin: Fluconazol ¢é thé 1am ting ndng dd halofantrin trong huyét twong do tic
dung irc ché CYP3AL. Vide sir dyng fluconazol vi halofantrin ddng théi ¢ thé lim ting
nguy co ddc tinh trén tim (kéo ddi khodng QT) vi hju qua gly ngung tim ddt ngdt. Cdn trinh
phdi hop niy.

* Thin trong khi si dung ddng thoi:

+ Amiodaron: Ding ddng thiri fMuconazol vdi amiodaron c6 thé lam ting sy kéo dii khodng
QT. Cin thin trong khi ding fluconazol vi amiodaron, dgc bigt 14 Muconazol lidu cao (800
mg).

* Chi djnh ddng thii fluconazole véi cde thube khic dwdi diy cdn thin trong v didu
chinh lidu:

* Anh hudmg cia cde thube khde dbi vai Nuconazole:
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+ Rifampicin: Chi dijnh ddng thdi fluconazole voi rifampicin lim gidm 25% dién tich dudi

'.:. dulipg cong (AUIC) ciia Muconazole v nit ngdn 209 thisi gian ban thai caa fluconazole. Trén
Centl' g binh nhin ding ddag thoi rifampicin véi fluconazole, cln xem xét dén vige ting lidu
pharmacy fluconazole.

)

lorothiazide: Trong mdt nghidn ciu twemg tic dupe ddng hoc, chi dinh ddog thoi
lauhiazideduliéuchonmrblﬂuhn;umkhkmmhdﬁuﬂwk&nﬂng
n&:sdowmghu,asmgmﬂummkmemmAwm;mwﬂg&mnﬁ
phﬂ&aydbidédéliéuﬂmmh&nhﬁngdﬁimgdmgdhgthu&loiliéudﬂn;thbi
v Muconazole,
-Ammmmwckmu&uw:nmkucm&ccumm
Isocnzyme 2C9 vi 2C19 cia cytochrome PASO (CYP) va 1 chit e ché trung binh CYP3A,
Nminhangnmgucqmmmiyvnmdécapmduﬁ.«su.&ymymm;n&a‘do
cde thudc khic duge chuyén héa | CYP2C9, CYP2C19 vi CYP3AM khi chi dinh ddng thoi
vdiﬂumnmlc.\’lvjydnlhh&h’ghhidimgphdihopdcﬂm&lrﬂnvﬂimxmkﬂ
béah nhin cdn duge kidm sodt chit che. Tic dyng érc ché enzyme cila fluconazole kéo dii 4-$
ngly sau khi ngimg didu trj bng fluconazole do Mluconazole o6 thoi gian bén théi dii.
+ Alfentanil: MYt nghidn cinu cho thdy d) thanh thai vi thé tich phiin bb coa alfentanil gidm
cing nhu Tycla alfentanil kéo dii khi dang phdi hop alfentanil vii fluconazole, Co ché tic
dong co thé 14 do Nuconazole i ché CYPIAL C6 thé chn didu chinh lidu ding cia
alfentanile.
+ Amitriptyline, nortriptyline: Fluconazole lam ting tic dung cda amitriptyline vi
nortriptyline. S-nortriptyline vivhode S-amitriptyline c6 thé duge do vio thoi didm khoi diu
tri ligu phdi hop vt | 1odn sau 06, Lidy déng cia amitriptyline/nortriptyline cdn duge didu
chinh ndu cdn thiét.
+ Amphotericin B: Chi dinh dbng thisi fluconazole vi smphotericine B cho chudt bj nhidm
uwnmguumn;vubimdﬂmskd{:hmmlymmmm:hmwm.dm
m;ma&vaicmmmgnmmﬁnunmmhg.ummmgma&immﬂu
khudn ni 39 gy bdi Cryptococcus neoformans, dbi khing git fluconazole v Amphotericin
B trong nhidm khuln hé thdag voi Aspergillus fimigatex. ¥ nghia lim shng cda céc két qua
thu dupe wong cic nghién clu ndy chus duge bide.
+ Cide thubde chéng domg: Trong mit nghién ciu vé twong tic, fluconazale lam ting thoi
gian prothrombin (1296) sau khi s dung warfarin trén ngudi tinh nguydn nam khie manh.
Cdo A lidu sau khi thude dus ra thi truimy cho thiy, cilng nhu véi cdo thube chdng ndm
nhdmuocekhtc.dcwc&chlymlu(llmb&n.cuymhcm.m&huyht&éuhoi.dﬂu
m&uﬁdingﬂiphinden)dldwcModokémuwowlhglbbiglmwhmbinéck
benh nhin sir dung fluconazole dbng thir vai warfarin. Thoi gian prothrombin & cée blak
nhin dang s dyng cdc thude chdng ddng kidu coumarin clin dugo theo doi cn thin. Co thé
cin didu chinh lidu coa warfarin,

ﬁv-!;"-“'f‘.'_\:\
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+ Azithromycin: Nghién ciru nhiin mdé, ngdu nhién, chéo 3 chidu trén I8 ngudr tinh nguyén
kho¢ manh, dénh gia lidu ubng duy nhdt 1200mg azithromycin trén duge ddng hoc ciia lidu

-

- centrﬂduynhhMngﬂmmm&ngmﬁmh;ﬁmnuﬁngcﬁaﬂmmlemdm

g harmacy 8 hoc cla azithromycin. Két qua cho thily khong c6 twong tdc déng ké vé duge dgng hoe
P it fluconazole va azithromycin.

dc benzodiazepine (téc dyng ngdn): Sau khi ding ddng thii duimg ubng midazoleame,
ﬂu:ormlela\mllngdingkén&rgdﬁmiduolmmcv&giyhhhrﬁngmmm‘nvh
ddng.
Tb:dwgniym!-nmidazolwnlﬂmmhméhmmkhidﬁngﬁumk&uﬁnsu&mm
v0i dimg duimg tiém tinh mach. Néu cdn thidt phai didu trj ddng thiri benzodiazepine & cic
bénh nhin dang didu trj bing fluc  dn phdi xem xét gidm lidu benzodiazepine v cic
bénh nhin cdn duge theo ddi th - Fluconazole lam ting AUC cua triazoleame (lidy
dom) khodng 50%., Conu 20-32% vi 1, 25-50% do (e ché chuyén hoa triazoleame, C6 thé cin
diéu chinh lidu diing coa triazolcame.
+ Carbamazepine: Fluconazole irc ché chuyén héa carbamazepine va lim ting ndng db
carbamazepine trong huyét thanh 30%. C6 nguy co giy ting ddc tinh carbamazepine. Didu
chinh lidu ding cia carbamazepine c6 thé cin thid phy thude viio ty 1§ ndng 49 do dugchidu
qui.
+ Thude chen kénh Calcl: MO b thube chen kénh calci (nifedipine, isradipine, amlodipine,
verapaniil va felodipine) duge chuydn hoa boi CYPIAY. Fluconazole c6 thé lim tang ndng
d céc thube chen kénh calci trong huyét thanh. Khuyén céo thudmg xuyén kiém sodt cc tic
dung cd hyi.
+ Celecaxib: Khi didu tri ddng thoi flaconazole (200mg mbi nghy) vi celecoxib (200mg),
Conn ¢l celocoxib ting 68% v AUC caa celecoxib ting 134%. Gidm nim lidu celecoxib cb
thé cin thiét khi ding phéi hop voi Muconazole.
+ Cyclosporin: Fluconazole lim ting ddng ké ndng d5 vi AUC cia cyclosporin. C6 thé dimg
# hop cyclosporin véi Muconazole bing cich gidm lidu diing cda cyclosporin tiy thude
vio ndng 4§ cda cyclosporin.
+ Cyclophosphamide: Chi dinh ddng thii cyclophosphamide vi fluconazole tim ting
bilirubin va creatinine trong huyét thanh, Cin cdn nhic khi diing phdi hop cyclophosphamide
v Nluconazole do nguy co gly ting ndag 49 bilirubin vil creatinine trong huyét thanh.
+ Femtanyl: Myt wuimg hop tir vong ¢6 thé do twong tie gila fentanyl v fluconazole di
duge bo cdo. Co quan chic ndng cho bid bénh nhin ur vong do tring dde fentanyl. Hon
naa, trong thir nghi¢m giso thoa nglu nhién 1én 12 ngudi tinh nguyén khoe mgnh,
fluconazole lim chim thai trir cda fentanyl dang ké. Ndng d0 cia fentany! thng cao cb thé
ddn 161 (re ché ho hip.
+ Cde thudc dre ché HMG-Cod reductase: Nguy ¢o binh co vh thu co viin ting khi chi dinh
ddng thai Nuconazole voi che thude (e ché men khir HMG-CoA duge chuydn héa qua
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virifnlmin‘Do&dndmdﬁichﬁchtdcb&nhnl&;@gdﬂngﬁfﬂmindhgdﬁvﬁ

e n :
;, Centrm Fluconazole lim thng didn tich dudi dimg cong cila saquinavir xdp xi 0%,
pharmacy  ting Coy, xdp xi $5% vil lam gidm d§ thank théi saquinavie xdp xi 0% do ic ché chuyén héa
IFAELNTTINEIIR 40 cUa saquinavir boi CYPIA4 v ire ché P-glycoprotein. Didu chinh libu ding céa
k saquinavir ¢ thé cdn thidt,

+ Sirolimus: Fluconazole ldm ting ndng d§ trong huyét wong cia sirolimus, didu ndy duge
gid djnh do fluconazole (e ché chuyén hoa sirolimus qua CYP3A4 vi P-glycoprotein. C6 thé
diing phdi hop Nuconazole vai sirolimus khi diéu chinh lidu sirolimus phy thude vio ty I¢ tic
dung/ ndng 4 cda sirolimus.
+ Sulfonylure: Fluconazole Kim ting thoi gian ban hity trong huyét thanh cua cic sulfonylure
ding dudng ubng (vi dy: chlorpropamide, glibenclamide, glipizide, tolbutamide) & ngudi tinh
nguyén khoe manh. Khuyén cdo kiém sodt glucose huydt thuimg xuyén va gidm lidu ding
cla sulfonylurea mdt cach thich hop khi i dinh dbng thdi Muconazole véi che sulfonylurca.
+ Tacrolimus: Fluconazole ¢b thé llmgl g ndng 49 tacrolimus chi dinh duimg udng trong
huyét thanh ghp S ln do irc ché chuyén hoa tacrolimus qua CYPIA4 & ruge. Khdng ¢ thay
ddi vé duge djng hoc €6 ¥ nghla o duge quan sit thy khi chi dinh tacrolimus duwdmg tinh
mN&n.dammlmmglwqmmaocunhvﬁmmaummudn.m
tacrolimus phy thudc vao ndng dd tacrolimus.
* Theophylin: Trong mdt nghién ciu c6 kiém sodt bing gid dupe, sir dyng Nuconazole Tidy
200mg trong 14 nghy lm gidm 18% tde 40 thanh thii trong huyét twong trung bink cda
theophylin. Do dé nhng bénh nhin ma dang duge didu tri bAng theophylin ibu cao hode cic
bénh nhin c6 nguy co cao ngd dik theaphylin cdn dupe theo ddi vé cie ddu higu coa ngd doc
theophylin trong khi didu trj bing fluconazole, cln didu chinh phic dd didu trj mdt cach thich
hop néu xult hign cic ddu higu nhidm ddc.
+ Tofacitinib: M phoi nhilm voil tofacitinib & tang Kn khi ding dag thin toficitinib voi
chc logi thude giy ra cd tie dyng ire ché trung bink CYPIAS vi i ché magnh CYP2C19 (vi
du nhu fluconazole). €6 thé cln didu chink lidu legng toficitinib,
+ Alcaloid dira cgn: Mic di chua duge nghidn e, Nuconazole cb thé lam thng ndng o
trong huyét tuomg cia cic alkaloid dim can (vi dy nhu vincristin v vinblastin) va diin 10i di
tinh thin kinh. Diéu ndy c6 thé gii thich do hogt tinh Ge ché CYPIA4 ciia luconazole.
+ Vitamin A: Dya trén bdo cdo can mit nghidn ciu trén bénh nhin duge chi dinh ddng thoi
fluconazole vai cdc ddng phin trans cda acid retinold (acid cdu tgo vitamin A), cde tic dyng
khong mong mudn lién quan 101 thin kinh trung uong d6 14 phat tridn hink thinh u ndo gi.
Hign turgng hinh thanh u ndo gid bidn mdt khi ngimg didu trj bing Nuconazole. Cé thé ding
phdi hop Nuconazole véi vitamin A nhung cdc tic ddng 19i thln kinh trung wong lién quan
1 cde tic dyng khong mong mudn cdn duos cdn nhic.
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i + Zidovudine: Fluconazole lam ting C, v AUC cia zidovudine Iin lugt 13 84% va 74%, do
p 1am gidm 4§ thanh thii cia zidovudine duimg ubng 45%. Thoi gian bén thii cia
</ Cent ine tuong ty cling ting khodng 128% khi trj liéu phdi hop vii Nuconazole. Bénh nhén
-J pharmacy diing li¢u phap phdi hop nay cin duge kiém soit sy xudt hign cic tic dung khdng mong mudn
LITLELERRGTTTR LT MM) lién quan t6i zidovudine. C6 thé cln cén nhic gidm lidu lugng zidovudine.
-Cknghiéncﬁuvélumﬁcdlchﬁyr&gkhidhgdhgthﬁiﬂmmkduﬁngu&ng
vGi thirc in, cimetidine, cic thubc khing acid hay sau khi x3 trj todn thin trong trsimg hop
ghép tly xuong, khong lam gidm ding ké kha ning hip thu cia fluconazole.
Tuwong ky ciia thube:
Do khdng ¢6 cdc nghién ciru vé tinh twong ky cia thude, khong tron Hn thube ndy véi cic
thude khéc.
Tac dyng khing mong mudn cia thude:
Cée tic dyng khong mong mudn thuimg gip nhit (>1/10) 1a dau diu, dgu byng, tiéu chay,
budn ndn, ndn mim, tang analin aminotransferase, ting aspartate.
Cic tic dyng khong mong mudn di duge qudihs vik bdo cdo trong qud trinh didu trj bing
fluconazole véi mire tin sudt nhyr sau: Rt (Z1/10); hay gip (217100 - <1/10); it gip
(21/1.000 - <1/100); hiém gdp (=1/10.000 - <1/1.000); rit hiém gip (<1/10.000), khdng bids
(khong ddnh gid duge tr cée sb ligu sin c6).

Phiin logi hi lwm quan Hay gip It gip Hicm
i logn mdu vi hé bach Thicu méu Mhhwhmhu.
huyét viu, gidm
bach trung tinh,
idm tidu cdu
RO logn h¢ midn djich S&c phan v¢
RGi logn chuyén hoa va dinh Gidm cdm gidc thém | Ting  cholesterol
dudmg in miu, ting
triglyceride mdu, hg
kali huyét
ROi logn tdm thiin Mit ngd, ngi g
RAi logn bé thiin kinh Dau diu Co gift, chong mit, | Run
di cam, thay dbi vj
gac
ROi logn thinh lye v tai trong Chéng mjt
RO logn tim mach Hi¢n twong  xodn
dinh, kéo ddi khodng
_ Qr
ROI logn tiéu héa Dau byng, tidu chay, | Chimg kho tidu, ddy
budn ndn, ndn hoi, kho migng
Roi logn gan mit Ting enzyme thiy | U mjt, ving da, ting | Ddc tinh v&i gan,
phin nhém amino | bilieubin bao gbm hidm céc
cua  alanine, tAng trudmg hop 1 vong,
enzyme thiy phin suy gan, hogi ur w

e Bl
Yy
& (baaww Do (Y
e
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s nhém amino cia bdo gan, viém gan,
" : [ aspartate,  Uing o thuong 1 blo
centra phosphatas  kiém gan.
pharmacy huyét
TfuﬁgTa['nThLJO(.(.dTI” da vamd dudi da Phat ban Ngi miydny. ting | Hogi tr biéu bi

tiét md hoi, phit ban | nhifm  ddc,  hoi
do thube

tinh
Rzilqnwxumavimbli&u Pau co
k
ROi logn todn thin va tinh Mt moi, khé &, suy
| trang 1i noi diing thube nh ;

mugwnmychb&mﬁmmsymmmmmmmw:&mrm.
Qi lidu v cich xir tri:
M:du.-néucnuhmummgoméunieuqmwuwwmmﬁmd&m
vihvigit.mﬂdnlhaﬂllnh&ﬂ]iﬂ.%d&idcdluhiéul&nﬂng_dngdowi
huyét vi lam cde xé nghigm vé gan, thin, ;
C‘dclxni'mf:Nﬁmﬁb&ngch&ngIénmumsmhoﬁclﬂaunnbihénhphdinimvi{ndmdén
khi khong con nguy hiém c6 thé xdy ra cho cic by phin niy. Trong 8 gid ddu sau khi ding
lhudcnéukhﬂngcébi!uhitﬂqullléuholcdﬂuhiéuhytﬁ{udlﬁngl&nﬂngkhkkbdng
gidi thich duge thi ¢6 thé khdng cln gidm sit tich cyc nita. Phii theo doi tinh trgng hd hdp,
tudn hoiin cho dén khi ngudi binh tinh tio, thé binh thuimg v moi thir bn dinh. Truimg hgp
qué lidu wrlm trong nén tién hing thim phin mé.
Dijc tinh duge lye hoe:

Fluconazole 1 thubc ddu tién cia nhom thube tdng hop triazole chdng ndm méi.
Fluconazole c6 tic dung chdng ndm do lim bidn déi ming té bio, lam ting tink thdm ming
lébdn.IimIho&tckyéul&ﬂli&yéu(vidymimacid.hli)viIhngi#nnhlpd:phhm
tidn chdt (vi dy purin vi pyrimidin tién chit cda DNA). Fluconazole the dng blng cich (e
ché cytochrom Pus, | 4-alpha-demethylase, ngin chin 1ng hop ergosterol 14 sterol chi yéu &
mang té bao ndm.

Fluconazole vi che triazole chdng ndm khic (nhw itraconazole) c6 & Ty mgnh véi enzym
Puso ciia ndm vik chi ¢6 di lye yéu véi enzym Puso cla dhng vit cd v (tuy nhién cling d0 dé
#ly ra nhibu tong tic thube) vi cling 14 nhing thube (e ché dgc hi¢u céc h¢ thing
cytochrom Pugq ca ndm hon nhidu diin chit imidazole khic (nhy ketoconazole). Thude cing
khéng ¢6 tic dyng trén sy tdng hop cholesterol trong dich ddng thé md gan cda dhng vit ¢6
vi,

Pho khdng ndm:

j‘:/;-h»q‘%;:l

! )J
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- Fluconazole cé tic dung trén Blascomyces dermatitidis. Candida spp., Coccidioides immitis,

o" Centl' cus neoformans, Epider mophyton spp.. Histoplasma capsulatum, Microsporum

. vit Trichophyton spp.
In vitro, fluconazole khing o6 téc dung trén Moalassezia pachydermatis vi ndi chung khdng
dung trén Aspergillus, Scopulariopsis (bao gbm S.acremonium v S Brevicauls)

thudmg khing Muconazole.

Fluconazole khdng ¢d tic dyng khing khuln.

Khing thubc da phdt trién trong mdt vii ching Candide, Cic ching Candida albicans

khiing ketoconazole ciing khing chéo véi fluconazole.

Cor chd dé khing:

(.'M&wmmmhws&mddmmaﬁivmmmmmn&n

mle.acdmguim&pwménmuwnhihcacré&mm,mcmuw

dogdohché:&w.séunéimiéulmcqmnmhmmm;h&lqimum

sang.

Dl ¢ cic bdo cdo v¢ vige nhim sidu vi 08i voi cic lodi Candida khic véi C albicans

thuimg khong nhay cdm vai Muconazole (vi dy € i krused). Nhing tridmg hop nha vy

<6 thé clin phii dugo didu trj thay thé bing thudc Biing ndm khic.

Bie tinh duye ding hoc:
Hdp thu:
s.umu&n.nmmmhlpum&.rﬁuaowngmmnm-gmmmdmu
:h&mmuuenwummn&gdowammkhidtmgm;ﬂmm. Hip thu qua
du.rﬁngn&ngkhﬁnghi#lhhuﬁn;bﬁviksﬁdungcﬁngvdilh&ctn.Nﬁnngdhﬂlh‘mg
huydt wong ¢ trang thai déi xult hign trong khodng 0,8 dén 1.5 gitr sau khi udng véi thir
glan bdn thii trong huyée wong xdp xi 30 git. Nbng 40 trong huyét tong 19 1§ véi lida
dhng.%n&naﬁtmthﬂhﬁngdiuﬁmghuy&ﬁmgdﬂdﬁwv&onﬁy thir tr hoge
thir ndm trong phic db sir dyng da lidu nghy mdt Hn. Sir dyng 1l thn cong (& nghy 1) ghp
hai lin lidu hing ngiy binh thuimg tam cho ndng 39 trong huyée twong dat duge xidp xi 90%
ndng do & trang thai hing dinh ¢ ngdy thir 2.
Phdn bd:
Thélkhﬁmhﬂdpxlhhglhgmmm:uﬂﬁ. Khi nding ghn vdi protein huyét
twong 1 thilp (11.12%),
Flucmummm.m:&mmamdkhcmcuwuwnghuncmmng
a9 cin Nuconazole & trong nude bot vi dim 18 twong duong véri ndng 40 cia nd trong huyét
Mmg.ﬂckbénhdﬂnhivl&mmhsnhdon&n.n&nsdﬁmﬂmmkmgnhmf
rtuduvc;b:l%mvﬁnbn;dﬁtmgﬁngcﬂanﬂlmghuy&lmu. Nbng d) cda
fluconazole trén da cao, cao hom ndng 40 cia nd trong huydt tomg, dyt duos & 1op sing, lop
bidu bi - chin bi vi trong md hi, Fluconazole duge tich ty trong lop simg cda da. Voi iy
50 mg m¢ lan hing ngay, ndng 40 cia Nuconazole sau 12 ngiy 14 73 B/g vA 7 nghy sau khi

pharmacy

e\
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o Fluconazole ¢6 tic dung trén Blascomyces dermatitidis, Candida spp.. Coccidivldes immitis,

G‘ Centr ; meoformans, Epider mophyton spp.. Histoplasma capsulatum, Microsporum

- v Trichophyton spp.
In vitro, nmdzmngoéwmgmwmudamb&mbﬁn&chmgmng
dung trén Aspergilius, Scopulariopsis (bso gbm Sacremonium va S Brevicaulis)

thudmg khing Nuconazole.

Fluconazole khéng cd thc dyng khing khudn,

Khing thubc da phdt wridn tong mdt vii ching Candida, Céc ching Candida albicans

khing ketoconazole cling khing chéo vaéi luconazole.

Co chi & khdng:

(‘mxﬂduppdﬂphuui&mouémch!km‘mu&ddivﬁdcdmmu&ch&mnhn

nzole. Che ching ndm A phit tridn mot hoge nhidu co ché d& khing ndy duge cho 1 ¢

n&agdo-'mh&:&imsém&miéu(mc.}a&anmmkmmm;wlqlueuum

sng

DA ¢6 cic bdo cdo v vide nhidm sidu vi 86i vii cic lodi Candida khic véi C albicons

thutmg khdng nhay cim v Muconazole (v dy ¢ dea krused). Nhimg trimg hop nba vy

<6 thé cdn phai duge didu trj thay thé bing th ng ndm khac.

Dje tinh diwrge ddng hoe:
Hdp thu:
Sau khi ubng Nuconazole duge hilp thy te, ndng 49 trong huyét twung (vi sinh kha dyng b
u-anmduuﬂsm-nwiu&.gaouuauwuukmdmm.mm,t-upmuqm
Mmgwgmwmmmmwmmﬂﬁmu.N&ngdommm
huydt wong & trang thii d6i xudt hign trong khodng 0,8 dén 1.5 gio sau khi uwbng vai thoi
gian bin thi trong huyde wong xdp xi 30 gt Nong 60 trong huyét wong 1§ K véi lidu
m;mmgaommmﬁmmghuy&msummmymawm
thir ndm trong phac db sir dyng da lidu nghy mdt ln. Sir dung lidu th cdng (& nghy 1) ghp
hai lin lidu hing ngy binh thuimg lam cho ndng 84 trong huyde twong dat duge xdp xi 90%
ndng dd & trgng thi hiing dinh & ngdy thir 2.
Phdn bd:
Tuukhpmh&nlpxthin.wugwmmmmhé.xum“hmmhuyh
wong 14 thilp (11-129%),
Fammmmm.m:&mmamaicnmmwawnghwumnbng
44 cia fluconazole & rong nude bot vi dom 1 twong duong vai ndng 40 cia nd trong huyét
um;.dclcbcahnhhhivi&mmingnlodonlm.n&ngdbcﬁaﬂmmhmgnbmj
ltudwcul;lxivaﬁn&agdolmsﬁn:mnnblmnghuyﬁlm Nbng 8§ cla
I‘lmnhuhdlcm.mlumn&ngdomndlmlhuﬂllumduéuwalépwng.lﬂp
hHubl-chhhlvilrmm&hﬁi.Flwkdmlkhlulmgldpmahdm Vi lidu
50 mg mdt ln hing ngiy, ndng 40 cia Nuconazole sau 12 ngiy 14 73 /g va 7 ngdy sau khi

oWl

iy
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dimg didu trj ndng d§ cia fluconazole vin con 5,8 ug/y. Voi lidu 150 mg ding mdt lin hing
a's minManwkmmmgamymm|123.4uygu1ayymkhm
O centwu& thir hai nbng db trong 16p simg viin cdn 7,1 pg/g. Ndng 8§ ciia fluconazole &
pharmacy mong sau L thing 3é dyng vl 1idu 150 mg dang mot kn hing tuln 13 4,05 ug/g & mong
manh vi 1.8 pg/g & méng bj binh; va Muconazole vin con 6 thé tim e & cic miy
méng 6 thing sau khi két thic didy tr.
Chuydn héda:
Fluconazole chi duge chuyén hda 1 phin aho. O lidu gidi phong, chi cd 11% duoc bai tide
qunuudctiéududidmgchuyblh&Hmmkﬂchhfnch&chonkwmckm
CYP2C9 v CYPIA4. Fluconazole ciing 1 mit chit éc ché isozyme CYP2C19,
Thad trir;
Mmmwmnmhumgmmmmnwmmm
ﬂumnmklilhh.\'ﬂidpxlmnhwdmsmkhihvdidm;khdngb&!nd&iuw
nude tidu. DY thanh thai cia fluconazole 19 I th "d$ thanh thdi cia creatinin. Khong
cd bing chimg cho thly ¢6 e chit chuydn hod cda nd thong tudn hodn.
Thai gian bin thai kéo dai trong huyét twong I co 50 cho phic dd didu tri don lidu abi véi
nhi!mulmCmﬂdlideimgmﬂﬂnhhgnpyvim&lﬂnhﬁguﬂnchod:chldinh
khic,
Dueyre dgng hoe o nguwdi coo tudi;
Tshmmmmmmmmnw.wass.mwuéuduynh&so
mg fluconazole. Trong 58 ndy cb 10 binh ahin ubag thém thubc Igi nigu. Cou 14 1.54
meg/ml vi dat duge sau khi udng 1,3 gio, AUC trung binh 14 76,4203 meg.gitvm va thii
gian bin thi trung binh 14 46,2 giv. Nhmg gid trj nay vé thong s8 duoe ng hoc 14 cao hon
nmm;uuimcumangdﬁmnmumnwyenmmmm.mimw
thube loi nigu khong c6 dnh huing 10 16§ AUC hode Cou, cia fluconazole. Hom nit, 40
thanh thai creatinin (74 mUphit), phin trim cda thude (chus chuyén hod) tim thly & nude
1iéu (0-24 gity, 22%) va 8 thanh Ipc cda fluconazole qua thin (0,124 mlphitkg) & ngusi
mtu&ilhubngthip}nnmvﬂicklh&agdniyﬁuh&ngngubi!hhnmwmw.Do
dﬁ.ﬂﬂyrin;wlluyd&v‘dumdﬂ:glwccﬁnﬂucmluonguﬂimm&ieéuédowy
giam chire ning thin & Iom Wi niy.
Dueye ddng hoe o ngiedr trd em:
D@ lidu duge dong hoe duge ddnh gid & 113 bénh nhi ti S nghién ci; 2 nghidn cins lidu
don.znghlasu}udalmﬂughienmamunhm.mmw|n;ma.mum;u-é
gidi thich duge do sy thay dbi trong céch thire xly dymg thdng qua nghién ciru.
s.uummgnmmkz-smwgchouemom.a&n|sm61.m&aomnuulmykg
U8 duoe phat hign ¢6 AUC khodng 38 g/ Wml. Thoi gian bin hiy cla Muconazole trong
hu,ammummnhdma«.gmls.u;iavamn&punb.sm;mmmmw
ding nhidu In. Thi gian bin hity cis Nuconazole trong huydt twong cao hon khodng 24

R
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" gitr sau khi diing mdt lidu duy nhit. DAy Id két hop voi thoi gian ban thai cia fluconazole
s & huyét tong sau khi ding 3 me/kg i.v. Cho tré em tir 11 ngiy - 11 thing wéi, h¢ sb
Centfﬂ. bd trong nhom tudi ndy khodng 950 mi / kg.
Pharmacy  inh nghigm véi fluconazole & tré so sinh duge gi6i han trong cde nghién cinu duge dong
UCLERELRGTTIRIIUN o tr¢ sinh non. Tudi trung binh & liéu ddu tién 1d 24 gio (khodng 9-36 gid) vi trong
lugng so sinh trung binh 14 0.9 kg (khodng 0,75-1,10 kg) ddi véi 12 té sinh non & twéi thai
trung binh khodng 28 twdn. 7 bénh nhin 4 hon thinh quy trinh; Téi da 14 5 mg/kg truyén
tinh mach fluconazole duge thye hign mi 72 git. Théi gian bén hiy trung binh (gid) 14 74
(khodng 44-185) viio ngiy 1 gidm, véi thii gian 1 trung binh 53 (khoang 30-131) viio ngay
7 via 47 (khodng 27-68) vito ngdy 13. Ving dudi duimg cong (microgram.ml) la 271
(khodng 173-385) vito ngay | vi ting trung binh 490 (khodng 292-734) vio ngiy thir 7 vi
gim xubng vai trung binh 360 (khodng 167- 566) viio .\ﬁ‘n. Thé tich phin bd (ml/ kg) 1a
1183 (khodng 1070-1470) vio ngly | va tang Kn, voi thSi gian, dén trung binh 13 1184
(khodng 510-2130) viio ngdy 7 vi 1328 (dii 1040-1680) viio ngiy 13.
Daegre dng hoc & ngredd suy than:
O bénh nhin suy thin ning, thoi gian bén hiy (GFR <20 ml / phat) ting tir 30 lén 98 gio,
Do 84, gidm lidu 1 cln thiét. Fluconazole duge logi bo bing thim tich méu va & mire 49
thdp han do thim tich phisc mac. Sau ba gidr thiim phin méu, khodng 50% fluconazole duge
logi b khoi mdu.
Quy cich déng géi: Hop | vi nhdm - nhya = | vién nang cimg
Didu kign bilo quin: Noi kh, teinh dnh sing. Nhiét 8 dudi 30°C.
Hgn ding: 36 thing ké tir ngly sin xudt.
Tiéu chudin chit hegmg: Tiéu chudn co s,
Tén, dja chi ciia co sir sin xubt thude:
Cor s sin xullt;

M/S GRACURE PHARMACEUTICALS LTD,
E<1105 RIICO Industrial Area, Phase 111, Bhiwadi, Alwar, (Rajasthan), An DJ.
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