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Diflucan’

(Fluconazole)

Diflucan® (fluconazole), the first of a new subciass of -mn.nc

triazole |m|l'unn.| q.n!- is available as capsules oral
w um;"mo-“ 1 24
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Canaida balanitis, Diflucan® 150 mg should be
as a single oral dose.

5. The mﬂmﬁ&ﬂﬂlw dosage for |h=:nv-mm of
umn , based on

tor M? at of systemic
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once dally. Difucan® admi should stan several bdg
tha onset of neulropania and continue lor 7 days after
e count rises above 1000 celis per may,
8 mewmuhl&gmmmmm
candida the recommended dosage is 150 mg once
wm’mwmgmmy,mnmdmmu 210
4 but tinea pedis may require treatment for up 10 & weeks.
, the s 300 mg once
for 2 weeks; a third weekly dose of 300 st e d
in some patients, & sl dose of 300 o 400

Fdr mu um;mum mup s |so "'9 once

wsn?v be continued 15 replaced

(uninfected nail ymu in). Re-growin of flnqcmauh and toenails
Aomaty
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& patent treated for a superfcial '""ﬂ
If"h this agent should be discontinued.lf patiants

infections
fluconazole discc! .1ued if bullous hs\ons
or erythema deveiop.

The co-administration of fluconazole at doses lower than 400

mig/day with lerlenacine shoukd be carefully moniored (see sections

and Other Forms of Interaction)

In rare cases, s with other azoles, anaphylaxis has been repored

fluconazole, have been associated with
rocardiogram.

‘Some azoles, &
prolongation of the mumﬂonms el-r.:
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um;n such as structural hean
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requires 3 1 6 months and 6 10 12 monins, that may have been contributory.
Howaver, ym!mrmyvmmnvymmdwnnh and by age
Atter s kmg— chronic infections, nads — Fluconazole should be administered with CaUON 10 patients with
GCCasOnally remain dﬂw hese polentially proarmyhthinic conditions.
ﬂmmu-mmmmnug;y :
water and saline. Difiucan® capsules contain 50, -nawmg 7. For desp endemic mycoses, doses of 200 10 400 mg daily for Fluconazole should hon&mnummammuzmmwpmmuwm
of fiuconazole. Diflucan® injection is an So-camotic, !a2yw|mlybemquuuﬂ1'h'molm shouldbe . renal dystunction (see also Posology and Method of
mmmWnamemm but ranges frem 11-24 Agministraton)
2-17 months with par ﬂ'zmymn 1-16 months with i
womwlamhnmla-ﬂrmnlh- " histoplasmosis. and a moderate CYP3A4
mmmm - patients who troated
Monhmdhu--am In Chiidren: As with similar mfections in adults, the duration drugs a thermpeutic window
:ludn hasa results nd!rulmcr\mband mmdmmwrm. CYP2CY and CYP3A4 shoukd be moniiored (see sechon Interaction
bacome available. anti-| lrdoc!m Dmmlhwldnnaunod The matximum acult daity showid not be exceeded in Other and Other Forms of Interaction).
acTordingly. Difiucan® is administered as a single dosw sach day,
sage of Diflucan® for mucosal candidiasis s Fi ‘capsules contain lactose and should not to
cutanecus). Normal hosts and Jmmmy.Ammmelenwmyummnw rare problems of
En-nu with A&) rrnnmuwmru:uol day Io achieve steady slate levels more rapidly. Lapp lactase deficency or MAlabsoption
used
as maintenance prevent ralapse of th INTERACTION WITH OTHER MEDICINAL PRODUCTS AND
diseasa in "'"'“xm 4 wmamm.smzmmm Gepanding on OTHER FORMS OF W ERACTION
® Systemic including mwmunmwmm
mmmmammmh— l‘nﬁrudon mﬂnymomlmmmm contraindicated:
of the peritoneum, endocardium, eys, and with AICS, the recommendad dose of Diflucan® is 6 mg/kg once @ Cisapride: There have been reports of cardiac events including
E_._mmn.rywuﬂmry tracts. Pm-mmm in daily. Tmbm—[mumhmwm
Mﬂ‘wmmmm»m&—ﬂm For the prevention of fungal in Imm annmgmuo,m 20 mg four fimes
treated. a!nd:un of a day ywlded a significant plasma lovels
“Jh‘;ywm nrnﬂnw mmmoug prolongation of QTc interval treatmant with
. mg/kg daily, and duration and o is
nan-invasive umhowmmq infections, candiduria,  the induced neutrdpenia o Une in Aduns) (For chiidren with (so0
s and chronic oral candidiasis (denturé  impairod renal funciion, see Use in Renal impairmant)
roemun funé o voa Prwuwnd o Usaln Chilgren 4 of X 'mmmmmd s rosorgaton of s Qe merval
immune function relapse weeks younger: excrele g 10 pr tion of ¢ interval in
mm Dﬂhm'(nuoommh) .'lmhoﬂrsuuo of e, the patients receiving azole antif
terfenadine, ineraction Sludies

r children should be used but

als in conjunction with
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® Genital candidiasis. Vagnal candidiasis, acuie of recurent; lummhhm 72hours During weeks 3 and 4 of life, the at a 200 ¥y dose of fluconazole fased 10 demonstrate a
and mrmulmdw w'bo mn.u 5 mﬂin T interval. Anolher sludy at & 400 mg and
A yEAI]. Cancuta e mg dally GOt of fucTRazole demonstrated that fluconazole
. h u-mﬂdmy. tham-mmmb. renal impairment, taken in doses of 400 mg per day or o
mmas-g-mmmm adopted. For patients plasma leveis of terlanacine wnen taken concomilantly. The
who are predisposed 10 such infections as a resut of cytotoxic wilh renal {creatin dosage combined use at doses of maurw-uuﬁn
chemotherapy mmhmwummum ' ledenadine is contrandicated (sse
Tha co-administration of fluconazole at dnsel lower than 400
Dermal Unda pedis, tnea Corpons, linea Use in Renal mg per day with terfenadine should e carelully monltored
crunis, linea versicolor, Linga unguiim (onychomycosis). and  excrsted in the urine as unchanged drug in singie-
mm-rla-y are necessary. In psuun including children) with - of with
mpur renal function Diflucan’®, wmmnmdm
- MFMMhmmimwnpomnlpaxnm oouusownoo should be given. Afer the increased wlmmunhunndlnn
~ - bndmg | adanyﬂnutaeeo o ) should be profongation and rare Oe pointes.
histoplasmosis. - o :
POSOLOGY AND METHOD OF (onnes h:
The ally dose of Diflucan® ) shouid be based on the Creatinine Clesrance Purosnt of ® Pimozide: Although not studbed in vilro of in vivo, concormitant
Rature and seventy of the fungal infection. Most cases of vaginal (mbimin) Dose administraion of fluconazole with in inhibition
candidiasis respond lo dose therapy. Tharapy for hose types >50 100% of pimozide metabolism. lmnm"zmum plasma
of infections requiring G0s4 Ireatment should be continued can lead o 81 FAr@ OOCUITENces.
-~ hllclioﬂhu "mm'ma" = ! e aher sach :
subsided. treatment 100% .
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dou after gach dialysis; on non-dialysis should
receive a reduced dose according to malmumm chamm

lared either orally or by intravenous
10 mUminute, the roule being

on the the patient. On 9
the intravenous (o the cral 1oute, or vice versa, there is no naed
fo change the daily

2. For candidemia, disseminated candidiasis and other invasive
candidal mloclm the usual dnssu 400 mg on the first dly
liowed by 200 mg

3. For mma-uwdmxsmmim
once daily for 71 mnw ba contmsed
s8d immune

longer. wmprnm
function. wmmphcwmwﬂm&smnmmmuMumr
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concurrently with local antiseptic measures 1o the

For other candhdal infecuons of mucosa Geruial CANGIRasIS

(a 9. ewpmpms non-invasive blommmmmry infections.
8. Mucocutaneous candiciasss, eic ) the usual etective

DounsDn!Domndl.ly @ven for 14-30 days.

For the prevention of relapse of ryngeai c
patients with AIDS, after the pabent receives a kil Course of phimary
therapy, Difiucan® may ba administered at a 150 mg once weekly
dose.

4. For the treaiment of vlgmdlcanomus Ditwcan® 150 mg
shoukd be a0menalened as a single oral 0ose.
Tommmd recurrent vaginal Cancediasss, a 150
mnnwfdon y be used. The duration of therapy

be indiviualized, butunqnlrnmuznnm Some patients.
may require more Hrequent dosng.
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, each mg(momoemo)cmmmismmoa
mnclNa*mCl'Bmmbnur' available as

saline solution, in patients requinng sodium or
consideration should be given to the rate of lluid administration.

CONTRAINDICATIONS
Diflucan® (Hucanazole) shoukd nol be used in patients with known
mllmlywlmuw any of the inert ingredients or 10 relaled

Ci of M in patients
receiving Diffucan® tﬂmmla! mw. doses of bnn
day o h-¢m upon a multiple dose

study. Co-mmmmlon of other mg- known to the QT
»rwval and which a the enzyme CYI such
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and
with Other Medicamente and OMot Forms of Interaction).
SPECIAL WARNINGS AND PRECAUTIONS FOR USE
Fluconazole should be administered with caution 1o patients with
Irver dystunction

Fluconazole has been associated with
Yooty cing lauites, prmarly 0 pasents wih senous

risk of concentration of other
compounds malnno«na h, CYP2C9 and CYP3A4 co-
with fiuconazole. Therel

medical conditions. In cases
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o o dally
ar agi of patient has been cbserved. FI,
nas usually been m

admunistered fore caution should be
exercised when and Ihe patients
should be carefully monitored. The enzyme inhibiting effect of
cases of senous hepai. 3 1o the -ite of
undertying . Alfmtaml A sludy observed a reduction in claarance and
Oosé, duration of therapy, foiicw: ] fiuconazol ‘:“poulnh
sax CONCOMItANt trealment with 0.
e . ol 5 is of CYP3A4,
on discontinuation of theragy. Patents Dozago i 'y
Muconazole therapy
® Amitriptysne, nortriptyline: F;m-zd- NCTeases the effect of

wha develop losts.
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INCrBAsSed considgration 10 the risk of increased
and serum creatinme.

Fentanyl: One fatal case of possitle hmngl.llumnl!ou
interaction was reporied The author judged that the- patient

[ X 3 ITore, In & randomized
crossover study with twerve healthy volunteers it was shown

that delayed the of i significantly.
Elevaled fentanyk concentration may lead to respiratory
depression. 7

® Halofantrine: Fluconazole can increase halofantrine plasma
concentration due to an inhibitory effact on CYP3A4.

® HMG-CoA reductase inhibitors: The risk of and
abdomyolysle fluconazole is
with Hi A reductase lnNhnnrs metabolised through
CYP3A4, such as atorvastatin almv;m nvoug
such as fiuvastatin. lnmwn.n

the patient should be cbserved for myvp-nm and
rhabdomyolysis and creatinine kinase should be
HMG-CoA reduclase inhi should be dlll::lnhnu‘ﬂ it l

wesk. Dosage of amiiiptyinenoririplyine shoukd be W Undesirable
ﬂwnn %mmhmwmwm. -~ B =
. B of and Mm-umm:mw Blood and the Rare | Agranulocylosis,
. howodihll:hnhq its: I it affect . of m _ .
s results: & smal 0
% Mmmcvmmmuhw Immune system Rare ﬁ
'with Cryptococcus and antigonism of the metabolism of prednisone. on witn disorders
mmhgm«k with A. fumigatus. The clinical fuconazole and pradnisona shoukd be caretully monitored for Metabolism and Rare
significance of results obtained in these studies is unknown. adrenal conex insufficiency when fluconazole is discontinued. nutrition disorders ,
. ulants: In an interaction study, fluconazole increased @  Rifabutin: There have been reports thal an intaraction exists [Paychiaurc oisorders] Uncommon | Insomna,
the prot llln-ﬂE'!&) after wartarin administration in when fluconazole is administered ritabutin, Nervous syslem Common | Headache >
healthy maies. in experience, as wilh other azole nmm“mmumrmnm.m disorders Uncommon | Ssizures, dizziness,
antifungals, rointestinal have uveilis in patients 1o whom fluconazole paraesthesia. taste
ST M S S SRR Dt S e e et e
Wmlhmmhwﬂlwﬂmnwg: wwwmmm Bare [remor
receiving y with |Earandiabyinh | Uncommon | Vertigo
o T e LS A T (S e
care y fjust warfarin may D proxi y . Cmax wi ximaf al
g inhibition of SaqUINaVir' metaboksm m% o - ET 5 :
o s r
opan-iabel, fhree-way crossaver inhibition of P- hme wu o [Gastbaestinal Comman | Abdominal pain,
u%h 18 Ivnlmy subjects m-:nnmsﬂ-cmfamm mMay bé necessary. disorders diarmea, nausea,
1 mgumduuoluummcm rmacokinetics of vomiting
a single 8OO mg oral nmmuwumeeﬂom ® Sicolimus: Fluconazole increases plasma concentrations of Uncommon | Dyspepsia, flatulence.
of N of in. There ' wmnuw s;é*llu dry mouth
‘was no betwoen wa WP-WWl COMbanaticn used Hepato-tehary Sommon Alanine
fluconazole and azithromycin. g with & dosage of sirolimus g on the . increased,
& m effectconcentration measurements. - amino transferase
m(snd«kmng; Fnuo.mq administration increesed, blood
fcregsesin o Sufonyiureas: Flucorazole hak basfishow o prolony the inorased
aftocts, This effect  sarum halt-te of Uriiormmon | Ehctosionis, funion,
an miulzatamu rsmblmagrenoumed foliowing oral (., Eilirubin increasea
amumndnnd fluoconazole administered healthy volunteers. menlbﬂoodmw Rare Hepatic , including
u C therapy is appropriate reduction of sulfonylurea dosage s recommaended mmm—,
Mnmmm fluconazola, during coadministration. Hepatic faiure,
should ba given 10 decraasin gmmmm and hepatoceliular necrosis,
the patients should be appropriately - Tmi»m*ﬂmmm hepatitis. hepatocellular
of orally administersd 10 5 times dus to inhibition damage
# Fiuconazole ihe AUC of triazolam (single dose) by of tacroimus matabolism througn No
g_pm-\mwz’m Cv\wmmr\nmmnmuw PhAMmAacokinglic cfnges have been observed when Skin and Common | Rash
of metabolism of triazolam, Dosage is given intravencusly. I tacrokmus | subcutaneous Uncommon | Pruritus, urticaria,
of riazolam may be have been associaldd with xcity. Dosage of orally tissue disorders ncreased swealing,
C inhibits the Rare umdm
nlmlmlz-plmmdln increase hutum arbamazeping n! Stevens-Johnson
30% ha n observed.There s a risk of 0 . in & placeso led syndrome, acute
w . Dosage adjustment & ' zoamulwum hnn peneralisad
may be ¥ g on measure- 18% Gecrease i the mean exanthematous-pustulosis,
HEE 5 omarwies o ncraased ik I "“““m:: ﬁm' e
* Calcium cmnnu Blockers: Centaii dibydropyridine oalelum obuwodlof s of Deophios while receiving  [Wiuseuloswaletal, | Uncommon | :
A L.,, of Yooty connective tissue i
pﬂlmlll to Im:rnu the systemic axposure of the .".';'uﬁ ol T malaise.
| General disorders | aligue, asthenia,
onists. Fi  monitoring for adversa avents @ Vinca J increase administration fover o B
b e i it the plasma levels of the vinca alkalokis (6. w'ﬂn-.m ::m
vinbiasting) and jead 10 pOssibly due 1o
® Celecoxib: ‘concomitant traatment with fluconazole (200 an inhibitory
mglrurmod. MW|&%%W C"’m ® Vitamin A: Based on a case-reporn in one patient There have been reports of overdose with Diflucan® (fluconazole)
dose may I e w-umm—uma a:cumpinl;d by hallucination and paranoid behaviour.
vitamin A) and . CNS related undesirable
- Cmnﬁunwwmuw Wnnmupmmm mu-ur--mm -usnmm-y adequate
and'AUC of cyclosporin, This combination may be used by ap of trpatment. This Diflucan® is la the urina; forced volume diuresis
reducing the of i of rluy be used but the lddmofcﬂs related m ly \nl:rlll. I?ll elimination rate. A three-hour ——
concentration. undesirable efects should be boroe in umon plasma levels by
. Gy with . mmmam
and fluconazole 5 in &N INCTeAse in Serum Dilrubin and byM\lnd?d%.W toan x. 45% decrease  SHELF LIFE
serum creatinine tion may be used whil oral zidovuding clearance. l‘mm @ of zidovudine was D mmwhgﬂ&_mmmmmmwwm "

marked increase in creatinine klnnn is observed o There were no f £l s o
Wy delays in ossification were observed ai 25 and 50 mh!nnr

‘® Losaran: Fiuconazole inhibits the of losartan to its doses. Al doses mmsmmq 20-50x the
active mmm(E:sl?ﬂmnmmbumdm ) o mg&q in rats
which pecurs during weatment  was increased and ‘stal abnormalities included wavy ribs, cleft

may be

® Noi-steroidal anti “The Cmax and AUC of
Mpml' -mllamm-iw 2“:‘?-1: 81%, respectively..
when 10 adminstrabon
of flurbiproten clono Similas mq Cmax and AUC of |h¢
by 15% and 82%, r.aplctiuly when fluconazole was
coadministered ibuproten ) compared 1o
adminisiration of racemic ibuprofen alone.

Anhoumnoupm},mnd Hucmlzobmmpmmm
c?mm axposure of other NSAIDs that are
ApIoXen, lmoxGam, meloxicam,

Lactation: Ditiucan®
breast milk at concentrations 0 plasma,
s not recommended.

g) Normal saiine

Diftucan® (fluconazote be infused through an existing line
with one of the Qbo’v%d fluids. Although no specific
i ities have been noted, mixing with any othar drug priof

1 infusion Is not

DOSAGE -
Use as directed by the physician,

Avod exposure 10 heat & h
Store in a dry place below
Keep out of the reach of children.

CAUTION
T be scid on the prescription of a registersd medical
practifioner ony.
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relaled to NSAIDS is recommended it of of and Pracautions for Use) have Deen cbserved
NSAIDs may be neadsd st 'mmmumsﬂ;m#mw mqonla but the
X clinical significance and treatment is uncertain.
® Oral Cwor:owm Two pharmacokingtic studies with a » N
mmmm\nﬂm on hormone mnﬁmmm e followng frequencias. Vi &
level in the 50 mg fluconazols study, mlmaoo daily, the common (= o},ml-mw\odllm uncommon (=11,
AUCs of ethiny! estradiol and 10 =1/100); m(lnuwo rare (=1/10,000), not
40% and 24%, respectively. Thus, multiple dou use of Kngwn (ca (cannct be Ir-m data).
ﬂm&h&lm-mﬂgﬁmﬁwmmm Pediatric mmnmumm aa by:
J mwﬂ-hm‘mm Plizer Pakisten Ltd.

& Phenytoin: Fluconazole inhibits the hepatic metabolism of
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