MYXEN @
nazole
Tablets & Suspension

DESCRIPTION
MYNEN® (fluconazole), the first of @ new subclass of synthetic inazole antifungal
agents, is available as tablets for oral administration and &5 & powder for oral sus-

penssn.

MYAEN® wblets contain 30 my, |50 mp of fuconmsole and the following inactive
ingredients: microcrystaliine cellulose, dibasic calcium phosphase sbydrows, pove-
done, cruscirmelfose sodivm, FD&C Red No, 40 alumenem lake dye, and magre-
adim Siparaic

MYAEN® oral suspension contains 50 mig / 5 mi fuconszole and the follewing insc-

following agentwclasses have been observed. These are described in greater detail
below:

Cral hypogh Clinically significant hypogl may be p d by the
sme of uconaznle with aral hypaglycemic mﬂl&, one Tuality has been reparted
from hypoglycemia in association with cembined Ruconazole and glyburide use.

F le reduces the sbolism of ide, glybunde. and glipinde and
imercases the plasma concentration of these agents. Mm-llmnam]e i5 used con-
comitantly with these or uiler ofal hy blsod

mmmuummmmmwdﬂnnﬂrmrmﬂmu
be adjusted as necessary.

meWmmnmmhMmmm
receiving Jans. Careful
mmngn&whmm‘hmmmwmmmn;ﬂmwmk and coumarin-

tive ingredients: sucrose, sodium citrate, eitric scid, xanthan gum, sodium beroate, Phenytain: | le increases the plasma sans of | Careful
titanitim dioxide, colloidal silicone dioxide, and FDEC red No. 40 fake woring of ph i ions in paticnts receiving Muconazole and
INDICATIONS AND USAGE Mm_“ mﬂ‘lﬂfﬂ
Fluconazele is indicated for the treatment of: £ may increase levels i renal
V. Vaginal candidiasis (vayinal yeast infections due to Candida) “'ﬂll’llﬂ' paticnts. with o without renal 'w ER t i dC
2. Oraphs is. In open Jdies of rel- f and serum d in paticnts
atively small nambers of paticnts, flucunazole waboeﬁmm for the reament of ’“’"""!‘ Py GkapRIne, - 4

,,,1- i T - Bifemipin: Rifampin enhances the of -
Mmm m“ difiusis, and i copazole, ding on climical ci i should be given 1o
hwhy! uconazol Iso indicated o decrease the ineidence of vy the dose of. when it is d with rifampin.
in m:?:ﬁ,w: Il::n: :una::w .:,mnm who receive eytomic 'I'?mmhﬂme Fluconmzole  increases dtz serum concentrations: of theophylline
chemetherapy andior radiation therapy: Careful monitonng of serem in patients recelving fu-

Specimens for fungal culure and otber relevant laborabory stushies (serology.
histopathology) should be oblained prior 1o therapy fo solate and identify causative
ovganitsms. Therspy may be instituted before the results of the cultures and otber lab-
orsory studies arc known; however, once these resulis become available, anti-infec-
twve therapy should be adjusted accordingly.

CONTRAINDICATIONS

Flusconazole is contraindicated in patients who have shown o fln-

conazole mdlbeaphyﬂmumumhd.

Cusapride: There have been reports of cardisc events, including torssde de pointes m
patients o whom e and cispride wer The combined use of
'3 . i

pedintric clinical studies: In 3 noptomparstive study of children with seriows sys-
temtic fungal mfections, most of which were candidemia, the effectivencss of flu-
comazak: wis sumilar to that reporied l'nl'lhc treatment nl'nllu‘lld:mll imadulis. The
efficacy of for e of cryp itis. was suc-
cessful in 4 of 5 children treated in 2 sludyal‘ ie for
the treatment of life-threatening or senous mycosis. There is no information
regarding the efficacy of Auconazole for primary treatment of crypincoceal merin-
gitis in children.

Efficacy of fluconazole has not been estblished in infanis less than 6 months of
age,

ADVERSE REACTIONS

1 Patients Receiving s Single Dose for Vaginal Candidinsis:

The most common treatment-related adverse events repaned in the paticnts whe
recedved 150 myg single dosc fluconazole for vaginins were headache (13%), nausea
(7%}, and abdominal pasn (6%). Other side effects reported with an incidence equal to
or greater than 1% included dinmhca (3%), dyspepsia {1%), dezziness (1%), and taste:
perversion (1%}, Most of the reparted side effects were mild i moderate i seventy.
Rarely, angiocdema and anaphylactic reaction have been reporied in marketing expe-
THRCE.

1n Patients Recelving Multiple Doses for Other Infections:

Clinical sdverse events were reported more frequently in HIV mfected patients
(21%) than in non-HIV infected patients (13%); however, the paftems in HIV
infected and non-HIV infected patients were similas. The following treatment-
related clinical adverse events ocourred at an mewdence oF 1% or greater in S048
patients receiving flucanmeole for 7 or more days in clinical irials: naoses 3.7%,
Teadache 1.9%, skin rash 1 8%, vomiting 1.7%, abdominal pain 1.7%, and diarrthes
5%,

The following adverse events have occurred under conditions where a causal asso-
cintion is probable:

Rifisbictin: There huve been reports of uveitis in patients w whom e and
rifsbutin were coadministered. Patients receiving rifabutin and fluconazole con-
comitantly should be carefully monitored.

conazole or 1o any of its excipicats, There is no information regarding cross-hyper-
sensitivity between fluconazole 2nd other azole antifungal agents. Caution shoukd
‘e used b prescrbi o paticnits with b Hlivity to other azoles.
Ci inistration of cisaprade i indicated in patients recciving fuconaznle.
WARNINGS

1. Hepatic inpury: fuconaznle has been assocsated with rare cascs of sefious hepatic
wicity, incloding fataliies primarily in-patienis with sersous. undetlying medieal

i I P i h 3 R sk

hhﬁidﬂﬂymﬂwmdlw.mun;rcflhemlmm observed.

Tacrlims: There have been reports of nephrooxicity i patients to whom flu-
conazole and temlimus were coadmimistered. Patients reeciving ticrolimus and
Auconazale concomitamly should be carcfully monitored. Fluconazole tablers
cosdministered with ethiny| estradiol- and levonorgestrel-comiaming ol confra-
cepltives produced an overall mean increase in ethiny] cstradial and levonorgestrel
levels; however, in some paticnts there were decreases tp io 47% and 33% of
ethiny] esiradiol and levonorgesirel levels. The data presenily available indicate
that the decreases in some individus| ethiny] estradiol and devonorgestrel AUC val-
wes with Auconazole treatment are likely the result of random vanation While
nm: s evidence that Muconaele can inhibil the metabolism of ethinyl estradiol

Fluconazole hepatotaxicity has usunlly, bit not always, been discon-
tmtion of therapy. Patients who develop sbnommal hver function tests during flu-
conazole therapy should be monilored fior the development of more severe hepil-
i injury, Floconazole should be discontinued i clinical signs and sympioms con-
sistent with liver disease develop that may be attributable 10 Auconsaole

2. Anaphyl I rare cases, anaphylaxis bas beon reporied.

3. Dermatologic: Patients have rarely developed exfoliative skin disorders durmg
trentment with Aoconizole In patients with scrious underlying diseuses (predomi-
nantly ALDS and malgnancy), these have randly resulbied in a faal outcome, Patients
who develop rashes during trestment with Ausomaaole should be monitored closcly
and the drug discontimscd if lesions progress.

PRECAUTIONS

Single Duse

The convenience and efficacy of the single dosc oral thlet of Auconmeoke regmen
for the treatment of vaginal yeass mfections should be weighed against the accept-
ahifity of a Wgher incidence of dmg related adverse events with Auconazole

Drug Interzetions:

Climically or potestiall ificant drug

between anad the

there is no evidence that Aocondzole i @ et inducer of cthinyl
ﬂlnd.ldur 1 holism, The clinical signi of these effects 1s
presently nnknm

Physicians should be aware that interaction studies with medicutions other than
those listed have not been condusted, but such misractions may oceur,
Pregnancy

Teratogenic effects - Pregnancy Category C.

Fluconazole should be used in pregnancy only if the putential benefit outweighs the
possibile risk 10 the ferus,

Nirsing Mothers

Fluconazole 15 secreled in human milk af concentrations similar o plasma
Therefore, the use of fuconazole in mursing mothers is not recommended.
Pediatric Use

An open-label, madomized, controlied trial has shown 1o be effective in the trea-
ment of sropharyngeal candudizsis in children 6 monihs 1o 13 years of age,

“The wse of fluconazole i children with cryplococcal meningitis, Caindisda
esophagitis, or systemic Camedials mfections i supported by the efficacy shown for
these indications in adults and by the results from several small noncomparative

e hifiary: In combined clinical trials and marketing expenience, there have
bxnmcnesnfmmbqﬂlkmhmﬂmﬂgmwuhmmmhm
spectrum of these hepatic reactions has ranged from mild transient e in

Fluconazole is |argely excreted in urine. A three-hoar hemodialysss session
decreases plusma levels by approsimately 50%.
DOSAGE AND ADMINISTRATION

Dosage and Administration in Adules:

Single Dose

Vaginal fiasiz The ded dosage of 1
didinsis is 150 my as 2 singhe omal dose.

Multiple Dose

SINCE ORAL ABSORFTION IS RAPID AND ALMOST COMPLETE, THE
DAILY DOSE OF FLUCONAZOLE 1S THE SAME FOR ORAL ADMINISTRA-
TION (TABLETS AND SUSPENSION). In general, a loading dose of twice the daily
dose is recommended on the first day of therapy 1o result in plasma concentrations.
close 10 steady-siate by the second day of therapy.

The daily dose of fuconazile for the weatment of mfectons other than vaginal can-
didiasis should be based an the infecting organssm and the panents respanse o thera-
py. Treatment should be coniinued until chinice] parzmeters or labaratory tests indicate
that active fungal infection has subsided. Mmmormm:wyw
1o recurrence of schive miection, Patients with AIDS and cryp

de for vaginal can-

mature newbams. Bused on the prolonged hal(-life seen in premature newborms (gesta-
vinnal uge 26 to 29 weeks), these children,  ihe first two weeks of life, shoubd receiv e
the same dosage (mg/kg) as i older children, but administered every T2 bours, Affer
thve first two weeks, these children should be dosed once daily. Mo information regard-
mg mmmln pharmscokinetics in fall-term newbarns is svailable.
The ded dosage of fl e for

candidizsis in children 5 6 mgky on e fir day, followed hy]mgftgmwlhlly
Treatment should be administered for a1 beast 2 weeks 1o decresse the fikelibood of
elapse,

Exophogeal condiciusis: For the treatment of esophageal candidiags, the recom-
mended dosage of fluconazole in children is & mg/kg on the first day, followed by
3 mg/kg once daily. Doscs up 1o 12 mgfkje'day muy be used based on medical judg-
ment of the patient’s response to therapy, Patients with: csophageal candidiasis
should be rreated for a minimam of fhree weeks and for at least 2 weeks followang
the resolution of symptoms.

Systemic Candida infections: For the restment of candidemia and dissemmated
Candida mfections, daily doses of 6- 12 mg/kg/day have been used in an open, non-
comparativie mldy of & small number of children.

mmmummfmmmnmrywm
Telapse.

Haliasts: The i dosage of f ke for acopha-
rymndemdmamlﬂﬂmsm the first day, followed by 100 mg once daily.
Clinical evidence of oropharyngeal candidiasis generally resalves wthin severl
days, but restment shouild be continued for at least 2 weeks 1o decrease the likels-
Hood of relapse,

iv: The ded dosage of f e for esophage
canlidiasyy is 200 my on the first day, fllowed by 100 mg once daiky, Doses up jo
400 mg/day may be used, based on medical judgment of the paiient's respanse to
therapy. Patients with esophageal candidiasis should be treated for & mnimum of
mmmmulmmmhnnmmnmarmm
.swumw fe For systemic Camdicls 1 iz candidh

s, amd i, coptimal th o i d duration of

transarmmases (o chnical hepatitis, cholestasis and fulminant hepatic failure, inclsd-
iy faralives hmunrhnllnpummnmwmmwdwmmuﬂym
patients with scrious underkyi il Iy AIDS or malig-
mnq:mdnﬂmuﬂuknkmgmnplecommm:medawm Transient hepatic
reactions, inchiding bepatitis and jaundice, have ocourred smong paticnts with no
other idemifiable risk factors. In each of these cases, liver finction rensmed o base-
Ilmmdmmmunnfmuk
b In rare cases, is has been reported.
The following ndverse events kave occiirred under conditions where a causal asso-

therapy have nat b hlished. In open, ¥ dies of small members
of patients, doscs of up 4o 400 mg dadly have been used,
Lirinary traet infegtions @ peritwmitis: For the treatment of Candida urmary tract
infiections and peritonitis, duily doses of 50-200 mg have been used in open, non-
cnmpmuwmnl';mll numbers ulpnnm

The d dosage for treatmient of scule cryplo-
mulmmﬁﬂuu!ﬂu\gmﬂwﬁmdﬁy followed by 200 mg once daily. A
dosage of 400 mg once ibaily may be used, based on miedical judgment of the patient's
response o therapy. The recommiended duration of irestment for mitial thesapy of

Cr gitis: For the treamment of scule erypiococcal meningitis, the
recommended dosage is 12 mg/kie on the first day, followed by 6 mg/kg onee daily.

A dosage of 12 my'ky once daily may be used, based oa medical judgment of the
patier’s response to therapy, The recommended durstion of treatment for initial
therspy of erypococcal meningitis is 1-12 weeks after the oﬁehrmw:ul Fuisd
becomes culture negative. For ion of relapse of il in
children with AIDS, the recommended dnsunl'ﬂnmmnir. 56 ug,lkgnnu daily,

Dosage In Patients With Impaired Renal Function:

Fluconazole is cleared primariky by renal excrenion as unchanged drug. There is oo
need 1o adjust single dose therapy for vaginal candidinsis because of impaired renal
fimnction. In paticnts with impaired renal fmetion who will receive multiple doses
of fuconaesle, an initial Inading dose of S0 to 400 mg should be given, Afér e
loading dose, the daily dose (sccording w indication) should be hased on Hie fol-
fowingy table:

Creatinine Clearance Percent of recommended

{ml/min} Dose

=40 100 %

=50 (no dialysis) S0 %

repular diakysis 100 % after each dialysis
Thesie are suggested dive based on I‘nlh\muﬂmhn-
trataon of mubiple d Further may be needed depending wpan cimical
consdition.
PRESENTATION

Tahlets 50 mg in blisier pack of 107,
Tublet 150 mpg in blister pack of 1's
for

cintion is uncerain: erypococcal meninginis is 10-12 wecks afler the cereh 1 fhuid b e
Central Nervous Systen: Seraures. negitive, The ded dosage of for of relapse of
Dermatologic: Exfolmtive skin disorders including 5 Josh: U and i patients with ATDS ummmuu

mn epidermal necrobyss alopecia Prophiylais in patients simdergoing bone marrow e

and Limphatic: L P including T mnd agramlo- fluconazale daily dosage for the p of candidiai nl'paurnu

:ywsls. mmnbomowm bane marraw nawhmum i5 400 mg; ence daily, Patiens who are anticipated to
M wpertrighyseril hypokal have severs ytopenia (less than 500 hils per cu mim) should start flu-
Adverse Reactions in Children: conazole prophylasis several days before the amticipsied onset of neairopenia, and

In Phase [1/110 clinical trials conducted o the United States and in Enrope, the mnst
eommonly reparted events were vomiting (5%), abdominal pain {3%), mu%i

contmue for 7 days afier the neutrophil count rises above 1000 eglls per cu mme
Mmamawum

mddrml\ﬂll%l jority of ireatment-related were Thee Eoll & hould gencrally provide equivalent expo-
s of i or alkaline ph sure in pedinric and alult patients:

OVERDOSAGE Pediatric patients Adults

There has been one reported case of dosage with le. A 42 id 3 mp/kg 100 mg.

patient mfected with human ¥ defici virus d b 6 mpkg 200 mg

and exhibited paranoid behavior afier repartedly mymns&IMmoFﬁ.wwnmk 12 * mgikg 400 mg

The patient was admitted 1o the hospital, and bis condition resolved within 438
howtss,
Tn the event of o i treatment (with

wverdose, mcasures and
gastric lavage if clinically indicated) shoald be mstitated.

*Some older children may have cledmnoes similar to that of adults.
Absalute doses exceeding 600 mg/day are not recommended.
Experience with fluconazole in neonates is limited 1o phannacokinéue snsdies i pre-

vl suspension as powder 50 g / 5 1l in bortics f 35 mlL
STORAGE CONDITIONS

Store in a dry place below 30°C, protecied From light.

Do not refrigerae.

“This is # ment
- A medicament is a prodict which alfects your healih, and iis consumption
canirary 1o instructions is dangerous for you
- Follow strictly the doctor’s preseription, the method of use and the insirue-
trons of the pharmacist who sold you the medicament.
- The doctor and the pharmacist are experts im medicing, is benefits and
risks.
- Dio not by yourselfl interrupt the period of iresimens preseribed
- Do not repest the same prescription withaut consulliag your doctos.
Keep Medicament out of reach of children,
Do not use after expiry date.

Munufactured in Zouk Mesheh, Lebanon, by
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