Tublets & Suspension

DESCRIPTION

MYXEN ® (Auconazolc), the first of a new subelass of syathetic triazole antifungal
agents, is available as tablets for oral administration and as a powder for oral sus-
pension.

MYXEN® tablets contain 50 mg, 150 mg of fluconazole and the following inactive
ingredients: microcrystalline cellulose, dibasic caleium phosphate anhydrous, povi-
dane, croscurmellose sodium, FD&C Red No, 40 alumimem lake dye, and magne-
sism slearate.

MYXEN™ oral suspension contains 50 miz / 5§ mi fluconazole and the following inac-
tive ingredients: sucrose, sodium citrate, citric acid, xanthan gum, sodiam benzoate,

following agents/classes have been observed. These are described in greater detail
below:
Ciral hypag Clinically si may be precipi by the
use of fluconazole with oral hypoglycemic agenls, one fatality has been reparted
from hypoglycemia in association with combined fluconazole and glyburide wse.
F reduces the bolism off ide, glyburide, and glipizide and
ncreases the plasma concentration of these agents. When l'lucnnnmlc is used con-
with these or other sulfonylurea oral agents, blood glucese
concentrations should be carcfully monitared and undmalllmndl'nuylmn shoald
be adjusted as necessary,
Conemarin-Iype mmwuhm Pmﬂ:rumhm time may be mcmascd in patients
receiving and type I Careful
monitoring of prothrombin time in patients receiving ﬁummmle and coumarin-
fype anticoagulants is recommended.
Phenytoin: Fluconazobe increases the plasma concentrations of phenytoin. Careful

titanium dioxide, colloidal silicone dioxide, and FINGC red No. 40 aluminam lake. of ph i in paticnts receiving fluconazole and

INDICATIONS AND USAGE phenyloln Is "’“"‘"'“ﬂf‘t . :

Flucanazole is indicated for the treatment of: Cyclarp may increase cyclosparine levels in renal

1. Vaginal candidiasis (vaginal yeast mfedmlll due to CM“) \nuxp]mt patients w:lh or without renal :mpn'mcm_ Careful monitoring of

2. Croph 1 and is. In open fies of rel- g and scrum is ded in patients

atively small numbers of patients, lueonazole was also effective for the treatmentof  "ccei¥ing fuconazole and cyclosporine. s -

me m Mmm < mdty:umivc- P thctad: Rifermpin: Rifampin enbances the of flu-
P conazole, on clinical ci ideration should be given 10

hqmy]nu_ fluconazole is also mdlsllad to decrease the incidence of the doss of when it is with rifampia.

in patients undergoing bone mamow transplantation who receive cylotoxic W.rmr_ F!.lwnmmle increases dtc serum mcumm of theaphylline

Careful of serum theop in patients receiving flu-

chemotherapy and‘or radiation therapy.

Specimens for fungal culture and other relevant laboratory studies (serology,
histopathology) should be obtained prior 1o therapy to isolate and identify causative
organisms. Therapy may be instituted before the results of the cultures and other lab-
oratory studies are known; however, once these results become available, anti-infec-
tive therpry should be adjusted accordingly.

CONTRAINDICATIONS

Fluconazole is contraindicated in patients who have shown to flu-

conazole and theophylline is recommended,
Cisapride; There have been mdmmalmmw&mmm

pediatric clinical studies. In a noncomparative study of children with serious sys-
temic fungal infections, most of which were candidemia, the effectiveness of flu-

conazole was similar to that reponted for the treatment nl'undldelml im adults. The
efficacy of fi le for the ion af itis was suc-

cessful in 4 of § children treated in a study of fi le for
the treatment of life-threatening or serious mycosis. There is no information
regarding the efficacy of Auconazole for primary treastment of cryptococeal menin-
gitis in children.

Efficacy of fluconazole has not been cstablished in infants less than & manths of
age.

ADVERSE REACTIONS

In Patients Recelving a Single Dose for Vaginal Candidiasis:

The most common treatment-related adverse events reported in the patients who
received 150 mg single dose fluconazole for vaginitis were headache (13%), nausea
(%), and abdominal pain (6%), Other side effeets reported with an incidence equal to
or greater than 1% included diarrhea (3%). dyspepsia (1%), dizziness (1%), and tasic
perversion (1%). Most of the reported side effects were mild to moderate in severity.
Rarely, angioedema and anaphylactic reaction have been reported in marketing expe-
ricnce.

In Patients Recelving Multiple Doses for Other Infections:

Clinical adverse events were reported more frequenily in HIV infected patients
(21%) than in non-HIV infected patients (13%); however, the patterns in HIV
infected and non-HIV infected patients were similar. The following treatment-
refated clinical adverse events occurred at an incidence of 1% or greater in 4048
patients receiving fluconazole for 7 or more days in clinical trials: nausea 3.7%,
headache 1.9%, skin rash 1 8%, vomiting 1.7%, abdominal pain 1.7%, and diarthea
1.5%.

Fluconazobe is largely excreted in urine. A three-hour hemodialysis session
decreases plasma levels by approximately 0%,

DOSAGE AND ADMINISTRATION

Dosage and Administration in Adults:

Single Dose

Vaginal iasiy; The ded dosage of for vaginal can-
didiasis is 150 mg as a singbe oral dose.

Multiple Dose

SINCE ORAL ABSORPTION IS RAPID AND ALMOST COMPLETE, THE
DAILY DOSE OF FLUCONAZOLE 15 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 to steady-state by the second day of therapy.

The daily dose of fleconazole for the treatment of infections other than vaginal can-
didiasis should be based on the infecting organism and the patient’s respanse 1o thera-
py. Treatment should be continued until clinical parameters or laboratory tests indicate
that active fungal infection has subsided. An inadequate period of treatment oy | le
1o recurrence of active infection, Patients with AIDS and cryp

v Based on the prod d half-life scen in newboms (gesta-
tional age 26 to 29 weeks), these children, in the first two weeks of life, should receive
the same dosage (my/kg) as in older children, but administered every 72 hours. After
the first twao weeks, these children should be dosed once daily. No information regard-
ing flucanazole plwmlmhnmc: in full-teem newbams is available.

fidiasis: The d dosage of fl le for
candidiasis in children is 6 mgkg on the first d.ly Followed by 3 mg/kg once daily.
Treatment should be administered for a1 beast 2 weeks to decrease the likelihood of
relapse.
Esophageal condidiasis: For the treatment of esophageal candidiasis, the recom-
mended dosage of fluconazole in children is 6 mg/kg on the first day, followed by
3 mg/kg once daily. Doses up 1o 12 mg/kg/day may be used based on medical judg-
ment of the patient's response to therapy, Patients with esophageal candidiasis
should be treated for a minimum of three weeks and for at least 2 weeks following
the resolution of symptoms.
Syxtemic Candidy infections: For the treatment of candidemia and disseminated
Candida infections, daily doses of 6-12 mg/kg/day have been used in an open, non-
comparative study of & small number of children.

recurrent oropharyngeal candidiasis usually require maintenance therapy 1o pﬂw\l
relapse.

Oropharymgeal candidiasis: The dosage of e for oropha-
ryngeal candidiasis is 200 mg on the first day, followed by 100 mg once daily.
Clinical evidence of oropharyngeal candidiasis generally resolves within several
days, but treatment should be continued for at least 2 weeks 1o decrease the likeli-
hood of relapse.

The dod dosage of f e for
candidiasis is 200 my on the first day, followed by 100 my once daily, Doses up o

paticnts Io b md 4 This canbined vt of The following adverse events have occurred under conditions where a causal asso- 400 mg/day may be used, based on medical judgment of the patient's response to
e Je with cisspride i ciation is probable: therapy. Patients with esophageal candidiasis should be treated for a minimum of
Rifiabutin: There have been s of uveitis in patients 10 whom and He bl In bined clinical trials and marketing experience, there have three weeks and for at least two weeks following resolution of symploms.
rifabutin were coadministered, Patients receiving rifabutin and fluconazole con- been rare cases of serious hepatic resctions during treatment with ﬂwmmw!e The .Sysrmar (.‘anddauy’mm For systemic Candid infections including candid
comitantly should be carefully monitored. spectrun of these bepatic reactions bas rnged from mild transient ¢b in ot epiial (enpeutic dosage sod dicetios of
tirnes: Thers have been reports of nephrotoxicity in patients to whom flu- transaminases to clinical hepatitis, cholestasis and fulminant hepatic failure, includ- therapy have not been established. In open, i dics of small numbers

conazole or 1o any of its excipicnts. There is no information regarding cross-hyper-
sensitivity between fluconazole and other azole antifungal agenis. Caution should

be uwﬁ in preseribing fluconazole to paticnts with hypersensitivity to other azoles.
Ci istration of cisapride is indicated in patients receiving fluconazole.
WARNINGS

1. Hepatic injury: fluconazale has been associated with rare cases of serious hepatic
toxicity, including fatalities primarily in patients with serious underbying medical
ditions. I fi sred b o o A

o total daily dose, duration of therapy, sex or age of the patient has been observed.
Fluconazole hepatotoxicity has usually, but not always, been reversible on discon-
timuation of therapy. Patients who develop abnormal liver function tests during flu-
b therapy should be monitered for the development of more severe hepat-
jury. Fluconazele should be discontinued if clinical signs and symptoms con-
sistent with liver disease develogp that may be attributable to fluconazole.

2 i: In rare cases, hylaxis has been reported.

EN Dcmm]oglc Patients have rarely developed exfoliative skin disorders during
treatment with fluconazole. In patients with serious underlying discases (predomi-
nantly AIDS and malignancy), these have rarely resulted in a fatal outcome. Patients
who develop rashes during treatment with fluconazale should be monitored closely
and the drug discontinued if lesions progress.

PRECAUTIONS

Single Dose

The convenience and efficacy of the single dose oral tablet of fluconazole regimen
for the treatment of vaginal yeast infections should be weighed against the accept-
ability of a higher incidence of drug related adverse events with fluconazole.

Drug Interactions:

Clinically or p

inlly signifi drug i between and the

conarole and tacrolimus were coadministered, Patiems receiving tacrolimus and
fluconazole concomitantly should be carefully monitored. Fluconazole tablets
coadministered with ethinyl estradiol- and levonorgestrel-containing oral contra-
ceplives produced an overall mean increase in cthinyl estradiol and levonorgestrel
levels; however, in some paticnts there were decreases up 1o 47% and 33% of
ethiny] estradiol and levonorgestrel levels. The data presently available indicate
that the decreases in some individual ethiny| estradiol and levonorgestrel AUC val-
ues with fluconazole treatment are likely the result of random variation. While
Ihcu is evidence that fluconazole can inhibit the metabolism of ethinyl estradiol
| ﬂmcls idence that fi le is a net inducer of ethiny]
w.radlo] or 2 bolism. The clinical si of these effects is
presently unknown.
Physicians should be aware that interaction studies with medications other than
those listed have not been conducted, but such iteractions may oceur.
Pregnancy
Teratogenic effects - Pregnancy Category C.
Fluconazole should be used in pregnancy only if the patential benefit outweighs the
possible risk to the fetus.
MNursing Mothers
Fluconazole is sccreted in human milk at concentrations similar to plasma.
Therefore, the use of fluconazole in marsing mothers is not recommended.
Pediatric Use
An open-label, randomized, controlled trial has shown to be effective in the treat-
ment of oropharyngeal candidiasis in children & months to 13 years of age.
The use of fuconazole in children with cryplococcal meningitis, Candida
esophagitis, or systemic Candidl infections is supported by the efficacy shown for
these indications in adults and by the results from several small noncomparative

ing fatalities. Instances of fatal hepatic reactions were noted to occur primarily in
patients with serious g medical conditi d ly AIDS or malig-
nancy) and often while taking multiple concomitant medications. Transient hepatic
reactions, including hepatitis and jaundice, have occurred among patients with no
other identifiable risk factors. In each of these cases, liver function returmed to base-
line on discontinuation of fluconazole,

fr logic: In rare cases, is has been reported.

The following adverse events have occurred under conditions where a causal asso-
ciation is uncertain:

Central Nervous System: Seizures,

Dermatologic: Exfoliative skin disorders including 5 Joh: d and

of patients, doscs of up to 400 mg daily have been used,
Urinary tract infections and peritonitis: For the treatment of Candida urinary tract
infections and peritonitis, daily doses of 50-200 mg have been used in open, non-
cumplralw: smd.ws of small numbers of patients.

itis: The dosage for wreatment of acute cryplo-
coccll meningitis is 400 mg on the first day, followed by 200 mg once daily. A
dosage of 400 mg once daily may be used, based on medical judgment of the patient's
response to therapy, The recommended duration of treatment for initial therapy of
eryptococcal meningitis is 10-12 weeks after the cerebrospinal fluid becormes culiure
negative, The dod dosage of for suppression of relapse of

ingitis in patients with AIDS is Mmgmctdally

Imuc cpidermal necrolysis alopecia.
and Lymphatic: L p
cytosis, thrombocytopenia,

mcluding ia and agranulo-

Adverse Reactions in Children:
In Phase 1111 clinkcal trials conducted in the United States and in Europe, the most
commonly reported events were vomiting (5%, abdominal pain (3%), nausea (2%)
and diarthea (2%). The majority of treatment-related laboratory abnormalities were

of i or alkaline ph
OVERDOSAGE
There has been one reported case ul'cwudmy with fluconazole, A 42- ymr—old
patient infected with human i virus

and exhibited paranoid behavior after reportedly ingesting 8200 mgof fluconazale.
The patient was admitted 1o the hospital, and his condition resolved within 48
Tours.

In the event of overdose, treatment {with

gastric lavage if clinically indicated) should be instituted.

measures and

Cry ! imgitis: For the treatment of acute cryptococcal meningitis, the
recommended dosage is 12 mg/kg on the first day, followed by 6 mg/ky once daily.
A dosage of 12 mp'kg once daily may be used, based on medical judgment of the
patient’s response to therapy. The recommended duration of treatment for initial
therapy of cryptococcal meningitis is 10-12 weeks afier the mbwnnl Euld
becomes culture negative. For ion of relapse of cryp in
children with AIDS, the recommended dose of fluconazole is 6 mpkg once daily.
Dosage In Patients With Impaired Renal Function:
Fluconnzole is cleared primarily by renal excretion as unchanged drug. There is no
need to adjust single dose therapy for vaginal candidiass because of impaired renal
function. In patients with impaired renal function who will receive multiple doses.
of fluconazole, an initial loading dose of 50 to 400 mg should be given. After the
loading dose, the daily dose (according to indication) should be based on the fol-
lowing; tabbe:
Creatinine Clearance

Percent of recommended

(mVmin} Dose

=50 100 %

=50 (na dialysis) 50 %

regular dialysis 100 % after each dialysis

These are suggested dose based on Following adminis-
tration of multiple doses. Further adjustment may be necded depending upon clinical
condition.

PRESENTATION

Tablets 50 mg in blister pack of 10'5.

Tablet 150 mg in blister pack of 1's.

Prophylaxis in patients undergoing bane marrow
fluconazele daily dosage for the p of candidiasis of patients

bone marrow transplantation is 400 mg, once daily. Paticnts who are anticipated 1o
have severe ia (less than 500 phils per ci mm) should start flu-
conazole prophylaxis several days before the anticipated onset of neatropenia, and
continue for 7 days afier the neutrophil count rises above 1000 cells per cu mm.
Desage and Administration in Children:

The following dose equivalency scheme should generally provide equivalent expo-
sure in pediatric and adult patients:

Pediatric patients Adults
I mpkg 100 mg
6 mpkg 200 mg
12* mghke 400 mg

*Some older children may have clearances similar to that of adults.
Absolute doses exceeding 600 mg/day are not recommended.
Experience with fluconazole in neonates is limited to pharmacokinetic studies in pre-

Orral ion as powder for
STORAGE CONDITIONS
Store in a dry place below 30°C, protected from
Do not refrigerate.

50 mg / 5 ml in botiles af 35 ml.

This is a medicament
- A medicament is a product which affects your health, and its consumption
contrary Lo instructions is dangerous for you.
- Follow strictly the doctor's prescription, the method of use and the instruc-
tions of the pharmacist who sold you the medicament.
- The dector and the pharmacist are experts in medicine, its benefits and
risks.
- Do pot by yourself interrupt the period of treatment prescribed
- Do not repeat the same prescription without consulling your dector.
Keep Medicament out of reach of children.
Do not use after expiry date.

Manufactured in Zouk Mosbeh, Lebanon, by
ALGORITHM S.A.L.
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