(For the use only of a registered Medical Practitioner or a Hospital or a Laboratory)
Fluconazole Capsules 150mg

AREAFLUZ"
COMPOSITION:
Each hard gelatin capsules contains:
Fluconazole USP 150mg
Excipients q.s
Approved Colours used in empty hard gelatin capsule shells
DESCRIPTION:

Fluconazole 150 mg capsules are an antifungal medication used to treat vaginal yeast infections

caused by the yeast known as Candida. It works by stopping the growth of Candida. It usually

starts to work within one day, but it may take 3 days for your symptoms to improve and up to 7

days for your symptoms to disappear.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Mode of action -

Fluconazole is a triazole antifungal agenl Its pnmary mode of action is the inhibition of fungal
450-mediated 14 alpha-I an essential step in fungal

The ion of 14 alph: thyl sterols correlates with the

subsequent loss of ergosterol in the fungal cell membrane and may be responsible for the

antifungal activity of fluconazole. Fluconazole has been shown to be more selective for fungal

cytochrome P-450 enzymes than for various mammalian cytochrome P-450 enzyme systems.

Fluconazole 50 mg daily given up to 28 days has been shown not to effect testosterone plasma

Vaginal candidiasis, acute or recurrent; when local therapy is not appropriate.

Candidal balanitis when local therapy is not appropriate.

Dermatomycosis including tinea pedis, tinea corporis, tinea cruris, tinea versicolor and dermal

candidainfections when systemic therapy is indicated

Tinea unguinium (onychomycosis) when other agents are not considered appropriate.

Fluconazole capsule is indicated in adults for the prophylaxis of: Relapse of cryptococcal

meningitis in patients with high risk of recurrence.

Relapse of oropharyngeal or oesophageal candidiasis in patients infected with HIV who are at

high risk of experiencing relapse.

Toreduce the incidence of recurrent vaginal candidiasis (4 or more episodes a year).

Pmphyla)us of candidal infections in patients with prolonged neutropenia (such as patients with
ies receiving py or patients receiving Hematopoietic Stem

Cell Transplantation (see section 5.1)).

Fluconazole capsule is indicated in term newborn infants, infants, toddlers, children, and

adolescents aged from 0to 17 years old:

Fluconazole capsule is used for the treatment of mucosal candidiasis (oropharyngeal,

Fluconazole has been studied for treatment of tinea capitis in children. It was shown not to be
superior to griseofulvin and the overall success rate was less than 20%. Therefore, Fluconazole
capsule should not be used for tinea capitis

Cryptococcosis

The evidence for efficacy of fluconazole in the treatment of cryptococcosis of other sites (e.g.
pulmonary and cutaneous cryptococcosis) is limited, which prevents dosing recommendations.
Deep endemic mycoses

The evidence for efficacy of fluconazole in the treatment of other forms of endemic mycoses such
as paracoccidioidomycosis, Iymphocutaneous sporotrichosis and histoplasmosis is limited,
which pi it ific dosing

Renalsystem

Fluconazole capsule should be administered with caution to patients with renal dysfunction (see
section4.2).

Hepatobillary system

ld b with caution to patients with liver dysfunction.
Fluconazole capsule has been associated with rare cases of serious hepatic toxicity including
fatalmes primarily in patients with serious underlylng medical conditions. In cases of fluconazole

invasive cr and the propl of candidal
infections in i ised patients. F! capsule can be used as mail
therapy to prevent relapse of cryptococcal meningitis in children with high risk of reoccurrence

(seesection4.4).

Therapy may be instituted before the results of the cultures and other laboratory studies are
known; however, once these results become available, anti-infective therapy should be adjusted
accordingly.
Cons

should be given to official guid: onth use of

concentrations in males or steroid concentration in females of child-bearing age. Fi
200 mg to 400 mg daily has no clinically significant effect on endogenous steroid levels or on
ACTH stimulated response in healthy male volunteers. Interaction studies with antipyrine
indicate that single or multiple doses of fluconazole 50 mg do not affect its metabolism.
Pharmacokinetic properties

The ph properties of are similar following administration by the
intravenous or oral route.
Absorption

After oral administration fluconazole is well absorbed, and plasma levels (and systemic
bioavailability) are over 90% of the levels achieved after intravenous administration. Oral
absorption is not affected by concomitant food intake. Peak plasma conoemrat\ons in the fasting
state occur between 0.5 and 1.5 hours post-d Plasma are p to

DOSAGE AND ADMINISTRATION:

Posology

The dose should be based on the nature and severity of the fungal infection. Treatment of
infections requiring multiple dosing should be continued until clinical parameters or laboratory
tests indicate that active fungal infection has subsided. An inadequate period of treatment may
lead to recurrence of active infection.

Special populations

Elderly

Dosage should be adjusted based on the renal function (see “Renal impairment’).
Renalimpairment

No adjustments in single dose therapy are necessary. In patients (including paediatric

dose. Ninety percent steady state levels are reached by day 4-5 with multiple once dally dosing.

Administration of a loading dose (on day 1) of twice the usual daily dose enables plasma levels to
approximate to 90% steady-state levels by day 2.

Distribution

The apparent volume of distribution approximates to total body water. Plasma protein binding is
Iow(11-12%)

FI achieves good p in all body fluids studied. The levels of fluconazole in
saliva and sputum are similar to plasma levels. In patients with fungal meningitis, fluconazole
levels in the CSF are app 0% th p\asma levels.

High skin of: above serum are achieved in the stratum
corneum, epidermis-dermis and eccrine sweat. Fluconazole accumulates in the stratum
corneum. At a dose of 50 mg once daily, the concentration of fluconazole after 12 days was 73
Mg/g and 7 days after cessation of treatment the concentration was still 5.8 pg/g. At the 150 mg
once-a-week dose, the concentration of fluconazole in stratum corneum on day 7 was 23.4 pglg
and7 days after the second dose was still 7.1 ug/g.

Concentration of fluconazole in nails after 4 months of 150 mg once-a-week dosing was 4.05
Mg/g in healthy and 1.8 pg/g in diseased nails; and, fluconazole was still measurable in nail
samples 6 months after the end of therapy.

Biotransformation

Fluconazole is metabolised only to a minor extent. Of a radioactive dose, only 11% is excreted in
a changed form in the urine. Fluconazole is a selective inhibitor of the isozymes CYP2C9 and
CYP3A4 (see section 4.5). Fluconazole is also an inhibitor of the isozyme CYP2C19.

Excretion

Plasma el ion half-life for is app 30 hours. The major route of
excretion is renal, with app 80% of the ini dose ing in the urine as
unchanged medicinal product. Fluconazole clearance is proportional to creatinine clearance

Thereis no evidence of circulating metabolites.

The long plasma elimination half-life provides the basis for single dose therapy for vaginal
candidiasis, once daily and once weekly dosing for other indications.

INDICATIONS:

Fluconazole capsule is indicated in the following fungal infections . Fluconazole capsule is
indicated in adults for the treatment of:

Cryptococcal meningitis.

Coccidioidomycosis.

Invasive candidiasis.

Mucosal candidiasis including oropharyngeal, oesophageal candidiasis, candiduria and chronic
mucocutaneous candidiasis.

Chronic oral atrophic candidiasis (denture sore mouth) if dental hygiene or topical treatment are
insufficient

with impaired renal function who will receive multiple doses of fluconazole, an initial
dose of 50 mg to 400 mg should be given, based on the recommended daily dose for the
indication.Patients on regular dialysis should receive 100% of the recommended dose after each
dialysis; on non-dialysis days, patients should receive a reduced dose according to their
creatinine clearance.
Hepaticimpairment
Limited data are available in patients with hepatic impairment, therefore fluconazole should be
administered with caution to patients with liver dysfunction (see sections 4.4 and 4.8)
Paediatric population
Amaximum dose of 400 mg daily should not be exceeded in paediatric population.
As with slmx\ar infections in adults, the duration of treatment is based on the clinical and

response. Fi capsulei asasingle daily dose.
For paediatric patients with impaired renal function, see dosing in “Renal impairment”. The
pharmacokinetics of fluconazole has not been studied in paediatric population with renal
insufficiency (for “Term newborn infants” who often exhibit primarily renal immaturity please see
below).
Adolescents (from 12to0 17 years old):
Depending on the weight and pubertal development, the prescriber would need to assess which
posology (adults or children) is the most appropriate. Clinical data indicate that children have a
higher fluconazole clearance than observed for adults. Adose of 100, 200 and 400 mg in adults
corresponds toa 3,6 and 12 mg/kg dose in children to obtain a comparable systemic exposure.
Safety and efficacy for genital candidiasis indication in paediatric population has not been
established. Current available safety data for other paediatric indications are described in section

4.8. Iftreatment for genital is in (from 1210 17 years old), the
posology should be the same as adults posology.
METHOD OF ADMINISTRATION

Fluconazole capsule may be administered either orally or by intravenous infusion, the route
being dependent on the clinical state of the patient. On transferring from the intravenous to the
oralroute, orvice versa there is no need to change the daily dose.

The capsules should b wholeandi offood intake.
CONTRAINDICATIONS

Hypersensitivity to the active substance, to related azole substances, or to any of the excipients
(seesection 6.1).

Coadministration of terfenadine is contraindicated in patients receiving Fluconazole capsule at
multiple doses of 400 mg per day or higher based upon results of a multiple dose interaction
study. Coadministration of other medicinal products known to prolong the QT interval and which
are metabolised via the cytochrome P450 (CYP) 3A4 such as cisapride, astemizole, pimozide,
quinidine and erythromycin are contraindicated in patients receiving fluconazole

Special warnings and precautions for use

Tinea capitis

no obvious relati to total daily dose, duration of therapy, sex or
age of patient has been observed. Fluconazole hepatotoxicity has usually been reversible on
discontinuation of therapy.
Patients who develop abnormal liver function tests during fluconazole therapy must be monitored
closely for the development of more serious hepatic njury.
The patient should be informed of suggestive symptoms of serious hepatic effect (important
asthenia, anorexia, persistent nausea, vomiting and jaundice). Treatment of fluconazole should
beimmediately discontinued and the patient should consult a physician.
Cardiovascular system
Some azoles, |ncludmg fluconazole, have been associated with prolongation of the QT interval
on the el gram. During post-marketing surveillance, there have been very rare cases
of QT prolongation and torsades de pointes i |n patients taking Fluconazole capsule. These
reports included seriously ill patients wnh multiple confounding risk factors, such as structural
heart disease, y and i treatment that may have been
contributory.
Fertility, pregnancy and lactation
Pregnancy
An observational study has suggested an increased risk of spontaneous abortion in women
treated with fluconazole during the first trimester.
There have been reports of multiple congenital abnormalities (including brachycephalia, ears
dysplasia, giant anterior fontanelle, femoral bowing and radio-humeral synostosis) in infants
whose mothers were trealed for atleast three or more months with high doses (400-800 mg daily)
of for . The ip between fluconazole use and these
eventsis unclear.
Studies in animals have shown reproductive toxicity.
Fluconazole in standard doses and short-term treatments should not be used in pregnancy
unless clearly necessary.
Fluconazole in high dose and/or in prolonged regimens should not be used during pregnancy
exceptfor potentially life-threatening infections.
Breast-feeding
Fluconazole passes into breast milk o reach concentrations lower than those in plasma. Breast-
feeding may be maintained after a single use of a standard dose 200 mg fluconazole or less.
Breast-feeding is not recommended after repeated use or after high dose fluconazole.
Fertility
Fluconazole did not affect the fertility of male or female rats
ADVERSE REACTIONS:
Nausea, diarrhea, stomach pain, headache, or dizziness may occur. If any of these effects
persistor worsen, tell your doctor or pharmacist promptly.
If your doctor has directed you to use this product, remember that he or she has judged that the
benefit to you is greater than the risk of side effects. Many people using the product do not have
serious side effects.
Get medical help right away if any of these rare but seriousfast/irregular heartbeat, severe
dizziness, fainting.
This drug may rarely cause serious liver disease. Get medical help right away if you develop any
signs of liver disease, including: severe stomach/abdominal pain, persistent nausea/vomiting,
yellowing eyes/skin, dark urine, unusualtiredness.
Avery serious allergic reaction to this drug is rare. However, get medical help right away if you
notice any symptoms of a serious allergic reaction, including: rash, itching/swelling (especially of
the face/tongue/throat), severe dizziness, trouble breathing.
PRESENTATION: Fluconazole hard gelatin Capsules 150mg comes in 10x1 Capsule pack.
Special precautions for storage: Store in acool, dry & dark place. Protect from light & moisture.
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