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Fluconazole is indicated in the following fungal infections.

Fluconazole is indicated in adults for the treatment of:

¢ Cryptococcal meningitis.

¢ Coccidioidomycosis.

e 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.

¢ 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 candida infections when systemic therapy is indicated.

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

Fluconazole 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.

¢ To reduce the incidence of recurrent vaginal candidiasis (4 or more episodes a year).

¢ Prophylaxis of candidal infections in patients with prolonged neutropenia (such as patients with
haematological malignancies receiving chemotherapy or patients receiving Hematopoietic Stem Cell
Transplantation).

Fluconazole is indicated in term newborn infants, infants, toddlers, children, and adolescents aged from O to
17 years old:

Fluconazole is used for the treatment of mucosal candidiasis (oropharyngeal, oesophageal), invasive
candidiasis and cryptococcal meningitis and the prophylaxis of candidal infections in immunocompromised
patients. Fluconazole can be used as maintenance therapy to prevent relapse of cryptococcal meningitis in
children with high risk of reoccurrence.

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.

Consideration should be given to official guidance on the appropriate use of antifungals.
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Special warnings and precautions for use

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

Adrenal insufficiency

Ketoconazole is known to cause adrenal insufficiency, and this could also although rarely seen be
applicable to fluconazole. Adrenal insufficiency relating to concomitant treatment with prednisone
see section 4.5 'The effect of fluconazole on other medicinal products'.

Hepatobiliary system

Patients who develop abnormal liver function tests during fluconazole therapy must be monitored
closely for the development of more serious hepatic injury.



The patient should be informed of suggestive symptoms of serious hepatic effect (important
asthenia, anorexia, persistent nausea, vomiting and jaundice). Treatment of fluconazole should be
immediately discontinued and the patient should consult a physician.

Cardiovascular system

Patients with hypokalemia and advanced cardiac failure are at an increased risk for the occurrence
of life threatening ventricular arrhythmias and torsades de pointes.

Coadministration of other medicinal products known to prolong the QT interval and which are
metabolised via the cytochrome P450 (CYP) 3A4 are contraindicated.

Halofantrine

Halofantrine has been shown to prolong QTc interval at the recommended therapeutic dose and is a
substrate of CYP3A4. The concomitant use of fluconazole and halofantrine is therefore not
recommended.

Cytochrome P450

Fluconazole is a moderate CYP2C9 and CYP3A4 inhibitor. Fluconazole is also a strong inhibitor of
CYP2C19. Fluconazole treated patients who are concomitantly treated with medicinal products with
a narrow therapeutic window metabolised through CYP2C9, CYP2C19 and CYP3A4, should be
monitored.

Interaction with other medicinal products and other forms of interaction

Concomitant use of the following other medicinal products cannot be recommended:

Halofantrine: Fluconazole can increase halofantrine plasma concentration due to an inhibitory effect on
CYP3A4. Concomitant use of fluconazole and halofantrine has the potential to increase the risk of
cardiotoxicity (prolonged QT interval, torsades de pointes) and consequently sudden heart death. This
combination should be avoided.

Concomitant use that should be used with caution:

Amiodarone: Concomitant administration of fluconazole with amiodarone may increase QT prolongation.
Caution must be exercised if the concomitant use of fluconazole and amiodarone is necessary, notably
with high dose fluconazole (800 mg).

The effect of fluconazole on other medicinal products

Fluconazole is a moderate inhibitor of cytochrome P450 (CYP) isoenzymes 2C9 and 3A4. Fluconazole
is also a strong_inhibitor of the isozyme CYP2C19. In addition to the observed/documented interactions
mentioned below, there is a risk of increased plasma concentration of other compounds metabolised by
CYP2C9, CYP2C19 and CYP3A4 coadministered with fluconazole. Therefore, caution should be
exercised when using these combinations and the patients should be carefully monitored. The enzyme
inhibiting effect of fluconazole persists 4-5 days after discontinuation of fluconazole treatment due to the
long half-life of fluconazole.

Anticoagulants: ... In patients receiving coumarin-type or indanedione anticoagulants concurrently with
fluconazole the prothrombin time should be carefully monitored. Dose adjustment of the anticoagulant
may be necessary.

Fentanyl: One fatal case of fentanyl intoxication due to possible fentanyl fluconazole interaction was
reported. Furthermore, it was shown in healthy volunteers that fluconazole delayed the elimination of
fentanyl significantly. Elevated fentanyl concentration may lead to respiratory depression. Patients
should be monitored closely for the potential risk of respiratory depression. Dosage adjustment of
fentanyl may be necessary.

Olaparib: Moderate inhibitors of CYP3A4 such as fluconazole increase olaparib plasma
concentrations; concomitant use is not recommended. If the combination cannot be avoided, limit the
dose of olaparib to 200 mg twice daily.

Immunosuppresors (i.e. ciclosporin, everolimus, sirolimus and tacrolimus):

Everolimus: Although not studied in vivo or in vitro, fluconazole may increase serum concentrations of
everolimus through inhibition of CYP3A4.



Rifabutin: Fluconazole increases serum concentrations of rifabutin, leading to increase in the AUC of rifabutin up
to 80%. There have been reports of uveitis in patients to whom fluconazole and rifabutin were coadministered.
In combination therapy, symptoms of rifabutin toxicity should be taken into consideration.

Tofacitinib: Exposure of tofacitinib is increased when tofacitinib is co-administered with medications that
result in both moderate inhibition of CYP3A4 and strong inhibition of CYP2C19 (e.g., fluconazole).
Therefore, it is recommended to reduce tofacitinib dose to 5 mg once daily when it is combined with
these drugs.

Ivacaftor: Co-administration with ivacaftor, a cystic fibrosis transmembrane conductance regulator
(CFTR) potentiator, increased ivacaftor exposure by 3-fold and hydroxymethyl-ivacaftor (M1)
exposure by 1.9-fold. A reduction of the ivacaftor dose to 150 mg once daily is recommended for
patients taking concomitant moderate CYP3A inhibitors, such as fluconazole and erythromycin.

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
treated for at least three or more months with high doses (400-800 mg daily) of fluconazole for.
coccidioidomycosis. The relationship between fluconazole use and these events is 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.

Breast-feeding

Fluconazole passes into breast milk to reach concentrations similar to those in plasma. Breast-feeding
may be maintained after a single dose of 150 mq fluconazole. Breast-feeding is not recommended after
repeated use or after high dose fluconazole. The developmental and health benefits of breast-feeding
should be considered along with the mother’s clinical need for fluconazole and any potential adverse
effects on the breast-fed child from fluconazole or from the underlying maternal condition.

Effects on ability to drive and use machines

Patients should be warned about the potential for dizziness or seizures while taking fluconazole and should be
advised not to drive or operate machines if any of these symptoms occur.

Undesirable effects

Blood and the lymphatic system disorders: Uncommon: Anaemia

Metabolism and nutrition disorders: Uncommon: Decreased appetite

Gastrointestinal disorders: Uncommon: Constipation...

Skin and subcutaneous tissue disorders: Not Known: Drug reaction with eosinophilia and systemic

symptoms (DRESS)
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