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Votubia is indicated as adjunctive treatment of patients aged 2 years and older whose refractory

epileptic seizures are associated with tuberous sclerosis complex (TSC)

Everolimus 2 mg and 3 mg 9B 290987
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4.4  Special warnings and precautions for use

Interactions

Co-administration with inhibitors and inducers of CYP3A4 and/or the multidrug efflux pump
P-glycoprotein (PgP) should be avoided. If co-administration of a moderate CYP3A4 and/or PgP
mhibitor or inducer cannot be avoided, the clinical condition of the patient should be monitored
closely. Monitoring of everolimus through concentrations and dose adjustments of Votubia may be
required (see section 4.5).

Concomitant treatment with potent CYP3A4/PgP inhibitors-result in dramatically increased blood
concentrations of everolimus (see section 4.5). There are currently not sufficient data to allow dosing
recommendations in this situation. Hence, concomitant treatment of Votubia and potent mhibitors 1s
not recommended.

4.5  Interaction with other medicinal products and other forms of interaction
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Moderate CYP3A4/PgP inhibitors

Erythromycin AUC 14.4-fold
(range 2.0-12.6)
Crmax 12.0-fold
(range 0.9-3.5)

Imatinib AUC 1 3.7-fold
Comax T 2.2-fold

Verapamil AUC 13.5-fold

(range 2.2-6.3)
Crmax T2.3-fold
(rangel.3-3.8)

Ciclosporin oral

AUC 12.7-fold

(range 1.5-4.7)
Comax T 1.8-fold
(range 1.3-2.6)
Cannabidiol (PgP AUC 12.5-fold
inhibitor) Cmax 72.5-fold
Fluconazole Not studied. Increased exposure
Diltiazem expected.
Dronedarone Not studied. Increased exposure
expected.
Amprenavir, Not studied. Increased exposure
fosamprenavir expected.

Use caution when co-administration
of moderate CYP3A4 inhibitors or
PgP mbhibitors cannot be avoided.

If patients require co-administration
of a moderate CYP3A4 or PgP
mhibitor, reduce the daily dose by
approximately 50%. Further dose
reduction may be required to manage
adverse reactions (see sections 4.2
and 4.4). Everolimus trough
concentrations should be assessed
approximately 1 to 2 weeks after the
addition of a moderate CYP3A4 or
PgP mbhibitor.

If the moderate inhibitor is
discontinued, the Votubia dose should
be returned to the dose used prior to
initiation of the co-administration.
The everolimus trough concentration
should be assessed approximately 2
weeks -later (see sections 4.2 and
4.4).

Grapefruit juice or other
food affecting
CYP3A4/PgP

Not studied. Increased exposure
expected (the effect varies
widely).

Combination should be avoided.

Potent and moderate CYP3A4 inducers

Rifampicin

AUC |63%
(range 0-80%)

Avoid the use of concomitant potent
CYP3A4 inducers.
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