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Afinitor 2.5, 5 & 10 mg are indicated for the:

1. Treatment of patients with SEGA associated with tuberous sclerosis complex (TSC) who require
therapeutic intervention but are not candidates for curative surgical resection.
The effectiveness of AFINITOR is based on an analysis of change in SEGA volume. Clinical benefit such
as improvement in disease-related symptoms or increase in overall survival has not been demonstrated.

2. Treatment of progressive neuroendocrine tumors of pancreatic origin (PNET) in patients with
unresectable, locally advanced or metastatic disease.

The safety and effectiveness of AFINITOR® in the treatment of patients with carcinoid tumors have not
been established.

3. Treatment of hormone receptor-positive, HER2/neu negative advanced breast cancer, in combination with
exemestane, in postmenopausal women without symptomatic visceral disease after recurrence or
progression following a non-steroidal aromatase inhibitor.

4. Treatment of adult patients with renal angiomyolipoma and tuberous sclerosis complex
(TSC), not requiring immediate surgery. The effectiveness of AFINITOR in treatment of renal
angiomyolipoma is based on an analysis of durable objective responses in patients treated for a median of
8.3 months. Further follow-up of patients is required to determine long-term outcomes.

5. Treatment of patients with advanced renal cell carcinoma, whose disease has progressed on or after
treatment with VEGF-targeted therapy.

6. Treatment of unresectable, locally advanced or metastatic, well-differentiated (Grade 1 or Grade 2) non-
functional neuroendocrine tumours of gastrointestinal or lung origin in adults with progressive disease.
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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 inhibitor or inducer cannot
be avoided, the clinical condition of the patient should be monitored closely. Dose adjustments of
Afinitor for oncology patients can be taken into consideration based on predicted AUC, dose adjustments of
Afinitor for TSC patients may also 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 Afinitor and potent inhibitors is not
recommended.

Caution should be exercised when Afinitor is taken in combination with orally administered CYP3A4
substrates with a narrow therapeutic index due to the potential for drug interactions. If Afinitor is taken with
orally administered CYP3A4 substrates with a narrow therapeutic index (e.g. pimozide, terfenadine,
astemizole, cisapride, quinidine, ergot alkaloid derivatives or carbamazepine), the patient should be monitored
for undesirable effects described in the product information of the orally administered CYP3A4 substrate (see
section 4.5).

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 Use caution when co-administration of
(range 2.0-12.6) moderate CYP3A4 inhibitors or PgP
Cma 12.0-fold inhibitors cannot be avoided.
(range 0.9-3.5)
Imatinib AUC 1 3.7-fold Oncology patient and patients with
Cpas 1 2.2-fold renal angiomyolipoma associated with
Verapamil AUC 13.5-fold ISC:
(range 2.2-6.3) If patients require co-administration of
Cumax 12.3-fold a moderate CYP3A4 or PgP inhibitor,
(rangel.3-3.8) dose reduction to 5 mg daily or 2.5 mg
Ciclosporin oral AUC 12.7-fold daily may be considered.
(range 1.5-4.7) However, there are no clinical data
Cnax 11.8-fold with this dose adjustment. Due to
(range 1.3-2.6) between subject variability the
Cannabidiol (PgP AUC 12.5-fold recommended dose adjustments may
inhibitor) Crax 12.5-fold not be optimal in all. individual;.,
Fluconazole Not studied. Increased ther efon.‘e close monitoring of side
Diltiazem exposure expected. effe(?ts is recommended (see
Dronedarone Not studied. Increased sections 4.2 and 4.4). If the moderate
exposure expected. inhibitor is discontinued, consider a
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