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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

Infections

Everolimus has immunosuppressive properties and may predispose patients to bacterial, fungal, viral or
protozoan infections, including infections with opportunistic pathogens (see section 4.8). Localised and
systemic infections, including pneumonia, other bacterial infections, invasive fungal infections, such as
aspergillosis, candidiasis, or PJP/PCP and viral infections including reactivation of hepatitis B virus, have been
described in patients taking Afinitor. Some of these infections have been severe (e.g. leading to sepsis
[including septic shock], respiratory or hepatic failure) and occasionally fatal in adult and paediatric patients
(see section 4.8).

Stomatitis

Stomatitis, including mouth ulcerations and oral mucositis, is the most commonly reported adverse reaction in
patients treated with Afinitor (see section 4.8). Stomatitis mostly occurs within the first 8 weeks of treatment.
A single-arm study in postmenopausal breast cancer patients treated with Afinitor (everolimus) plus
exemestane suggested that an alcohol-free corticosteroid oral solution, administered as a mouthwash during
the initial 8 weeks of treatment, may decrease the incidence and severity of stomatitis (see section 5.1).
Management of stomatitis may therefore include prophylactic (in adults) and/or therapeutic use of topical
treatments, such as an alcohol-free corticosteroid oral solution as a mouthwash. However, products containing
alcohol, hydrogen-peroxide, iodine and thyme derivatives should be avoided as they may exacerbate the
condition. Monitoring for and treatment of fungal infection is recommended, especially in patients being
treated with steroid-based medicinal products. Antifungal agents should not be used unless fungal infection
has been diagnosed (see section 4.5).

Interactions
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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).

4.6 Fertility, pregnancy and lactation

Breast-feeding

It is not known whether everolimus is excreted in human breast milk. However, in rats, everolimus and/or its
metabolites readily pass into the milk (see section 5.3). Therefore women taking Afinitor should not breast-
feed during treatment and for 2 weeks after the last dose.

4.8 Undesirable effects

Tuberous sclerosis complex (TSC)

Summary of the safety profile

The most frequent adverse reactions (incidence >1/10) from the pooled safety data are (in decreasing order):
stomatitis, pyrexia, nasopharyngitis, diarrhoea, upper respiratory tract infection, vomiting, cough, rash,
headache, amenorrhoea, ache, pneumonia, urinary tract infection, sinusitis, menstruation irregular,
pharyngitis, decreased appetite, fatigue, hypercholesterolaemia and hypertension.

The most frequent grade 3-4 adverse reactions (incidence >1%) were, pneumonia, stomatitis, amenorrhoea,

neutropenia, pyrexia, menstruation irregular, hypophosphataemia, diarrhoea and cellulitis. The grades
follow CTCAE Version 3.0 and 4.03.

Tabulated list of adverse reactions

Table 3-1 shows the incidence of adverse reactions based on pooled data of patients receiving everolimus in
the three TSC studies (including both the double-blind and open-label extension phase, where applicable).
Adverse reactions are listed according to MedDRA system organ class. Frequency categories are defined
using the following convention: very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to
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<1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000); not known (cannot be estimated from the
available data). Within each frequency grouping, adverse reactions are presented in order of decreasing
seriousness.

Table 3-1 Adverse reactions reported in TSC studies

Infections and infestations

Very common Nasopharyngitis, upper respiratory tract infection, pneumonia @, urinary tract infection,
sinusitis, pharyngitis

Common Otitis media, cellulitis, pharyngitis streptococcal, gastroenteritis viral, gingivitis

Uncommon Herpes zoster, sepsis, bronchitis viral

Blood and lymphatic system disorders
Common Anaemia, neutropenia, leucopenia, thrombocytopenia, lymphopenia

Immune system disorders
Common Hypersensitivity

Metabolism and nutrition disorders
Very common Decreased appetite, hypercholesterolaemia
Common Hypertriglyceridaemia, hyperlipidaemia, hypophosphataemia, hyperglycemia

Psychiatric disorders
Common Insomnia, aggression, irritability

Nervous system disorders
Very common  Headache

Uncommon Dysgeusia

Vascular disorders
Very common Hypertension
Common Lymphoedema

Respiratory, thoracic and mediastinal disorders
Very common  Cough

Common Epistaxis, pneumonitis

Gastrointestinal disorders
Very common Stomatitis °, diarrhoea, vomiting

Common Constipation, nausea, abdominal pain, flatulence, oral pain, gastritis

Skin and subcutaneous tissue disorders

Very common Rash ¢, acne

Common Dry skin, acneiform dermatitis, pruritus, alopecia

Uncommon Angioedema
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Musculoskeletal and connective tissue disorders
Uncommon Rhabdomyolysis

Renal and urinary disorders
Common Proteinuria

Reproductive system and breast disorders
Very common Amenorrhea ¢, menstruation irregular ¢
Common Menorrhagia, ovarian cyst, vaginal hemorrhage

Uncommon Menstruation delayed ¢

General disorders and administration site conditions
Very common Pyrexia, fatigue

Investigations

Common Blood lactate dehydrogenase increased, blood luteinizing hormone increased, weight
decreased
Uncommon Blood follicle stimulating hormone increased

2 Includes pneumocystis jirovecii (carinii) pneumonia (PJP, PCP)

b Includes (very common) stomatitis, mouth ulceration, aphthous ulcer; (common) tongue ulceration, lip
ulceration and (uncommon) gingival pain, glossitis

¢ Includes (very common) rash; (common) rash erythematous, erythema and (uncommon) rash
generalized, rash maculo-papular, rash macular

¢ Frequency is based upon number of women from 10 to 55 years of age while on treatment in the pooled
data

Paediatric population

In the pivotal phase Il study, 22 of the 28 SEGA patients studied were below the age of 18 years and in the
pivotal phase 111 study, 101 of the 117 SEGA patients studied were below the age of 18 years. In the pivotal
phase Il study in patients with TSC and refractory seizures, 299 of the 366 patients studied were below the
age of 18 years. The overall type, frequency and severity of adverse reactions observed in children and
adolescents have been generally consistent with those observed in adults, with the exception of infections
which were reported at a higher frequency and severity in children below the age of 6 years. A total of 49 out
of 137 patients (36%) aged <6 years had Grade 3/4 infections, compared to 53 out of 272 patients (19%)
aged 6 to <18 years and 27 out of 203 patients (13%) aged >18 years. Two fatal cases due to infection were
reported in 409 patients aged <18 years receiving everolimus.
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Other studies

Stomatitis is the most commonly reported adverse reaction in patients treated with Afinitor (see sections 4.4
and 4.8). In a post-marketing single-arm study in postmenopausal women with advanced breast cancer
(N=92), topical treatment with dexamethasone 0.5 mg/5 ml alcohol-free oral solution was administered as a
mouthwash (4 times daily for the initial 8 weeks of treatment) to patients at the time of initiating treatment
with Afinitor (everolimus, 10 mg/day) plus exemestane (25 mg/day) to reduce the incidence and severity of
stomatitis. The incidence of Grade >2 stomatitis at 8 weeks was 2.4% (n=2/85 evaluable patients) which was
lower than historically reported. The incidence of Grade 1 stomatitis was 18.8% (n=16/85) and no cases of
Grade 3 or 4 stomatitis were reported. The overall safety profile in this study was consistent with that
established for everolimus in the oncology and TSC settings, with the exception of a slightly increased
frequency of oral candidiasis which was reported in 2.2% (n=2/92) of patients.
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