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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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Undesirable effects 4.8
Oncology patients
Table 3 Adverse reactions reported in oncology clinical studies

Infections and infestations

Very common Infections * *

Blood and lymphatic system disorders

Very common Anemia

Common Thrombocytopenia, neutropenia, leukopenia, lymphopenia

Uncommon Pancytopenia

Rare Pure red cell aplasia

Immune system disorders

Uncommon Hypersensitivity

Metabolism and nutrition disorders

Very common Decreased appetite, hyperglycemia, hypercholesterolemia

Common Hypertriglyceridemia, hypophosphatemia, diabetes mellitus, hyperlipidemia,

hypokalemia, dehydration, hypocalcaemia

Psychiatric disorders

Common Insomnia

Nervous system disorders

Very common Dysgeusia, headache

Uncommon Ageusia

Eye disorders

Common eyelid oedema

uncommon Conjunctivitis

Cardiac disorders

Uncommon Congestive cardiac failure

Vascular disorders

Common Hemorrhage °, hypertension, lymphoedema$

Uncommon Flushing, deep vein thrombosis

Respiratory, thoracic and mediastinal disorders
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Very common Pneumonitis ¢, epistaxis, cough
Common Dyspnea

Uncommon Hemoptysis, pulmonary embolism
Rare Acute respiratory distress syndrome

Gastrointestinal disorders

Very common Stomatitis ¢, diarrhea, nausea

Common Vomiting, dry mouth, abdominal pain, mucosal inflammation, oral pain, dyspepsia,
dysphagia

Hepatobiliary disorders

Common Aspartate aminotransferase increased, alanine aminotransferase increased

Skin and subcutaneous tissue disorders

Very common Rash, pruritus

Common Dry skin, nail disorder, mild alopecia, acne, erythema, onychoclasis, palmar-
plantar erythrodysaesthesia syndrome, skin exfoliation, skin lesion

Rare Angioedema*

Musculoskeletal and connective tissue disorders

Common Arthralgia

Renal and urinary disorders
Common Proteinuria*, blood creatinine increased* renal failure*

Uncommon Increased daytime urination, acute renal failure*

Reproductive system and breast disorders
Common Menstruation irregular °

*
Uncommon Amenorrhea ©

General disorders and administration site conditions

Very common Fatigue, asthenia, oedema peripheral

Common Pyrexia

Uncommon Non-cardiac chest pain, impaired wound healing
Investigations

Very common Weight decreased

Injury, poisoning and procedural complications

Not known' Radiation recall syndrome, potentiation of radiation reaction
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* See also subsection “Description of selected adverse reactions”
Includes all reactions within the ‘infections and infestations’ system organ class including
(common) pneumonia, urinary tract infection; (uncommon) bronchitis, herpes zoster, sepsis,
abscess, and isolated cases of opportunistic infections [e.g. aspergillosis, candidiasis, PJP/PCP)
and hepatitis B (see also section 4.4)] and (rare) viral myocarditis
Includes different bleeding events from different sites not listed individually
Includes (very common) pneumonitis, (common) interstitial lung disease, lung infiltration and
(rare) pulmonary alveolar haemorrhage, pulmonary toxicity, and alveolitis
Includes (very common) stomatitis, (common) aphthous stomatitis, mouth and tongue ulceration
and (uncommon) glossodynia, glossitis

Frequency based upon number of women from 10 to 55 years of age in the pooled data

Adverse reaction identified in the post-marketing setting

($

f

8 Adverse reaction was determined based on post-marketing reports. Frequency was determined

based on oncology studies safety pool.
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