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Dosage and

Adults administration

Adults

e Dose modifications in advanced
neuroendocrine tumors of pancreatic origin
and advanced renal cell carcinoma:

Attached app 1- Table 4-1

Pediatric population Paediatric population
e Afinitor is not recommended for use in e Afinitor is not recommended for use in
pediatric cancer patients. paediatric cancer patients.

e Dosing recommendations for pediatric | ® Dosing recommendations for paediatric
patients with TSC who have SEGA are | patients with SEGA are consistent with
consistent with those for the corresponding | those for the adult SEGA population.
adult population with the exception of those | Afinitor has not been studied in paediatric
patients with hepatic impairment. Afinitor is | SEGA patients <3 years of age and is
not recommended for patients <18 years of currently not recommended for use in this
age with TSC who have SEGA and hepatic | age group.

impairment.

Patients <18 years of age

Afinitor is not recommended for patients <18
years of age with TSC who have SEGA and
hepatic impairment.
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Warnings and
precaution
Hepatic impairment Hepatic impairment
Exposure to everolimus was increased in | Exposure to everolimus was increased in
patients with mild (Child-Pugh A), moderate | patients with mild (Child-Pugh A),
(Child-Pugh B), and severe (Child-Pugh C) | moderate (Child-Pugh B), and severe
hepatic impairment (see section section 12 | (Child-Pugh C) hepatic impairment (see
Clinical pharmacology). section section 12 Clinical pharmacology).
Afinitor is not recommended in patients with | Everolimus is not recommended for use in
severe hepatic impairment (Child-Pugh C) for | patients with advanced neuroendocrine
the treatment of advanced neuroendocrine | tumors of pancreatic origin or advanced
tumors of pancreatic origin or advanced renal | renal cell carcinoma with severe hepatic
cell ~carcinoma with  severe hepatic | impairment (Child-Pugh C) unless the
impairment  (Child-Pugh C) wunless the | potential benefit outweighs the risk (see
potential benefit outweighs the risk (see | section 4 Dosage and administration and
section 4 Dosage and administration and | section 12 Clinical pharmacology).
section 12 Clinical pharmacology). Everolimus is not recommended for use in
Afinitor is not recommended for use in | patients with SEGA who have severe
patients< 18 years of age with TSC who have | hepatic impairment (Child-Pugh C) (see
SEGA with concomitant hepatic impairment | section 4 Dosage and administration and
(Child-Pugh A, B or C) or in patients > 18 | section 12 Clinical pharmacology).
years of age with severe hepatic impairment
(Child-Pugh C) (see section 4 Dosage and
administration and  section 12 Clinical
pharmacology).
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adverse drug
reactions
The most common ADR (incidence > 10%
and suspected to be related to treatment by the
investigator) was stomatitis. The most
common Grade 3 ADRs (incidence >2% and
suspected to be related to treatment by the
investigator) were stomatitis, neutropenia, and
gastroenteritis viral. No grade 4 ADRs were
reported.
Attached app 2- Table 7-2
Other ADRs occurring more frequently with
Afinitor than with placebo, but with an
incidence of <5% and considered clinically
relevant are listed below for the phase 111 trial.
Infections and infestations
Common: Otitis media (3.8%), gastroenteritis
viral (2.6%)
Blood and lymphatic system disorders
Common: Anemia (2.6%)
Psychiatric disorders
Common: Aggression (1.3%), insomnia
(1.3%)
Nervous system disorders
Common: Convulsion (2.6%)
Respiratory, thoracic and mediastinal
disorders
Common: Epistaxis (1.3%), pneumonitis
(1.3%)
Gastrointestinal disorders
Common: Oral pain (3.8%)
Reproductive system and breast disorders
Common: Amenorrhea (2.6%), menstruation
irregular (1.3%)
General disorders and administration site
conditions
Common: Gait disturbance (1.3%)
Investigations
Common: Blood triglycerides increased
(2.6%)
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Clinically relevant laboratory
abnormalities

The clinically relevant laboratory
abnormalities reported with an incidence of
> 10% (listed in decreasing frequency):

e Hematology parameters included partial

thromboplastin time increased,
neutropenia, and anemia.

e  C(linical chemistry parameters included
hypercholesterolemia, aspartate
aminotransferase (AST) increased,
hypertriglyceridaemia, alanine
aminotransferase (ALT) increased,
hypophosphataemia, and hypokalemia.

Most of the laboratory abnormalities were
mild (Grade 1) or moderate (Grade 2). The
most common Grade 3 laboratory abnormality
(incidence >2% and occurring more
frequently with Afinitor than with placebo)
was neutropenia.

Adverse drug reactions

The following additional clinically relevant
ADRs were reported in the phase II trial and
not in the controlled Phase III trial (Note: The
protocol mandated that all infections be
classified ADRs):

e Very common: Sinusitis, cellulitis,
gastroenteritis, pharyngitis, otitis externa, skin
infection, body tinea , gastric infection,
urinary tract infection, furuncle,
nasopharyngitis, diarrhea, dermatitis
acneiform, acne, conjunctivitis, and
hypertriglyceridaemia

e Common: Infection, abscess limb,
bronchitis viral, agitation, pharyngeal
inflammation, gastritis, vomiting, proteinuria,
blood immunoglobulin G decreased

Additional clinically relevant Grade 3 ADRs
reported in the phase II trial (incidence >2%)
were neutropenia and single cases of sinusitis,

pneumonia, abscess limb, and bronchitis viral.
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The following clinically relevant ADRs were
reported in a higher frequency category in the
phase II trial than in the controlled phase III

trial (increase from common to very common):

e  Very common: Upper respiratory tract
infection, otitis media, pneumonia, cough,
pyrexia, Blood cholesterol incresed,
blood triglycerides increased, and
neutrophil count decreased.

Clinically relevant laboratory
abnormalities

The following additional clinically relevant

laboratory abnormalities with an incidence of

> 10% were reported in the phase II trial and
not listed with controlled Phase III trial:

e Hematology parameters included
leukopenia, thrombocytopenia, and
lymphopenia.

e  C(linical chemistry parameters included
blood alkaline phosphatase increased,
hyperglycemia, hypercreatinemia, and
hypoglycemia.

Additional clinically relevant grade 3
laboratory abnormalities reported in the phase
I trial were blood alkaline phosphatase
increased, and aspartate aminotransferase
increased.  Clinically relevant  grade 4
laboratory abnormalities were neutropenia and
lymphopenia.

Description of selected adverse reactions

In clinical trials and post-marketing
spontaneous reports, everolimus has been
associated with cases of amenorrhea
(including secondary amenorrhea)
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Pregnancy and
breast-feeding

Women of childbearing potential Women of childbearing potential

Women of childbearing potential should be | Women of childbearing potential should
advised to use an highly effective method of | be advised to use an effective method of
contraception while receiving Afinitor, and | contraception while receiving Afinitor,

for up to 8 weeks after ending treatment. and for up to 8 weeks after ending
treatment.

Fertility
Fertility

The potential for everolimus to cause
infertility in male and female patients is | Based on non-clinical findings, male
unknown. However, amenorrhea (including | fertility may be compromised by

Secondary amenorrhea) has been observed. treatment with Afinitor (see section 14

- . . Non-clinical safety data).
Based on non-clinical findings, male fertility

may be compromised by treatment with
Afinitor Female fertility was not affected (see
section 14 Non-clinical safety data).
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App 1:

Table 4-1

Afinitor dose adjustment and management recommendations for adverse drug reactions

Adverse Drug Severity'

Reaction

Afinitor Dose Adjustment? and Management Recommendations

Non-infectious Grade 1

pneumonitis

No dose adjustment required.

Initiate appropriate monitoring.

Grade 2 Consider interruption of therapy, rule out infection and consider
treatment with corticosteroids until symptoms improve to Grade< 1.
Re-initiate Afinitor at a lower dose.

Discontinue treatment if failure to recover within 3 wks.

Grade 3 Interrupt Afinitor until symptoms resolve to Grade <1. Rule out

infection and consider treatment with corticosteroids.

Consider re-initiating Afinitor at a lower dose.

Grade 4 Discontinue Afinitor, rule out infection, and consider treatment with

corticosteroids.

Stomatitis Grade 1 No dose adjustment required.
Manage with non-alcoholic or salt water (0.9%) mouth wash several
times a day.

Grade 2 Temporary dose interruption until recovery to Grade <1.

Re-initiate Afinitor at same dose.
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Adverse Drug Severity' Afinitor Dose Adjustment? and Management Recommendations

Reaction
If stomatitis recurs at Grade 2, interrupt dose until recovery to Grade
<1. Re-initiate Afinitor at lower dose.
Manage with topical analgesic mouth treatments (e.g. benzocaine,
butyl aminobenzoate, tetracaine hydrocholoride, menthol or phenol)
with or without topical corticosteroids (i.e. triamcinolone oral paste).?
Grade 3 Temporary dose interruption until recovery to Grade <1.
Re-initiate Afinitor at a lower dose.
Manage with topical analgesic mouth treatments (i.e. benzocaine,
butyl aminobenzoate, tetracaine hydrocholoride, menthol or phenol)
with or without topical corticosteroids (i.e. triamcinolone oral paste).?
Grade 4 Discontinue Afinitor and treat with appropriate medical therapy.
Other non- Grade 1 If toxicity is tolerable, no dose adjustment required.
hematologic Initiate appropriate medical therapy and monitor.
toxicities Grade 2 If toxicity is tolerable, no dose adjustment required.
(excluding

Initiate appropriate medical therapy and monitor.

metabolic events
) If toxicity becomes intolerable, temporary dose interruption until

recovery to Grade <1. Re-initiate Afinitor at same dose.
If toxicity recurs at Grade 2, interrupt Afinitor until recovery to Grade
<1. Re-initiate Afinitor at lower dose.
Grade 3 Temporary dose interruption until recovery to Grade <1.
Initiate appropriate medical therapy and monitor.

Re-initiate Afinitor at a lower dose.

Grade 4 Discontinue Afinitor and treat with appropriate medical therapy.
Metabolic events Grade 1 No dose adjustment required.
(e.g. Initiate appropriate medical therapy and monitor.
hyperglycemia, Grade 2 No dose adjustment required.

dyslipidemia) Manage with appropriate medical therapy and monitor.

Grade 3 Temporary dose interruption.
Re-initiate Afinitor at lower dose.
Manage with appropriate medical therapy and monitor.

Grade 4 Discontinue Afinitor and treat with appropriate medical therapy.

" Severity Grade description: 1 = mild symptoms; 2 = moderate symptoms; 3 = severe symptoms; 4 = life-
threatening symptoms.

2 If dose reduction is required, the suggested dose is approximately 50% lower than the dose previously

administered.

3Avoid using agents containing hydrogen peroxide, iodine, and thyme derivatives in management of
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Adverse Drug Severity'

Reaction

Afinitor Dose Adjustment? and Management Recommendations

stomatitis as they may worsen mouth ulcers.

App 2:

Table 7-2

arm than in the placebo arm of the phase III trial

Adverse reactions reported in at least 5% of patients and at a higher rate in the Afinitor

System Organ Class

Very common

Common

Infections and infestations

Blood and lymphatic system

disorders
Metabolism and nutrition disorders

Respiratory, thoracic and

mediastinal disorders
Gastrointestinal disorders

Skin and subcutaneous tissue

disorders

General disorders and

administration site conditions

Investigations

stomatitis’

upper respiratory tract

infection, pneumonia

neutropenia

hypercholesterolemia

cough

rash?

fatigue, irritability, pyrexia

blood cholesterol increased,
low density lipoprotein
increased, neutrophil count

decreased

" Includes mouth ulceration, stomatitis, and lip ulceration

2 Includes rash, rash maculo-papular, rash generalized, rash macular

AFI SPL MAY12 MoH V3
AFI SPIMAY12 MoH V3

REF CDS amendments 09022012 & 27032012



