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4.1.1 General target population

4.1.1.2 Dosing in TSC with SEGA

Once a stable dose is attained, monitor
trough concentrations every 3 to 6 months
in patients with changing body surface area
or every 6 to 12 months in patients with
stable body surface area for the duration of
treatment.

4.1.2 Dose Modifications

4.1.2.1 Adverse drug reactions
Management of severe or intolerable
adverse drug reactions (ADRs) may require
temporary dose interruption (with or
without dose reduction) or discontinuation
of Afinitor therapy. ..... For dose reductions
below the lowest available tablet strength,

alternate day dosing should be considered.

Table 4-1 Afinitor dose adjustment and
management recommendations for adverse
drug reactions

2 N9V INY

4.1.1.2 Moderate CYP3A4/PgP inhibitors

If the moderate CYP3A4/PgP inhibitor is
discontinued, consider a washout period of
at least 2 to 3 days (average for most
commonly used moderate inhibitors) before
the Afinitor dose is increased.

¢ Dose madifications in hormone receptor-
positive advanced breast cancer, advanced
neuroendocrine tumors of pancreatic origin
and advanced renal cell carcinoma:

Adverse reactions: Management of severe
and/or intolerable suspected adverse drug
reactions (ADRs) may require temporary
dose reduction and/or interruption of
Afinitor therapy.

Table 4-1 Afinitor dose adjustment and
management recommendations for adverse
drug reactions*

1 nowvs INg

Moderate CYP3A4 or PgP inhibitors:

If the moderate inhibitor is discontinued, a
washout period of approximately 2 to 3 days
should be allowed before the AFINITOR dose
is increased.

4. Dosage and
administration
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4.1.2.3 Strong CYP3A4 inducers

If the strong inducer is discontinued,
consider a washout period of at least 3 to 5
days (reasonable time for significant enzyme
de-induction), before the Afinitor dose is
returned to the dose used prior to initiation
of the strong CYP3A4 inducer

TSC with SEGA:
Patients receiving concomitant strong

CYP3A4 inducers (e.g., the enzyme inducing
antiepileptic drugs carbamazepine,
phenobarbital, and phenytoin) may require
an increased Afinitor dose to attain trough
concentrations of 3 to 15 ng/mL. Double the
daily dose of Afinitor and assess tolerability.
Assess the everolimus trough level two
weeks after doubling the dose. Further
adjust the dose if necessary to maintain the
trough within the 3 to 15 ng/mL range. If
the strong inducer is discontinued, the
Afinitor dose should be returned to the dose
used prior to initiation of the strong CYP3A4
inducer and the everolimus trough
concentrations  should be  assessed
approximately 2 weeks later (see sections
4.2 Therapeutic drug monitoring for patients
treated for TSC with SEGA, 6 Warnings and
Precautions and 8 Interactions).

4.1.3 special populations:
4.1.3.1 Pediatric population

e Afinitor has not been studied in pediatric
patients <1 year of age with TSC who
have SEGA.

4.1.3.4 Hepaticimpairment

e Moderate hepatic impairment (Child-
Pugh B) — the recommended dose is 5
mg daily; the dose may be decreased to
2.5 mg if not well tolerated.

4.2 Therapeutic drug monitoring for
patients treated for TSC with SEGA

Therapeutic drug monitoring of everolimus

If the strong inducer is discontinued the
Afinitor dose should be returned to the dose
used prior to initiation of the strong CYP3A4
inducer

Dose modifications in TSC with SEGA:
Strong CYP3A4 inducers:
For patient receiving concomitant strong

CYP3A4 inducers (e.g., enzyme inducing
antiepileptic drug) double the Afinitor dose.

Subsequent dosing should be
individualized based on therapeutic drug
monitoring.

If the strong inducer is discontinued the
Afinitor dose should be returned to the dose
used prior to initiation of the strong CYP3A4
inducer and the everolimus trough
concentrations should be assessed
approximately 2 weeks later (see sections 6
Warnings and  precautions and 8
Interactions).

Patients with hepatic impairment

Hormone receptor-positive advanced breast
cancer, advanced neuroendocrine tumors of
pancreatic origin and advanced renal cell
carcinoma:

e Moderate hepatic impairment (Child-
Pugh B) — the recommended dose is 5 mg
daily.
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blood concentrations is required for patients
treated for TSC with SEGA using a validated
bioanalytical LC/MS method. When possible,
use the same assay and laboratory for
therapeutic drug monitoring throughout
treatment.

4.3 Method of Administration

Afinitor Tablet(s) can be dispersed
completely in a glass of water (containing
approximately 30 mL) by gently stirring until
the tablet(s) is fully disintegrated
(approximately 7 minutes) ) , immediately
prior to drinking.

Therapeutic drug monitoring for patients
treated for TSC with SEGA

Therapeutic drug monitoring of everolimus
blood concentrations is required for patients
treated for TSC with SEGA using a validated
bioanalytical LC/MS method.

4. Dosage and administration

Afinitor tablet(s) should be dispersed
completely in a glass of water (containing
approximately 30 mlL) by gently stirring,
immediately prior to drinking.

Non-infectious pneumonitis

Opportunistic infections such as
pneumocystis jirovecii pneumonia (PJP)
should be ruled out in the differential
diagnosis of non-infectious pneumonitis (see

sub-section Infections).

For cases of grade 3 non-infectious
pneumonitis, interrupt  Afinitor  until
resolution to less than or equal to grade 1.
Afinitor may be reinitiated at a daily dose
approximately 50% lower than the dose
previously administered depending on
individual clinical circumstances. If toxicity
recurs at grade 3, consider discontinuation
of Afinitor. For cases of grade 4 non-
infectious pneumonitis, Afinitor therapy
should be discontinued. Corticosteroids may
be indicated until clinical symptoms resolve.

For patients who require wuse of
corticosteroids for treatment of non-
infectious pneumonitis, prophylaxis for

pneumocystis jirovecii pneumonia (PJP) may
be considered.

The development of pneumonitis has been
reported at a reduced dose

Non-infectious pneumonitis

For cases where symptoms of non-infectious
pneumonitis are severe (Grade 3 or 4),
Afinitor therapy should be discontinued and
the use of corticosteroids may be indicated
until clinical symptoms resolve. For cases of
Grade 3 non-infectious pneumonitis, Afinitor
may be reinitiated at a daily dose
approximately 50% lower than the dose
previously administered depending on
individual clinical circumstances....

6. Warnings and

precautions
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Infections

Localised and systemic infections,
including  pneumonia, other bacterial
infections, invasive fungal infections, such as
aspergillosis, candidiasis, or pneumocystis
jirovecii pneumonia (PJP) 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, respiratory or
hepatic failure) and occasionally have had a
fatal outcome.

Cases of pneumocystis jirovecii pneumonia
(PJP), some with fatal outcome, have been
reported in patients who received
everolimus. PJP may be associated with
concomitant use of corticosteroids or other
immunosuppressive agents. Prophylaxis for
PJP should be considered when concomitant
use of corticosteroids or other
immunosuppressive agents are required.

Angioedema with concomitant use of
angiotensin-converting enzyme (ACE)
inhibitors

Patients taking concomitant ACE inhibitor
therapy may be at increased risk for
angioedema (e.g. swelling of the airways or

tongue, with or without respiratory
impairment).
Oral ulceration
In such cases topical treatments are
recommended, but alcohol- hydrogen
peroxide-, iodine-, or thyme-containing

mouthwashes should be avoided as they
may exacerbate the condition.

Renal failure events

Cases of renal failure (including acute renal
failure), some with a fatal outcome, have
been observed in patients treated with
Afinitor. Renal function of patients should be
monitored particularly where patients have
additional risk factors that may further
impair renal function. (see Laboratory tests
and monitoring and section 7 Adverse drug
reactions.

Infections
Localised and systemic infections,
including  pneumonia, other bacterial

infections, invasive fungal infections, such as
aspergillosis or candidiasis 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 respiratory or
hepatic failure) and occasionally have had a
fatal outcome.

Oral ulceration

In such cases topical treatments are
recommended, but alcohol- or peroxide-
containing mouthwashes should be avoided
as they may exacerbate the condition.

Renal failure events

Cases of renal failure (including acute renal
failure), some with a fatal outcome, have
been observed in patients treated with
Afinitor (see section 7 Adverse drug
reactions, see also Laboratory tests and
monitoring).
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Laboratory tests and monitoring

Blood glucose

Hyperglycaemia, has been reported in
patients taking Afinitor(see section 7
Adverse drug reactions). Monitoring of

fasting serum glucose is recommended prior
to the start of Afinitor therapy and
periodically thereafter. More frequent
monitoring is recommended when Afinitor is
co-administered with other drugs that may
induce hyperglycemia.Optimal glycaemic
control should be achieved before starting a
patient on Afinitor.

Blood lipids
Dyslipidemia (including
hypercholesterolemia and

hypertriglyceridemia) has been reported in
patients taking Afinitor. Monitoring of
blood cholesterol and triglycerides prior to
the start of Afinitor therapy and
periodically thereafter as well as
management with appropriate medical
therapy is recommended.......

Vaccinations

The use of live vaccines and close contact
with those who have received live vaccines
should be avoided during treatment with
Afinitor (see section 8 Interactions).For
pediatric patients with SEGA that do not
require immediate treatment, complete the
recommended childhood series of live virus
vaccinations prior to the start of therapy
according to local treatment guidelines.

Laboratory tests and monitoring

Blood glucose and lipids

Hyperglycaemia, hyperlipidaemia and
hypertrigylceridaemia have has been
reported in clinical trials (see section 7
Adverse drug reactions). Monitoring of
fasting serum glucose and lipid profile is
recommended prior to the start of Afinitor
therapy and periodically thereafter. Optimal
glycaemic and lipid control should be
achieved before starting a patient on
Afinitor.

Vaccinations

The use of live vaccines and close contact
with those who have received live vaccines
should be avoided during treatment with
Afinitor (see section 8 Interactions).

Examples of live vaccines are: intranasal
influenza, measles, mumps, rubella, oral
polio, BCG, yellow fever, varicella, and TY21a
typhoid vaccines.

The timing of routine vaccinations in paediatric
patients with SEGA should be considered prior to
the start of everolimus therapy.
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Oncology - Summary of safety profile

The most common ADRs (incidence 21/10
and suspected to be related to treatment by
the investigator) from the pooled safety data
were (in decreasing order): stomatitis, rash,
fatigue, diarrhea, infections, nausea,
decreased appetite, anemia, dysgeusia,
pneumonitis, hyperglycemia, weight
decreased, pruritus, asthenia, peripheral
edema, asthenia; hypercholesterolemia,
epistaxis, and headache, .

The most common grade 3/ 4 ADRs
(incidence 217100 to <1/10 and suspected to
be related to treatment by the investigator)
were stomatitis, anemia, hyperglycemia,
fatigue, infections, pneumonitis diarrhea,
asthenia, thrombocytopenia, neutropenia,
dyspnea, lymphopenia, proteinuria,
hemorrhage, hypophosphatemia, rash,
hypertension, aspartate aminotransferase
(AST) increased, alanine aminotransferase
(ALT) increased, and pneumonia. .

Tabulated summary of adverse drug
reactions from clinical trials in oncology

ADRs are listed according to MedDRA
system organ class. Within each system
organ class, the adverse reactions are
ranked by frequency, with the most
frequent reactions first. In addition, the
corresponding frequency category using the
following convention (CIOMS ll1) is also
provided for each adverse reaction: very
common (21/10); common (21/100 to
<1/10); uncommon (21/1,000 to <1/100);
rare (21/10,000 to <1/1,000); very rare
(<1/10,000). Table 7-1 Adverse drug
reactions from oncology trials

4 NAYI INY

Clinically relevant laboratory abnormalities
Inthe pooled double-blind phase Il safety
database, the following new or worsening
clinically relevant laboratory abnormalities
were reported with an incidence of >1/10
(very common, listed in decreasing
frequency):

Hormone receptor-positive advanced breast
cancer, advanced neuroendocrine tumors of
pancreatic origin and advanced renal cell
carcinoma

The most common ADRs (incidence 210% in
at least one phase lll trial and suspected to
be related to treatment by the investigator)
were (in decreasing order): stomatitis, rash,

diarrhoea, fatigue, infections, asthenia,
nausea, peripheral oedema, decreased
appetite, headache, dysgeusia, epistaxis,

mucosal inflammation, pneumonitis, weight

decreased, vomiting, pruritus, cough,
dyspnoea, dry skin, nail disorder, and
pyrexia.

The most frequent Grade 3 to 4 adverse
reactions (incidence >2% in at least one
phase Ill trial) were lymphocytes decreased,
glucose increased, haemoglobin decreased,
phosphate decreased, cholesterol increased,
stomatitis, fatigue, diarrhea, infections,
pneumonitis and diabetes mellitus.

Tabulated summary of adverse

reactions from clinical trials

drug

ADRs in Table 7-1 are listed according to
MedDRA system organ class and frequency
category. Frequency categories are defined
using the following convention: very
common (21/10); common (21/100 to
<1/10); uncommon (>1/1,000 to <1/100);

7. Adverse drug

reactions
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e Hematology: hemoglobin
decreased, lymphocytes decreased,
white blood cells decreased.
platelets decreased, and neutrophils
decreased (or collectively as
pancytopenia);

e C(linical chemistry: glucose (fasting)
increased, cholesterol increased,
triglycerides increased, AST
increased, phosphate decreased.
ALT increased, creatinine increased
and potassium decreased.

Most of the observed abnormalities (>1/100)
were mild (grade 1) or moderate (grade 2)
Grade 3/4 haematology and chemistry
abnormalities include:

e Hematology: lymphocytes decreased,
hemoglobin decreased (very common);
neutrophils decreased, platelet count
decreased, white blood cells decreased
(all common).

e C(linical chemistry: glucose (fasting)
increased (very common), phosphate
decreased, potassium decreased, AST
increased, ALT increased, creatinine
increased cholesterol (total) increased;
triglycerides increased (all common).

Tuberous sclerosis complex (TSC)
Summary of the safety profile

The most frequent ADRs (incidence >1/10
and suspected to be related to treatment by
the investigator) from the pooled safety
database are (in decreasing order):
stomatitis, amenorrhea, upper respiratory
tract infections,  hypercholesterolemia,
nasopharyngitis, acne, menstruation
irregular, sinusitis, and pneumonia.

The most frequent grade 3/4 adverse
reactions (incidence >1/100 to <1/10 and
suspected to be related to treatment by the
investigator) were stomatitis, amenorrhea,

pneumonia, neutropenia, pyrexia and
gastroenteritis viral.
Table 7-3 Adverse drug reactions from
clinical trials in TSC
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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 7-1 Adverse drug reactions

3 N9YIYINY

Clinically relevant laboratory abnormalities
reported in at least one pivotal trial at a
higher rate in the Afinitor arm than in the
placebo arm.

In all phase Il trials, the majority of clinically
relevant laboratory abnormalities were
reported with an incidence of 210% (listed in
decreasing frequency):

Decreased hematology parameters included
hemoglobin, lymphocytes, platelets, and
neutrophils (or collectively as pancytopenia).

Increased clinical chemistry parameters
included cholesterol, triglycerides, glucose,
aspartate transaminases, creatinine, alanine
transaminases, and bilirubin. Decreased
clinical chemistry parameters included
phosphate and potassium.
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Clinically relevant laboratory abnormalities

In the pooled TSC safety database the
following new or worsening clinically
relevant laboratory abnormalities reported
with an incidence of > 1/10 (very common,
listed in decreasing frequency):

e Hematology: partial thromboplastin time
increased, hemoglobin decreased, white
blood cells decreased, neutrophils
decreased, lymphocytes decreased and
platelet count decreased.

e Clinical chemistry: cholesterol
increased, triglycerides increased, AST
increased, ALT increased, phosphate
decreased, alkaline phosphatase
increased, potassium decreased and
glucose (fasting) increased.

Most of the laboratory abnormalities were
mild (grade 1) or moderate (grade 2). Grade
3/4 hematology and chemistry abnormalities
included:

e Hematology: neutrophils decreased,
partial thromboplastin time increased
(common) and lymphocytes decreased,
hemoglobin decreased (all uncommon).

e Clinical chemistry: phosphate decreased,
alkaline phosphatase increased, AST
increased, (common); cholesterol
increased, triglycerides increased, ALT
increased, potassium decreased, and
glucose (fasting) increased (uncommon).

Description of selected adverse drug
reactions

In clinical trials and post — marketing
spontaneous reports, everolimus has been
associated with serious cases of hepatitis B
reactivation, including fatal outcome.
Reactivation of infections is an expected
event during periods of immunosuppression
(see section 6 Warnings and precautions).

In  clinical trials and post-marketing
spontaneous reports, everolimus has been
associated with renal failure events
(including fatal ones) and proteinuria.
Monitoring of renal function is
recommended (see section 6 Warnings and
precautions).

Most of observed abnormalities were mild
(Grade 1) or moderate (Grade 2).

Grade 4 abnormalities included reductions in
lymphocytes (2.2%), hemoglobin (2%), and
potassium (2%), neutrophils, platelets, and
phosphate (each <1%) and increases in
creatinine (1%), cholesterol, AST, ALT,
bilirubin, and glucose (each <1%).

TSC with subependymal giant cell
astrocytoma (SEGA)

Summary of the safety profile

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 22% and
suspected to be related to treatment by the
investigator) were stomatitis, neutropenia,
and gastroenteritis viral. No Grade 4 ADRs
were reported.
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In clinical trials and post-marketing
spontaneous reports, everolimus has been
associated with cases of amenorrhea
(including secondary amenorrhea).

In  clinical trials and post-marketing
spontaneous reports, everolimus has been
associated with pneumocystis jirovecii
pneumonia (PJP), some with fatal outcome
(see section 6 Warnings and precautions).

In  clinical trials and post-marketing
spontaneous reports, angioedema has been
reported with and without concomitant use
of ACE inhibitors (see section 6 Warnings
and precautions).

Special populations

Pediatrics

Pediatric use of Afinitor Tablets s
recommended for patients with TSC who
have SEGA and do not require immediate
surgery. The safety and effectiveness of
Afinitor Tablets have not been established in
pediatric patients with renal
angiomyolipoma with TSC in the absence of
SEGA or in pediatric cancer patients.

The safety of AFINITOR in pediatric patients
with SEGA was demonstrated in two clinical
trials.

In EXIST-1, the overall nature, type, and
frequency of ADRs across the age groups
evaluated were similar, with the exception
of a higher per patient incidence of
infectious serious ADRs in patients < 3 years
of age. A total of 2 of 13 patients (15.4%) < 3
years of age had at least one serious ADR
due to infection, compared to 0 of 7 patients
(0%) treated with placebo. No patient in any
age group discontinued Afinitor due to
infection.

In Study CRAD001C2485, the frequency of
ADRs across the age groups was generally
similar. The long term effects of Afinitor on
growth and pubertal development are
unknown.

Everolimus clearance normalized to body
surface area was higher in pediatric patients
than in adults with SEGA (see section 12
Clinical Pharmacology). The recommended
starting dose and subsequent requirement

Table 7-2 Adverse reactions reported in at
least 5% of patients and at a higher rate in
the Afinitor arm than in the placebo arm of
the phase Il trial
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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 Clinical chemistry parameters included
hypercholesterolemia, aspartate
aminotransferase (AST) increased,
hypertriglyceridemia, 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.
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for therapeutic drug monitoring to achieve
and maintain trough concentrations of 3 to
15 ng/mL are the same for adult and
pediatric patients with SEGA (see section 4
Dosage and administration).

Geriatrics

In the pooled safety database, 35% of the
Afinitor-treated patients were >65 years of
age.

The number patients with an ADR leading to
discontinuation of Afinitor was higher in
patients 265 years of age (19% vs. 13%). The
most common ADRs (=1/100) leading to
discontinuation were pneumonitis (including
interstitial lung disease), stomatitis, fatigue
and dyspnea.

Description of selected adverse reactions

In clinical trials, everolimus has been
associated with serious cases of hepatitis B
reactivation, including fatal outcome.
Reactivation of infections is an expected
event during periods of immunosuppression.

In  clinical trials and post-marketing
spontaneous reports, everolimus has been

associated with renal failure events
(including fatal ones) and proteinuria.
Monitoring of renal function is

recommended (see section 6 Warnings and
precautions).

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

Agents that may decrease everolimus blood
concentrations:

Other strong inducers of CYP3A4 and/or PgP
that may increase the metabolism of
everolimus and decrease everolimus blood
levels include St. John’s wort (Hypericum
perforatum), anticonvulsants (e.g.
carbamazepine, phenobarbital, phenytoin,)
and anti HIV agents (e.g. efavirenz,
nevirapine).

Agents that may decrease everolimus blood
concentrations:

Other strong inducers of CYP3A4 that may
increase the metabolism of everolimus and
decrease everolimus blood levels include St.
John’s wort (Hypericum perforatum),
corticosteroids (e.g. dexamethasone,
prednisone, prednisolone), anticonvulsants
(e.g. carbamazepine, phenobarbital,
phenytoin,) and anti HIV agents (e.g.
efavirenz, nevirapine).

8. Interactions
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Fertility

The potential for everolimus to cause
infertility in male and female patients is
unknown. However, menstrual irregularities,
secondary amenorrhea and associated
luteinizing hormone (LH)/follicle stimulating
hormone (FSH) imbalance has been
observed.

Based on non-clinical findings, male and
female fertility may be compromised by
treatment with Afinitor (see section 14 Non-
clinical safety data).

Fertility

The potential for everolimus to cause
infertility in male and female patients is
unknown. However, amenorrhea (including
secondary amenorrhea) has been observed.

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).

9. Women of child-
bearing potential,
pregnancy and
breast-feeding and
fertility

Instructions for use and handling

The extent of absorption of everolimus
through topical exposure is not known.
Therefore. caregivers are advised to avoid
contact with suspensions of Afinitor Tablets.
Wash hands thoroughly before and after
preparation of either suspension.

Instructions for use and handling

No special requirements.

15. Pharmaceutical
information
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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

Grade 2

No dose adjustment required.
Initiate appropriate monitoring.

Consider interruption of therapy, rule out infection and

consider treatment with corticosteroids until symptoms
improve to Grades< 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
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Adverse Drug
Reaction

Severity!

Afinitor Dose Adjustment? and Management
Recommendations

Grade 2

Grade 3

Grade 4

several times a day.

Temporary dose interruption until recovery to Grade <1.
Re-initiate Afinitor at same dose.

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).

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).?

Discontinue Afinitor and treat with appropriate medical
therapy.

Other non-
hematologic
toxicities
(excluding
metabolic
events)

Grade 1

Grade 2

Grade 3

Grade 4

If toxicity is tolerable, no dose adjustment required.

Initiate appropriate medical therapy and monitor.

If toxicity is tolerable, no dose adjustment required.

Initiate appropriate medical therapy and monitor.

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.

Temporary dose interruption until recovery to Grade <1.
Initiate appropriate medical therapy and monitor.
Re-initiate Afinitor at a lower dose.

Discontinue Afinitor and treat with appropriate medical
therapy.

Metabolic events
(e.g.
hyperglycemia,
dyslipidemia)

Grade 1

Grade 2

Grade 3

Grade 4

No dose adjustment required.

Initiate appropriate medical therapy and monitor.

No dose adjustment required.

Manage with appropriate medical therapy and monitor.
Temporary dose interruption.

Re-initiate Afinitor at lower dose.

Manage with appropriate medical therapy and monitor.

Discontinue Afinitor and treat with appropriate medical
therapy.

1Severity Grade description: 1 = mild symptoms; 2 = moderate symptoms; 3 = severe symptoms;

4 = |ife-threatening symptoms.

21f 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 stomatitis as they may worsen mouth ulcers.
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Table 4-1 Afinitor dose adjustment and management recommendations for adverse drug reactions

Adverse Drug Severity! Afinitor Dose Adjustment? and Management
Reaction Recommendations
Non-infectious Grade 1 No dose adjustment required.

pneumonitis Asymptomatic Initiate appropriate monitoring.
, radiographic
findings only
Grade 2 Consider interruption of therapy, rule out infection and
Symptomatic, consider treatment with corticosteroids until symptoms
not interfering improve to Grades 1.
with ADL3 Re-initiate Afinitor at a lower dose.
Discontinue treatment if failure to recover within 4 weeks.
Grade 3 Interrupt Afinitor until symptoms resolve to Grade <1. Rule
Symptomatic, out infection and consider treatment with corticosteroids.
interfering Consider re-initiating Afinitor at a lower dose.
with ADL3 If toxicity recurs at Grade 3, consider discontinuation.
O; indicated
Grade 4 Discontinue Afinitor, rule out infection, and consider
Life- treatment with corticosteroids.
threatening,
ventilatory
support
indicated
Stomatitis Grade 1 No dose adjustment required.
Minimal Manage with non-alcoholic or salt water (0.9%) mouth
symptoms, wash several times a day.
normal diet
Grade 2 Temporary dose interruption until recovery to Grade <1.
Symptomatic  Re-initiate Afinitor at the same dose.
but can eat If stomatitis recurs at Grade 2, interrupt dose until recovery
and swallow  to Grade <1. Re-initiate Afinitor at lower dose.
modified diet  \janage with topical analgesic mouth treatments (e.g.
benzocaine, butyl aminobenzoate, tetracaine
hydrochloride, menthol or phenol) with or without topical
corticosteroids (i.e. triamcinolone oral paste).*
Grade 3 Temporary dose interruption until recovery to Grade <1.

Symptomatic
and unable to
adequately
eat or hydrate
orally

Grade 4
Symptoms
associated

with life-

Re-initiate Afinitor at a lower dose.

Manage with topical analgesic mouth treatments (i.e.
benzocaine, butyl aminobenzoate, tetracaine
hydrochloride, menthol or phenol) with or without topical
corticosteroids (i.e. triamcinolone oral paste).*

Discontinue Afinitor and treat with appropriate medical
therapy.
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Adverse Drug Severity! Afinitor Dose Adjustment? and Management
Reaction Recommendations

threatening
Consequences

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
metabolic
events)

Initiate appropriate medical therapy and monitor.

If toxicity becomes intolerable, temporary dose interruption
until recovery to Grade <1. Re-initiate Afinitor at the 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.
Consider re-initiating Afinitor at a lower dose.
If toxicity recurs at Grade 3, consider discontinuation.

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.

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

21f dose reduction is required, the suggested dose is approximately 50% lower than the dose
previously administered.

3 Activities of daily living (ADL)

4Avoid using agents containing alcohol,hydrogen peroxide, iodine, and thyme derivatives in
management of stomatitis as they may worsen mouth ulcers.
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NN LOPL - NXNMIY Noynm Table 7-1 — 3 o)

Table 7-1 adverse drug reactions

Infections and infestations

Very common Infections

Blood and lymphatic system disorders
Very common

b b
Lymphocytes decreased , haemoglobin decreased , platelets decreased

b b
, heutrophils decreased
Uncommon Pure red cell aplasia

Immune system disorders
Not known Hypersensitivity
Metabolism and nutrition disorders

Very common Glucose increased b, cholesterol increased b, triglycerides increasedb,
phosphate decreased b, decreased appetite

Common Dehydration , diabetes mellitus, exacerbation of pre-existing diabetes
mellitus

Uncommon New-onset diabetes mellitus

Vascular disorders

Common Hypertension, haemorrhage (mostly Grade 1 at various locations)

Uncommon Deep vein thrombosis.

Psychiatric disorders

Common Insomnia

Nervous system disorders

Very common Dysgeusia (abnormal taste) , headache

Common

Uncommon Ageusia

Eye disorders

Common ‘ Conjunctivitis, eyelid oedema

Cardiac disorders

Uncommon ‘ Congestive cardiac failure

Vascular disorders

Common Hypertension

Not known Haemorrhage

Respiratory, thoracic and mediastinal disorders
Very common

Pneumonitis C, dyspnoea, epistaxis, cough

Common Pulmonary embolism, haemoptysis
Uncommon Acute respiratory distress syndrome
Gastrointestinal disorders
d
Very common Stomatitis , diarrhoea, mucosal inflammation, vomiting, nausea
Common Dry mouth, oral pain, abdominal pain, dysphagia, dyspepsia

Hepatobiliary disorders
Very common

b
Alanine aminotransferase increased , aspartate aminotransferase

b
increased

Common

b
Bilirubin increased
Skin and subcutaneous tissue disorders
Very common Rash, dry skin, pruritus, nail disorder
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Common Palmar-plantar erythrodysaesthesia syndrome, erythema, skin
exfoliation, nail disorder, acneiform dermatitis, onychoclasis, acne

Uncommon Angioedema
Muscuskeletal and connective tissue disorder
Common Arthralgia

Renal and urinary disorders

b
Very common Creatinine increased

Common Proteinuria, renal failure, including acute renal failure, increased day-
time urination

General disorders and administration site conditions

Very common Fatigue, asthenia, mucosal inflammation,peripheral oedema, pyrexia
Common Chest pain,

Uncommon Impaired wound healing

Investigations

Very common ‘ Weight decreased

®Includes all events within the ‘infections and infestations’ system organ class (such as
pneumonia, sepsis, and isolated cases of opportunistic infections [e.g. aspergillosis, candidiasis
and Hepatitis B (see also section 4.4)])

b
Frequency based on determination of abnormal laboratory value (as part of routine laboratory
assessment)

Cc
Includes pneumonitis, interstitial lung disease, lung infiltration, pulmonary alveolar
haemorrhage, pulmonary toxicity, and alveolitis

d
Includes stomatitis and aphthous stomatitis, and mouth and tongue ulceration
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YN VoY - XIMIY PoynN Table 7-1 — 4 Nov)

Table 7-1 Adverse drug reactions from oncology trials

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

Psychiatric disorders

Common Insomnia

Nervous system disorders
Very common Dysgeusia, headache

Uncommon Ageusia

Eye disorders

Common Conjunctivitis, eyelid oedema

Cardiac disorders

Uncommon Congestive cardiac failure

Vascular disorders
Common Hemorrhage® hypertension.

Uncommon Deep vein thrombosis

Respiratory, thoracic and mediastinal disorders

Very common Pneumonitis®, epistaxis

Common Cough, dyspnea

Uncommon Hemoptysis, pulmonary embolism
Rare Acute respiratory distress syndrome

Gastrointestinal disorders
Very common Stomatitis?, diarrhea, nausea

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

Skin and subcutaneous tissue disorders

Very common Rash, pruritus
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Dry skin, nail disorder, acne, erythema, hand-foot syndrome¢, skin exfoliation,

Common . - .
acneiform dermatitis, onychoclasis.

R
are Angioedema

Musculoskeletal and connective tissue disorders

Common Arthralgia

Renal and urinary disorders
Common Proteinuria, renal failure

Uncommon Increased daytime urination, acute renal failure

Reproductive system and breast disorders
Common Menstruation irregularf

Uncommon Amenorrheaf

General disorders and administration site conditions

Very common Fatigue, asthenia, peripheral edema
Common Pyrexia, mucosal inflammation
Uncommon Non-cardiac chest pain

Rare Impaired wound healing

Investigations
Very common Weight decreased

Common Aspartate aminotransferase increased, alanine aminotransferase increased, blood
creatinine increased

%Includes all reactions within the ‘infections and infestations’ system organ class including common:
pneumonia and uncommon: herpes zoster, sepsis and isolated cases of opportunistic infections (e.g.
aspergillosis, candidiasis and hepatitis B)

bIncludes different bleeding events not listed individually

Includes common: pneumonitis, interstitial lung disease, lung infiltration; and rare: alveolitis,
pulmonary alveolar hemorrhage, and pulmonary toxicity

Includes very common: stomatitis; common: aphthous stomatitis, mouth and tongue ulceration;
uncommon: glossitis, glossodynia‘reported as palmar-plantar erythrodysesthesia syndrome

ffrequency is based upon number of women age 10 to 55 yrs of age in the safety pool
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Table 7-2 adverse reactions reported in at least 5% of patients and at a higher rate in the Afinitor arm than in

the placebo arm of the phase lll trial

NN VOPL - NXNMIY Poynm Table 7-2 — 5 Nav)

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

Y Includes mouth ulceration, stomatitis, and lip ulceration

2 Includes rash, rash maculo-papular, rash generalized, rash macular
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YN VoY - XIIY PoynN Table 7-3 — 6 NoD)

Table 7-3 Adverse drug reactions from clinical trials in TSC

Infections and infestations
Very common Upper respiratory tract infection, nasopharyngitis, sinusitis, pneumonia

Common Otitis media, urinary tract infection, pharyngitis, cellulitis, pharyngitis
streptococcal, gastroenteritis viral, gingivitis.

Uncommon Herpes zoster, bronchitis viral

Blood and lymphatic system disorders

Common Neutropenia, anemia, leukopenia, lymphopenia, thrombocytopenia,

Immune system disorders

Uncommon Hypersensitivity

Metabolism and nutrition disorders
Very common Hypercholesterolemia

Common Hyperlipidemia, decreased appetite, hypophosphatemia,
hypertriglyceridemia

Psychiatric disorders
Common Insomnia

Uncommon Aggression

Nervous system disorders

Common Headache, dysgeusia

Vascular disorders

Common Hypertension, lymphedema

Respiratory, thoracic and mediastinal disorders
Common Cough, epistaxis

Uncommon Pneumonitis

Gastrointestinal disorders
Very common Stomatitis®

Common Diarrhea, nausea, vomiting, abdominal pain, oral pain, flatulence,
constipation, gastritis

Skin and subcutaneous tissue disorders

Very Common Acne
Common Rash®, dermatitis acneiform, dry skin
Uncommon Angioedema

Renal and urinary disorders

Common Proteinuria

Reproductive system and breast disorders

Very Common Amenorrhea®, menstruation irregulare
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Common

Vaginal hemorrhage, menorrhagia, ovarian cyst, menstruation delayed®

General disorders and administration site conditions

Common

Fatigue, pyrexia, irritability

Investigations

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

%Includes very common: stomatitis, mouth ulceration; aphthous stomatitis; uncommon: gingival
pain, glossitis, lip ulceration.

bIncludes common: rash, rash erythematous; uncommon: erythema, rash macular, rash maculo-
papular, rash generalized.

‘frequency is based upon number of women 10 to 55 yrs of age in the safety pool
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