N9YID )10¥2 (MN>02 ¥ 73) NIINN 2Y NYTIN

3.16 — 9WIN

08.02.16 7* 9NN
Aromasin 25mg (119-48-30005-00) DY 99012 HY)NINA 9PWHNN OV

n"ya Y8 Ap'uaYNIO 1T DIYIIN bya v

17252 MHNNNN VIIAY TYPN Nt DNV

nivpinnn ninnnan

UTn VOV

"NdI1 VOV

[7va o

Aromasin tablets contain sucrose and should not be
administered to patients with rare hereditary problems of
fructose intolerance, glucose-galactose malabsorption or
sucrase-isomaltase insufficiency.

Aromasin tablets contain methyl-p-hydroxybenzoate
which may cause allergic reactions (possibly delayed).

Aromasin is a potent oestrogen lowering agent, and a
reduction in bone mineral density (BMD) and an
increased fracture rate have been observed following
administration (see section 5.1).

As Aromasin is a potent
estrogen lowering agent,
reductions in bone mineral
density (BMD) can be
anticipated.

Special warnings
and precautions for
use

In an interaction study with rifampicin, a potent CYP450
inducer, at a dose of 600 mg daily and a single dose of
exemestane 25 mg, the AUC of exemestane was reduced
by 54% and Cmax by 41%. Since the clinical relevance of
this interaction has not been evaluated, the co-
administration of drugs, such as rifampicin,
anticonvulsants (e.g., phenytoin and carbamazepine) and
herbal preparations containing hypericum perforatum (St
John’s Wort) known to induce CYP3A4 may reduce the
efficacy of Aromasin.

Aromasin should not be coadministered with oestrogen-
containing medicines as these would negate its
pharmacological action.

Although pharmacokinetic
effects were observed in a
pharmacokinetic interaction
study with rifampicin, a
potent CYP3A4 inducer, the
pharmacologic activity (i.e.,
estrogen suppression) was
not affected, and a dosage
adjustment is not required.

Interactions with
other medicaments
and other forms of

interaction
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Women of perimenopausal status or child-bearing
potential

The physician needs to discuss the necessity of adequate

contraception with women who have the potential to
become pregnant including women who are
perimenopausal or who have recently become

postmenopausal, until their postmenopausal status is fully

established (see sections 4.3 and 4.4).

Fertility,
pregnancy, fertility
and lactation

Frequencies are defined as: very common (>1/10),
common (>1/100 to <1/10), uncommon (>1/1,000 to
<1/100), rare (>1/10,000 to <1/1,000), very rare
(<1/10,000); not known (cannot be estimated from the
available data).

Blood and lymphatic system disorders:

Very common leucopenia(**)

Common Thrombocytopenia (**)

Not known Lymphocyte count decreased (**)

%) |n patients with advanced breast cancer
thrombocytopenia and leucopenia have been rarely
reported. An occasional decrease in lymphocytes has
been observed in approximately 20% of patients
receiving Aromasin, particularly in patients with pre-
existing lymphopenia;

Psychiatric disorders
Very common Depression, insomnia

Nervous system disorders
Very common Headache, dizziness
Common Carpal tunnel syndrome, paraesthesia

Gastrointestinal disorders
Very common Abdominal pain, nausea

Hepatobiliary disorders:

Very common Hepatic enzyme increased, blood
bilirubin increased, blood alkaline phosphate increased
Rare Hepatitis'”, cholestatic hepatitis"

Skin and subcutaneous tissue disorders:

Very common Increased sweating

Common Alopecia, rash, urticaria, pruritus

Rare Acute generalized exanthematous pustulosis

General disorders and administration site conditions

Frequencies are defined as:
very common (>10%),
common (>1%, < 10%),
uncommon (> 0.1%, < 1%),
rare (> 0.01%, < 0.1%).

Psychiatric disorders:
Very common: Insomnia
Common: Depression

Nervous system disorders:
Very common: Headache
Common: Dizziness, carpal
tunnel syndrome
Uncommon: Somnolence

Gastrointestinal disorders:
Very common: Nausea
Common: Abdominal pain,
vomiting, constipation,
dyspepsia, diarrhea

Skin and subcutaneous tissue
disorders:

Very common: Increased
sweating

Common: Rash, alopecia

General disorders and

Adverse events
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Very common Pain, fatigue
Common Oedema peripheral, asthenia

In the IES study, exemestane was associated with a
greater incidence of hypercholesterolemia compared with
tamoxifen (3.7% vs. 2.1%).

In a separate double blinded, randomized study of
postmenopausal women with early breast cancer at low
risk treated with exemestane (N=73) or placebo

(N=73) for 24 months, exemestane was associated with an
average 7-9% mean reduction in plasma HDL-cholesterol,
versus a 1% increase on placebo. There was also a 5-6%
reduction in apolipoprotein Al in the exemestane group
versus 0-2% for placebo. The effect on the other lipid
parameters analysed (total cholesterol, LDL cholesterol,
triglycerides, apolipoprotein-B and lipoprotein-a) was
very similar in the two treatment groups. The clinical
significance of these results is unclear.

In the IES study, gastric ulcer was observed at a shghtly
higher frequency in the exemestane arm compared to
tamoxifen (0.7% versus <0.1%).

Reporting suspected adverse reactions after authorisation
of the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal
product.

Any suspected adverse events should be reported to

the Ministry of Health according to the National
Regulation by using an online form

http://forms.qgov.il/globaldata/getsequence/getsequence.a
spx?formType =AdversEffectMedic@moh.gov.il

administration site conditions:
Very common: Fatigue
Common: Pain, peripheral or
leg edema

Uncommon: Asthenia

In the early breast cancer
trial IES study, gastric ulcer
was observed at a slightly
higher frequency in the
exemestane arm compared to
tamoxifen (0.7% versus
<0.1%).

In rats and dogs, lethality was observed after single oral
doses equivalent respectively to 2000 and 4000 times the
recommended human dose on a mg/m? basis. There is no
specific antidote to overdosage and treatment must be
symptomatic. General supportive care, including frequent
monitoring of vital signs and close observation of the
patient, is indicated.

In rats and dogs, lethality
was observed after single
oral doses equivalent
respectively to 2000 and
4000 times the recommended
human dose on a mg/m?
basis. There is no specific
antidote to overdosage and
treatment must be
symptomatic.

Overdose

The all fractures reported on-treatment and during follow-

Pharmacodynamic
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up was significantly higher in the exemestane group than
on tamoxifen (169 [7.3%] versus 122 [5.2%]; p = 0.004),
but no difference was noted in the number of fractures
reported as osteoporotic.
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