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(Exemestane)

COMPOSITION

Xemest Tablet 25mg

Each film coated tablet contains:
EXemestane..........c.covrnerineiinernen s 25mg
(USP Specifications)

DESCRIPTION

The active component of XEMEST is Exemestane. Exemestane is an oral
steroidal aromatase inhibitor used in the adjuvant treatment of hormonally-
responsive (also called hormone-receptor-positive, estrogen-responsive)
breast cancer in postmenopausal women. It is chemically described as 6-
methylenandrosta-1,4-diene-3,17-dione.

MOLECULAR & STRUCTURAL FORMULA
Molecular formula of Exemestane is as follows:
Con2402

Structural formula of Exemestane is as follows:

CLINICAL PHARMACOLOGY

MODE OF ACTION

Breast cancer cell growth may be estrogen-dependent. Aromatase is the
principal enzyme that converts androgens to estrogen both in pre-and
postmenopausal women. While the main source of estrogen (primarily
estradiol) is the ovary in premenopausal women, the principal source of
circulating estrogen in postmenopausal women is from conversion of adrenal
and ovarian androgens (androstenedione and testosterone) to estrogens
(estrone and estradiol) by the aromatase enzyme in peripheral tissues.
Exemestane is an irreversible, steroidal aromatase inactivator, structurally
related to the natural substrate androstenedione. It acts as a false substrate
for the aromatase enzyme, and is processed to an intermediate that binds
irreversibly to the active site of the enzyme, causing its inactivation, an effect
also known as “suicide inhibition.” Exemestane significantly lowers
circulating estrogen concentrations in postmenopausal women, but has no
detectable effect on adrenal biosynthesis of corticosteroids or aldosterone.
Exemestane has no effect on other enzymes involved in the steroidogenic
pathway up to a concentration at least 600 times higher than thatinhibiting the
aromatase enzyme.

INDICATIONS

Adjuvant Treatment of Postmenopausal Women

XEMEST is indicated for adjuvant treatment of postmenopausal women with
estrogen-receptor positive early breast cancer who have received two to
three years of tamoxifen and are switched to XEMEST for completion of a
total of five consecutive years of adjuvanthormonal therapy.

Advanced Breast Cancer in Postmenopausal Women

XEMEST is indicated for the treatment of advanced breast cancer in
postmenopausal women whose disease has progressed following tamoxifen
therapy.

DOSAGE & ADMINISTRATION
Adultand elderly patients
The recommended dose of Exemestane is one 25 mg tablet to be taken once
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daily, preferably after a meal.

In patients with early breast cancer, treatment with Exemestane should
continue until completion of five years of combined sequential adjuvant
hormonal therapy (tamoxifen followed by Exemestane), or earlier if tumor
relapse occurs.

In patients with advanced breast cancer, treatment with Exemestane should
continue until tumor progression is evident.

Pediatric population

Not recommended for use in children.

Dose Modifications

Concomitant use of strong CYP 3A4 inducers decreases exemestane
exposure. For patients receiving XEMEST with a strong CYP 3A4 inducer
such as rifampicin or phenytoin, the recommended dose of XEMEST is 50 mg
once daily afterameal.

PHARMACOKINETICS

Absorption

After oral administration of exemestane tablets, exemestane is absorbed
rapidly. The fraction of the dose absorbed from the gastrointestinal tract is
high. The absolute bioavailability in humans is unknown, although it is
anticipated to be limited by an extensive first pass effect. A similar effect
resulted in an absolute bioavailability in rats and dogs of 5%. After a single
dose of 25 mg, maximum plasma levels of 18 ng/ml are reached after 2 hours.
Concomitantintake with food increases the bioavailability by 40%.

Distribution

The volume of distribution of exemestane, not corrected for the oral
bioavailability, is ca 20000 |. The kinetics is linear and the terminal elimination
half-life is 24 h. Its binding to plasma proteins is 90% and is concentration
independent. Exemestane and its metabolites do not bind to red blood cells.
Exemestane does not accumulate in an unexpected way after repeated
dosing.

Metabolism & Elimination

Exemestane is metabolised by oxidation of the methylene moiety on the 6
position by CYP3A4 isoenzyme and/or reduction of the 17-keto group by
aldoketoreductase followed by conjugation. The clearance of exemestane is
ca5001/h, not corrected for the oral bioavailability.

The metabolites are inactive or the inhibition of aromatase is less than the
parentcompound.

The amount excreted unchanged in urine is 1% of the dose. In urine and
faeces equal amounts (40%) of 14C-labeled exemestane were eliminated
within aweek.

PRECAUTIONS

« Exemestane should not be administered to women with
pre-menopausal endocrine status. Therefore, whenever
clinically appropriate, the post-menopausal status should
be ascertained by assessment of LH, FSH and estradiol
levels.

Exemestane should be used with caution in patients with
hepatic or renalimpairment.

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

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

Exemestane is a potent estrogen lowering agent, and a
reduction in bone mineral density (BMD) and an increased
fracture rate have been observed following administration.
At the commencement of adjuvant treatment with
Exemestane, women with osteoporosis or at risk of
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osteoporosis should have treatment baseline bone
mineral health assessment based on current clinical
guidelines and practice. Patients with advanced disease
should have their bone mineral density assessed on a
case-by-case basis. Although adequate data to show the
effects of therapy in the treatment of the bone mineral
density loss caused by Exemestane are not available,
patients treated with Exemestane should be carefully
monitored and treatment for, or prophylaxis of, osteoporosis should be
initiated in atrisk patients.

« Routine assessment of 25 hydroxy vitamin D levels prior to
the start of aromatase inhibitor treatment should be considered, due to the
high prevalence of severe deficiency in women with early breast cancer.
Women with Vitamin D deficiency should receive supplementation with
Vitamin D.

Pregnancy

Pregnancy Category X

It can cause fetal harm when administered to a pregnant woman. Studies on

animals have shown reproductive toxicity. Exemestane is therefore

contraindicated in pregnant women.

Breast-feeding

It is not known whether exemestane is excreted into human milk.

Exemestane should not be administered to lactating woman.

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

SIDEEFFECTS
Blood and lymphatic system disorders:
Very common  Leucopenia(**)

Common Thrombocytopenia(**)

Notknown Lymphocyte countdecreased(**)

Immune system disorders:

Uncommon Hypersensitivity

Metabolism and nutrition disorders:

Common Anorexia

Psychiatric disorders:

Verycommon  Depression, insomnia

Nervous system disorders:

Verycommon  Headache, dizziness

Common Carpaltunnel syndrome, paraesthesia

Rare Somnolence

Vascular disorders:

Verycommon  Hotflushes

Gastrointestinal disorders:

Verycommon  Abdominal pain, nausea

Common Vomiting, diarrhea, constipation, dyspepsia

Hepatobiliary disorders:

Verycommon  Hepatic enzyme increased, blood bilirubin increased,
blood alkaline phosphatase increased

Rare Hepatitis(t), cholestatic hepatitis(t)

Skinand subcutaneous tissue disorders:

Verycommon  Increased sweating

Common Alopecia, rash, urticaria, pruritus

Rare Acute generalised exanthematous

Pustulosis(tT)

Musculoskeletal and bone disorders:

Verycommon  Jointand musculoskeletal pain (*)

Common Fracture, osteoporosis

General disorders and administration site conditions:

Verycommon  Pain, fatigue

Common Oedema peripheral, asthenia

(*) Includes: arthralgia, and less frequently pain in extremity, osteoarthritis,
back pain, arthritis, myalgia and joint stiffness.

(**) In 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
Exemestane, particularly in patients with pre-existing lymphopenia; however,
mean lymphocyte values in these patients did not change significantly over

time and no corresponding increase in viral infections was observed. These
effects have not been observed in patients treated in early breast cancer
studies.

DRUG INTERACTIONS
« In vitro evidence showed that the drug is metabolised through
cytochrome P450 CYP3A4 and aldoketo reductase does
not inhibit any of the major CYP isoenzymes. In a clinical
pharmacokinetic study, the specific inhibition of CYP3A4 by
ketoconazole showed no significant effects on the pharmacokinetics of
exemestane.
«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
toinduce CYP3A4 may reduce the efficacy of Exemestane.
Exemestane should be used cautiously with drugs that are
metabolised via CYP3A4 and have a narrow therapeutic
window. There is no clinical experience of the concomitant
use of Exemestane with other anticancer drugs.
Exemestane should not be co-administered with estrogen containing
medicines as these would negate its pharmacological action.

CONTRAINDICATIONS

- Exemestane tablets are contraindicated in patients with a
known hypersensitivity to the active substance or to any of
the excipients.

« It is also contraindicated in pre-menopausal women and in
pregnantor lactating women.

STORAGE & INSTRUCTIONS:

Store between 15-30°C.

Protect from heat, sunlight and moisture.

Keep away from the reach of children.

To be sold on the prescription of a registered oncologist or on
demand from cancer hospital and institution only.

HOW SUPPLIED

Xemest Tablet 25mg
30's film coated tablets.
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Manufactured by:

PHARMASOL

PRIVATE LIMITED
Plot # 549,Sundar Industrial Estate,
Lahore, Pakistan.
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