Enzamide

Enzalutamide INN

COMPOSITION
Enzamide tablet: Each film coated tablet
Enzalutamide INN 40 mg.

contains

PHARMACOLOGY

Enzalutamide is an androgen receptor inhibitor that acts on
different steps in the androgen receptor signaling pathway.
Enzalutamide has been shown to competitively inhibit
androgen binding to androgen receptors and consequently,
inhibits nuclear translocation of androgen receptors and
their interaction with  DNA. Enzalutamide decreased
proliferation and induced cell death of prostate cancer cells
in vitro, and decreased tumor volume in a mouse prostate
cancer xenograft model.

INDICATIONS AND USAGE

Enzalutamide is indicated for the treatment of patients with:
e Castration-Resistant Prostate Cancer

¢ Metastatic Castration-Sensitive Prostate Cancer

¢ Non-Metastatic Castration-Sensitive Prostate cancer with
Biochemical Recurrence at high risk for metastasis

DOSAGE AND ADMINISTRATION

The recommended dosage of Enzalutamide is 160 mg
orally once daily with or without food until disease
progression or unacceptable toxicity.

Patients with CRPC or mCSPC receiving Enzalutamide
should also receive a Gonadotropic-releasing hormone
(GnRH) analog concurrently or should have had bilateral
orchiectomy.

Patients with nmCSPC with high-risk BCR may be treated
with Enzalutamide with or without a GnRH analog.

CONTRAINDICATION
None.

WARNINGS AND PRECAUTIONS

Seizure

Enzalutamide should be discontinued in patients who
develop seizure during treatment.

Posterior Reversible Encephalopathy Syndrome (PRES)
Enzalutamide may develop  Posterior Reversible
Encephalopathy Syndrome. Enzalutamide should be
discontinued in patients who develop PRES.

Hypersensitivity
Enzalutamide should be discontinued for serious hypersen-
sitivity reactions.

Ischemic Heart Disease
Enzalutamide should be discontinued for Grade 3-4
ischemic heart disease.

Embryo-Fetal Toxicity
Enzalutamide can cause fetal harm and loss of pregnancy.
Patients should be advised to use effective contraception.

SIDE EFFECTS
The most common adverse reactions are musculoskeletal
pain, fatigue, hot flush, constipation, decreased appetite,

Sverest

diarrhea, hypertension, hemorrhage, fall, fracture, and
headache.

DRUG INTERACTIONS

Strong CYP2C8 Inhibitors

The co-administration of Enzalutamide with Gemfibrozil (a
strong CYP2C8 inhibitor) increases plasma concentrations
of Enzalutamide plus N-desmethyl Enzalutamide, which
may increase the incidence and severity of adverse
reactions of Enzalutamide. Avoid the co-administration of
Enzalutamide with strong CYP2C8 inhibitors. If the
co-administration of Enzalutamide with a strong CYP2C8
inhibitor cannot be avoided, reduce the dosage of
Enzalutamide.

Strong CYP3A4 Inducers

The co-administration of Enzalutamide with Rifampin (a
strong CYP3A4 inducer and a moderate CYP2C8 inducer)
decreases plasma concentrations of Enzalutamide plus
N-desmethyl Enzalutamide, which may decrease the
efficacy of Enzalutamide. Avoid the co-administration of
Enzalutamide with strong CYP3A4 inducers. If the
co-administration of Enzalutamide with a strong CYP3A4
inducer cannot be avoided, increase the dosage of
Enzalutamide.

Co-administration with certain  CYP3A4, CYP2C9, or
CYP2C19 substrates should be avoided for which a minimal
decrease in concentration may lead to therapeutic failure of
the substrate.

USE IN SPECIFIC POPULATIONS

Pregnancy

There are no human data on the use of Enzalutamide in
pregnant females.

Pediatric Use
Safety and effectiveness of Enzalutamide in pediatric
patients have not been established.

Geriatric Use
No overall differences in safety or effectiveness were
observed between these patients and younger patients.

Renal Impairment
No dose adjustment is recommended for patients with mild
to moderate renal impairment.

Hepatic Impairment

No dose adjustment is recommended for patients with mild
(Child-Pugh A) or moderate (Child-Pugh B) hepatic
impairment. Limited data are available in patients with
severe (Child-Pugh C) hepatic impairment.

PHARMACEUTICAL INFORMATION

Storage Condition

Store below 30°C, in a cool and dry place. Keep away from
light. Keep out of the reach of children.

HOW SUPPLIED
Enzamide tablet: Each HDPE container contains 30 film
coated tablets, each of which contains Enzalutamide 40 mg.

Manufactured by

Everest Pharmaceuticals Ltd.
BSCIC I/A, Kanchpur, Narayanganj, Bangladesh

www.everestpharmabd.com
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