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CaSOtam ide Film coated tablets

Bicalutamide 50 mg
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Composition and Excipients:
Each Film coated tablet contains bicalutamide 50 mg.
Excipients: lactose monohydrate, magnesium stearate, sodium starch glycolate,

Coating Excipients: PEG 400, Hypromellose, titanium dioxide.

Mechanism of Action:

Bicalutamide is a nonsteroidal androgen receptor inhibitor. It competitively inhibits
the action of androgens by binding to cytosol androgen receptors in the target
tissue.

Pharmacokinetics:

Absorption: Bicalutamide is well absorbed following oral administration.
Coadministration of Bicalutamide with food has no clinically significant effect on
rate or extent of absorption.

Distribution: Bicalutamide is highly protein bound (96%).

Metabolism/Elimination: Bicalutamide undergoes stereospecific metabolism. Both
the parent and metabolite glucuronides are eliminated in the urine and feces.
Indications:

Bicalutamide tablets 50 mg daily is indicated for use in combination therapy with a
luteinizing hormone releasing hormone (LHRH) analog for the treatment of Stage
D metastatic carcinoma of the prostate.

Contraindications:

« It is contraindicated in any patient who has shown a hypersensitivity reaction to
the drug or any of the components. Hypersensitivity reactions including
angioneurotic edema and urticaria have been reported.

« It has no indication for women, and should not be used in this population.

« It may cause fetal harm when administered to a pregnant woman. Bicalutamide
is contraindicated in women, including those who are or may become pregnant.
Warnings:

Hepatitis: Cases of death or hospitalization due to severe liver injury (hepatic
failure) have been reported in association with the use of Bicalutamide.
Hepatotoxicity in these reports generally occurred within the first three to four
months of treatment.

Serum transaminase levels should be measured prior to starting treatment with
Bicalutamide, at regular intervals for the first four months of treatment, and
periodically thereafter. If clinical symptoms or signs suggestive of liver dysfunction
occur, the serum transaminases, in particular the serum ALT, should be measured
immediately. If at any time a patient has jaundice, or their ALT rises above two times
the upper limit of normal, Bicalutamide should be immediately discontinued with
close follow-up of liver function.

Gynecomastia and Breast Pain: gynecomastia and breast pain have been reported
in up to 38% and 39% of patients, respectively.

Glucose Tolerance: A reduction in glucose tolerance has been observed in males
receiving LHRH agonists. This may manifest as diabetes or loss of glycemic control
in those with preexisting diabetes. Consideration should therefore be given to
monitoring blood glucose in patients receiving Bicalutamide in combination with
LHRH agonists.

Laboratory Tests: Regular assessments of serum Prostate Specific Antigen (PSA)
may be helpful in monitoring the patient’s response. If PSA levels rise during
Bicalutamide therapy, the patient should be evaluated for clinical progression. For
patients who have objective progression of disease together with an elevated PSA,
a treatment free period of anti-androgen, while continuing the LHRH analog, may
be considered.

Pregnancy, CATEGORY X:

Bicalutamide may cause fetal harm when administered to a pregnant woman.
Bicalutamide is contraindicated in women, including those who are or may become
pregnant. If this drug is used during pregnancy, or if the patient becomes pregnant
while taking this drug, the patient should be apprised of the potential hazard to a
fetus.

Nursing Mothers:

Bicalutamide is not indicated for use in women.

Pediatric Use:

The safety and effectiveness of Bicalutamide in pediatric patients have not been established.
Geriatric Use:

In two studies in patients given 50 or 150 mg daily, no significant relationship
between age and steady state levels of total Bicalutamide or the active
R-enantiomer has been shown.

Hepatic Impairment:

Bicalutamide should be used with caution in patients with moderate to severe
hepatic impairment. Bicalutamide is extensively metabolized by the liver. Limited

data in subjects with severe hepatic impairment suggest that excretion of
Bicalutamide may be delayed and could lead to further accumulation. Periodic liver
function tests should be considered for hepatic impaired patients on long term
therapy.

Renal Impairment:

Renal impairment had no significant effect on the elimination of total Bicalutamide
or the active R-enantiomer.

Drug interactions:

« Clinical studies have not shown any drug interactions between Bicalutamide and
LHRH analogs (goserelin or leuprolide). There is no evidence that Bicalutamide
induces hepatic enzymes.

« In vitro protein binding studies have shown that Bicalutamide can displace
coumarin anticoagulants from binding sites. Prothrombin times should be closely
monitored in patients already receiving coumarin anticoagulants who are started
on Bicalutamide and adjustment of the anticoagulant dose may be necessary.

«In vitro studies have shown that R-Bicalutamide is an inhibitor of CYP 3A4 with
lesser inhibitory effects on CYP 2C9, 2C19 and 2D6 activity. Hence, caution
should be exercised when Bicalutamide is coadministered with CYP 3A4
substrates.

Adverse reactions:

Incidence of Adverse Reactions > 5%:

Pain (General), Back Pain, Asthenia, Pelvic Pain, Infection ,Abdominal Pain, Chest
Pain ,Headache ,Flu Syndrome ,Hot Flashes ,Hypertension ,Constipation ,Nausea
,Diarrhea , Increased Liver Enzyme Test ,Dyspepsia ,Flatulence ,Anorexia,
Vomiting , Anemia , Peripheral Edema ,Weight Loss ,Hyperglycemia , Increased
Alkaline Phosphatase ,Weight Gain Bone Pain, Myasthenia Arthritis
,Pathological Fracture ,Dizziness, Paresthesia, Insomnia ,Anxiety ,Depression
,Dyspnea , Increased Cough ,Pharyngitis ,Bronchitis, Pneumonia ,Rhinitis , Rash
,Sweating , Nocturia ,Hematuria, Urinary Tract Infection ,Gynecomastia
JImpotence , Breast Pain ,Urinary Frequency ,Urinary Retention , Impaired Urinary,
Urinary Incontinence.

Incidence of Adverse Reactions greater than or equal to 2%, but less than 5%:
Neoplasm; Neck Pain; Fever; Chills; Sepsis; Hernia; Cyst, Angina Pectoris;
Congestive Heart Failure; Myocardial Infarct; Heart Arrest; Coronary Artery
Disorder; Syncope ,Melena; Rectal Hemorrhage; Dry Mouth; Dysphagia;
Periodontal Abscess; Gastrointestinal Carcinoma, Edema; Increased BUN ;
Increased Creatinine ; Dehydration; Gout; Hypercholesterolemia, Myalgia; Leg
Cramps, Hypertonia; Confusion; Somnolence; Decreased Libido ; Neuropathy;
Nervousness, Lung Disorder; Asthma; Epistaxis; Sinusitis ,Dry Skin; Alopecia;
Pruritus; Herpes Zoster; Specified Cataract, Dysuria; Urinary Urgency;
Hydronephrosis; Urinary Tract Disorder.

Dosage and administration:

The recommended dose for Bicalutamide tablets therapy in combination with an
LHRH analog is one 50 mg tablet once daily (morning or evening), with or without
food. It is recommended that Bicalutamide tablets be taken at the same time each
day. Treatment with Bicalutamide tablets should be started at the same time as
treatment with an LHRH analog. If a dose of Bicalutamide is missed, take the next
dose at the scheduled time. Do not take the missed dose and do not double the
next dose.

Dosage Adjustment in Renal Impairment: No dosage adjustment is necessary for
patients with renal impairment.

Dosage Adjustment in Hepatic Impairment: No dosage adjustment is necessary
Overdosage:

Asingle dose of Bicalutamide that results in symptoms of an overdose considered
to be life threatening has not been established.

There is no specific antidote. Treatment of an overdose should be symptomatic.
Dialysis is not likely to be helpful since Bicalutamide is highly protein bound and is
extensively metabolized.

Storage conditions:

Store below 25° C.

Packaging:Two PVC-Alu blisters each contain 10 film coated tablets packed in a
cardboard box.

THIS IS A MEDICAMENT

- Amedicament is a product but unlike any other products

- Amedicament is a product which affects your health, and its consumption contrary to
instructions is dangerous for you.

- Follow srictly the doctor's prescription, the method of use and the instructions of the
pharmacist who sold the medicament. The doclor and the pharmacist are experts in
medicine, its benefits and risks.

- Do not by yourself interrupt the period of treatment prescribed for you.

- Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN
Ar

(Council of Arab Health Ministers) (Arab Pharmacists Association)
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