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Bleonix

Bleomycin Injection

COMPOSITION

Bleonix Injection: Each vial contains Bleomycin Sulfate USP
equivalent to Bleomycin 15 units as sterile lyophilized powder.

CLINICAL PHARMACOLOGY

Bleomycin Sulfate mainly acts by inhibition of DNA synthesis with some
evidence of lesser inhibition of RNA and protein synthesis. Bleomycin is
known to cause single and to a lesser extent, double-stranded breaks in
DNA. Bleomycin has been shown to cause cell cycle arrest in G2 and in
mitosis. When administered into the pleural cavity in the treatment of
malignant pleural effusion, Bleomycin acts as a sclerosing agent.

PHARMACOKINETICS

Absorption: Bleomycin is rapidly absorbed following intramuscular,
subcutaneous, intraperitoneal, or intrapleural administration & reaching
peak plasma concentrations in 30 to 60 minutes. Systemic
bioavailability of Bleomycin is 100% and 70% following intramuscular
and subcutaneous administrations, respectively and 45% following both
intraperitoneal and intrapleural administrations, compared to
intravenous and bolus administration.

Distribution: Bleomycin is widely distributed throughout the body with
a mean volume of distribution of 17.5 L/m? in patients. Protein binding of
Bleomycin has not been studied.

Metabolism: Bleomycin is inactivated by a cytosolic cysteine
proteinase enzyme, Bleomycin hydrolase. Systemic elimination of the
drug by enzymatic degradation is probably only important in patients
with severely compromised renal function.

Excretion: The primary route of elimination is via the kidneys. About
65% of the administered intravenous dose is excreted in urine within 24
hours. Total body clearance and renal clearance averaged 51
ml/min/m? and 23 ml/min/m?, respectively.

INDICATIONS

Lymphomas: Bleomycin Sulfate has been shown to be one of the most
effective agents for the treatment of Hodgkin’s disease and other
malignant lymphomas, including mycosis fungoides.

Squamous Cell Carcinoma: Bleomycin Sulfate has been shown to be
one of the most effective agents in the treatment of Squamous cell
Carcinoma including Head & neck cancer (mouth, tongue, tonsil,
nasopharynx, oropharynx, sinus, palate, lip, buccal mucosa, gingiva,
epiglottis, skin, and larynx). Bleomycin is also used in the treatment of
Carcinoma of the thyroid, lung and bladder.

Testicular carcinoma: Bleomycin Sulfate has been shown to be one of
the most effective agents in the treatment of Testicular carcinoma.

Malignant Pleural Effusion: Bleomycin Sulfate injection is effective as
a sclerosing agent for the treatment of malignant pleural effusion and
prevention of recurrent pleural effusions.

Malignant melanoma: Bleomycin has been shown to be of some value
in the treatment of metastatic malignant melanoma

Local treatment of refractory warts: Bleomycin can be used as a
single agent, but is generally used in combination with other cytotoxics
and/or with radiation therapy.

DOSAGE AND ADMINISTRATION

Hodgkin’s lymphoma: Generally 0.25 to 0.50 units’kg (10 to 20
units/m?) intravenously, intramuscularly or subcutaneously weekly or
twice weekly. 10 units/m? IV on days 1 and 15 every 28 days as part of
the ABVD regimen

Testicular cancer: Generally 0.25 to 0.50 units/kg (10 to 20 units/m?)
intravenously, intramuscularly, or subcutaneously weekly or twice
weekly. 30 units IV on days 2, 9, and 16 every 21 days as part of the
PEB regimen

Malignant Pleural Effusion: 60 units administered as a single dose
bolus intrapleural injection

Squamous Cell Carcinoma: Generally 0.25 to 0.50 units/kg (10 to 20
units/m?) intravenously, intramuscularly, or subcutaneously weekly or
twice weekly

Non-Hodgkin's Lymphoma: Generally 0.25 to 0.50 units/kg (10 to 20
units/m?) intravenously, intramuscularly, or subcutaneously weekly or
twice weekly

SIDE-EFFECTS

Pulmonary fibrosis: Pulmonary fibrosis is the most severe toxicity
associated with Bleomycin. Its occurrence is higher in elderly patients
and in those receiving greater than 400 units total dose, but pulmonary
toxicity has been observed in young patients and those treated with low
doses.

Idiosyncratic reaction: A severe idiosyncratic reaction consisting of
hypotension, mental confusion, fever, chills, and wheezing has been
reported in approximately 1% of lymphoma patients treated with
Bleomycin.

Renal or hepatic toxicity: Renal toxicities may occur at any time after
initiation of therapy.

DRUG-DRUG INTERACTIONS

Patients previously treated with bleomycin may result in rapid
pulmonary deterioration, since bleomycin causes sensitization of lung
tissue to oxygen. Radiation therapy, especially to the chest area, either
prior to, during, or after bleomycin therapy may result in increased
bleomycin toxicity. Concurrent use with antineoplastic agents may
result in increased bleomycin toxicity. It has been suggested that
concomitant administration of G-CSF and bleomycin may increase the
risk of bleomycin-induced pulmonary toxicity. Cisplatin induced renal
function impairment may result in delayed clearance and bleomycin
toxicity even at low doses. An increased incidence of
bleomycin-induced pulmonary toxicity has been observed when these
two agents are administered as part of an antineoplastic treatment
regimen. Serum levels of Digoxin & Phenytoin may be reduced and its
actions may be decreased when used with bleomycin.

PRECAUTIONS & WARNINGS

General: Patients with creatinine clearance values of less than 50
ml/min should be treated with caution and their renal function should be
carefully monitored during the administration of Bleomycin

Nursing Mothers: It is not known whether the drug is excreted in
human milk. Because many drugs are excreted in human milk and
because of the potential for serious adverse reactions in nursing infants,
it is recommended that nursing be discontinued by women receiving
Bleomycin therapy.

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

Geriatric Use: Bleomycin is known to be substantially excreted by the
kidney and the risk of toxic reactions to this drug may be greater in
patients with impaired renal function. Because elderly patients are more
likely to have decreased renal function, care should be taken in dose
selection and it may be useful to monitor renal function

Pregnancy Category: D
CONTRA-INDICATIONS

Bleomycin is contraindicated in patients who have demonstrated a
hypersensitive reaction to it. Bleomycin is contraindicated in patients
with acute pulmonary infection, severely impaired lung function or
circulatory disturbances in the lungs.

OVERDOSAGE

The acute reaction would probably include hypotension, fever, rapid
pulse and general symptoms of shock. There is no specific antidote for
Bleomycin over-dosage.

STORAGE

Store the vial in original carton in refrigerator at 2°C to 8°C (36°F to
46°F) temperature. Protect from light. Retain the vial in the original
carton until time of use.

PRESENTATION & PACKAGING

Bleonix Injection: Each commercial box contains 1 vial of Bleonix
Injection as sterile lyophilized powder and one 5 ml ampoule of 0.9%
sodium chloride Injection as diluent.

Manufactured by-

TWBEACON

2> Pharmaceuticals Limited
Bhaluka, Mymensingh, Bangladesh
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