BEVAREST

Bevacizumab INN

COMPOSITION

BEVAREST 100 Injection: Each vial contains Bevacizumab INN
100 mg in 4 ml solution.

BEVAREST 400 Injection: Each vial contains Bevacizumab INN
400 mg in 16 ml solution.

PHARMACOLOGY

Bevacizumab binds VEGF and prevents the interaction of VEGF to
its receptors (Flt-1 and KDR) on the surface of endothelial cells.
The interaction of VEGF with its receptors leads to endothelial
cell proliferation and new blood vessel formation in in vitro models
of angiogenesis. Administration of bevacizumab to xenotransplant
models of colon cancer in nude (athymic) mice caused reduction
of microvascular growth and inhibition of metastatic disease
progression.

INDICATIONS AND USAGE
Bevacizumab is indicated in:

Metastatic Colorectal Cancer

Bevacizumab, in combination with intravenous fluorouracil-based
chemotherapy, is indicated for the first-or second-line treatment of
patients with metastatic colorectal cancer (MCRC).

First-Line Non-Squamous Non-Small Cell Lung Cancer
Bevacizumab, in combination with carboplatin and paclitaxel, is
indicated for the first-line treatment of patients with unresectable,
locally advanced, recurrent or metastatic non-squamous non-small
cell lung cancer (NSCLC).

Recurrent Glioblastoma
Bevacizumab is indicated for the treatment of recurrent glioblastoma
(GBM) in adults.

Metastatic Renal Cell Carcinoma
Bevacizumab, in combination with interferon alfa, is indicated for the
treatment of metastatic renal cell carcinoma (mRCC).

Persistent, Recurrent, or Metastatic Cervical Cancer
Bevacizumab, in combination with paclitaxel and cisplatin or
paclitaxel and topotecan, is indicated for the treatment of patients
with persistent, recurrent, or metastatic cervical cancer.

Epithelial Ovarian, Fallopian Tube, or Primary Peritoneal Cancer
Bevacizumab, in combination with carboplatin and paclitaxel,
followed by Bevacizumab as a single agent, is indicated for the
treatment of patients with stage Il or IV epithelial ovarian, fallopian
tube, or primary peritoneal cancer following initial surgical resection.

Hepatocellular Carcinoma

Bevacizumab, in combination with atezolizumab, is indicated for the
treatment of patients with unresectable or metastatic hepatocellular
carcinoma (HCC) who have not received prior systemic therapy.

DOSAGE AND ADMINISTRATION

Withhold for at least 28 days prior to elective surgery. Do not
administer Bevacizumab until at least 28 days following major
surgery and until adequate wound healing. Use appropriate aseptic
technique. Withdraw necessary amount of Bevacizumab and dilute in
a total volume of 100 mL of 0.9% Sodium Chloride Injection, USP.

DO NOT ADMINISTER OR MIX WITH DEXTROSE SOLUTION.
Metastatic Colorectal Cancer

The recommended dosage when Bevacizumab is administered in
combination with intravenous fluorouracil-based chemotherapy is:

¢ 5 mg/kg intravenously every 2 weeks in combination with bolus-IFL.

e 10 mg/kg intravenously every 2 weeks in combination with
FOLFOX4.

® 5 mg/kg intravenously every 2 weeks or 7.5 mg/kg intravenously
every 3 weeks in combination with fluoropyrimidine-irinotecan- or
fluoropyrimidine-oxaliplatin-based chemotherapy in patients who
have progressed on a first-line Bevacizumab product-containing
regimen.

First-Line Non-Squamous Non-Small Cell Lung Cancer
The recommended dosage is 15 mg/kg intravenously every 3 weeks
in combination with carboplatin and paclitaxel.

Recurrent Glioblastoma
The recommended dosage is 10 mg/kg intravenously every 2 weeks.

Metastatic Renal Cell Carcinoma
The recommended dosage is 10 mg/kg intravenously every 2 weeks
in combination with interferon alfa.

Persistent, Recurrent, or Metastatic Cervical Cancer

The recommended dosage is 15 mg/kg intravenously every 3 weeks
in combination with paclitaxel and cisplatin or in combination with
paclitaxel and topotecan.

Epithelial Ovarian, Fallopian Tube or Primary Peritoneal Cancer
The recommended dosage is 15 mg/kg intravenously every 3 weeks
in combination with carboplatin and paclitaxel for up to 6 cycles,
followed by Bevacizumab 15 mg/kg every 3 weeks as a single agent
for a total of up to 22 cycles or until disease progression, whichever
occurs earlier.

Sverest

Hepatocellular Carcinoma

The recommended dosage is 15 mg/kg intravenously after
administration of 1,200 mg of atezolizumab intravenously on the
same day, every 3 weeks until disease progression or unacceptable
toxicity.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS

Gastrointestinal Perforations and Fistulae

Serious, and sometimes fatal, gastrointestinal perforation occurred at
a higher incidence in patients receiving Bevacizumab compared to
patients receiving chemotherapy. Discontinue in patients with fistula
formation involving any internal organ.

Arterial Thromboembolic Events

Serious, sometimes fatal, arterial thromboembolic events (ATE)
including cerebral infarction, transient ischemic attacks, myocardial
infarction, and angina, occurred at a higher incidence in patients
receiving Bevacizumab compared to patients receiving
chemotherapy. Discontinue in patients who develop a severe ATE.

Hypertension
Discontinue in patients who develop hypertensive crisis or
hypertensive encephalopathy.

Posterior Reversible Encephalopathy Syndrome
Discontinue Bevacizumab in patients who develop PRES.

Renal Injury and Proteinuria

Monitor proteinuria. Discontinue in patients who develop nephrotic
syndrome. Bevacizumab should be temporarily discontinued for
moderate proteinuria.

Infusion-Related Reactions
Discontinue in patients who develop a severe infusion-related
reaction.

Ovarian Failure

The incidence of ovarian failure was 34% vs. 2% in premenopausal
women receiving Bevacizumab with chemotherapy as compared to
those receiving chemotherapy alone for adjuvant treatment of a solid
tumor. Females should be informed of reproductive potential of the
risk of ovarian failure prior to initiating Bevacizumab.

Embryo-Fetal Toxicity

Based on its mechanism of action and findings from animal studies,
Bevacizumab may cause fetal harm when administered to pregnant
women. Advise females of reproductive potential to use effective
contraception during treatment with Bevacizumab and for 6 months
after the last dose.

SIDE EFFECTS

The most common side effects in patients treated with Bevacizumab
were epistaxis, headache, hypertension, rhinitis, proteinuria, taste
alteration, dry skin, hemorrhage, lacrimation disorder, back pain and
exfoliative dermatitis.

DRUG INTERACTIONS

Effects of Bevacizumab on Other Drugs

No clinically meaningful effect on the pharmacokinetics of irinotecan
or its active metabolite SN38, interferon alfa, carboplatin or paclitaxel
was observed when Bevacizumab was administered in combination
with these drugs.

USE IN SPECIFIC POPULATIONS

Pregnancy

Based on findings from animal studies and its mechanism of action,
Bevacizumab may cause fetal harm in pregnant women. Pregnant
women should be advised of the potential risk to a fetus.

Lactation

It is not known whether Bevacizumab and its metabolites are
excreted in human milk. Because of the potential for serious ADRs in
breastfed infants from exposure to Bevacizumab, mothers should be
advised against breastfeeding while receiving Bevacizumab.

Pediatric Population
The safety and effectiveness of Bevacizumab in pediatric patients
have not been established.

Geriatric Use
The increase in the incidence of Arterial Thromboembolic Events was
greater in patients >65 years.

PHARMACEUTICAL INFORMATION

Storage Condition

Store the vial under refrigeration at 2°C to 8°C (36°F to 46°F) in
original carton to protect from light. Do not freeze. Do not shake.
Keep out of the reach of children.

HOW SUPPLIED

BEVAREST 100 Injection: Each box contains 1 vial of Bevacizumab
100 mg in 4 ml solution.

BEVAREST 400 Injection: Each box contains 1 vial of Bevacizumab
400 mg in 16 ml solution.

Manufactured by

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

www.everestpharmabd.com
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