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Ventoxen

Venetoclax 10 mg & 100 mg tablets

COMPOSITION
VENTOXEN 10 tablet: Each film coated tablet contains Venetoclax
INN 10 mg.

VENTOXEN tablet: Each film coated tablet contains Venetoclax INN
100 mg.

PHARMACOLOGY

Venetoclax is a selective and orally bioavailable small-molecule
inhibitor of BCL-2, an antiapoptotic protein. Overexpression of BCL-2
has been demonstrated in CLL and AML cells where it mediates
tumor cell survival and has been associated with resistance to
chemotherapeutics. Venetoclax helps restore the process of
apoptosis by binding directly to the BCL-2 protein, displacing
pro-apoptotic proteins like BIM, triggering mitochondrial outer
membrane permeabilization and the activation of caspases. In
nonclinical studies, Venetoclax has demonstrated cytotoxic activity in
tumor cells that overexpress BCL-2.

Pharmacokinetic

Venetoclax mean steady state Cmax was 2.1 + 1.1 mcg/mL and
AUCO0-24h was 32.8 + 16.9 mcgeh/mL following administration of 400
mg once daily with a low-fat meal. Venetoclax steady state AUC
increased proportionally over the dose range of 150 to 800 mg. The
pharmacokinetics of venetoclax does not change over time.
Absorption Maximum plasma concentration of Vennetoclax was
reached 5 to 8 hours following multiple oral administration under fed
conditions. The terminal elimination half-life of Venetoclax was
approximately 26 hours.

INDICATIONS AND USAGE

For the treatment of adult patients with chronic lymphocytic leukemia
(CLL) or small lymphocytic lymphoma (SLL). In combination with
azacitidine, or decitabine, or low-dose cytarabine for the treatment of
newly diagnosed acute myeloid leukemia (AML) in adults 75 years or
older, or who have comorbidities that preclude use of intensive
induction chemotherapy.

DOSAGE AND ADMINISTRATION
Recommended Dosage for Chronic Lymphocytic Leukemia/Small
Lymphocytic Lymphoma:

Venetoclax Daily Dose
Week 1 20 mg
Week 2 50 mg
Week 3 100 mg
Week 4 200 mg
Week 5 and beyond 400 mg

Recommended Dosage for Acute Myeloid Leukemia:

Venetoclax Daily Dose

Day 1 100 mg
Day 2 200 mg
Day 3 400 mg

400 mg orally once daily of each
28 day cycle in combination with
Azacitidine or Decitabine

Days 4 and beyond

CONTRAINDICATIONS

Concomitant use of Venetoclax with strong CYP3A inhibitors at
initiation and during the ramp-up phase is contraindicated in patients
with CLL/SLL due to the potential for increased risk of tumor lysis
syndrome.

WARNINGS AND PRECAUTIONS
Tumour lysis Syndrome.

Tumour lysis syndrome, including fatal events, has occurred in

Sverest

patients with previously treated CLL with high tumour burden when
treated with Venetoclax. Venetoclax can cause rapid reduction in
tumour, and thus poses a risk for TLS in the initial 5-weeks dose-titra-
tion phase. Changes in electrolytes consistent with TLS that require
prompt management can occur as early as 6 to 8 hours following the
first dose of Venetoclax and at each dose increase.

Infections

Fatal and serious infections such as pneumonia and sepsis have
occurred in patients treated with Venetoclax. Monitor patients closely
for signs and symptoms of infection and treat promptly. Withhold
Venetoclax for Grade 3 and higher infection.

Immunization

The safety and efficacy of immunization with live attenuated vaccines
during or following Venetoclax therapy have not been studied. Live
vaccines should not be administered during treatment and thereafter
until B-cell recovery.

CYP3A inducers

Co-administration of CYP3A4 inducers may lead to decreased
Venetoclax exposure and consequently a risk for lack of efficacy
Concomitant use of Venetoclax with strong or moderate CYP3A4
inducers should be avoided.

SIDE EFFECTS

In CLL/SLL, the most common adverse reactions (=20%) for
Venetoclax when given in combination with Obinutuzumab or
Rituximab or as monotherapy were neutropenia, thrombocytopenia,
anemia, diarrhea, nausea, upper respiratory tract infection, cough,
musculoskeletal pain, fatigue, and edema.

In AML, the most common adverse reactions (>30%) in combination
with Azacitidine or Decitabine or low-dose cytarabine were nausea,
diarrhea, thrombocytopenia, constipation, neutropenia, febrile
neutropenia, fatigue, vomiting, edema, pyrexia, pneumonia,
dyspnea, hemorrhage, anemia, rash, abdominal pain, sepsis,
musculoskeletal pain, dizziness, cough, oropharyngeal pain, and
hypotension.

Drug Interaction
Strong or moderate CYP3A inhibitors or P-gp inhibitors: Adjust
dosage of Venetoclax.

Strong or moderate CYP3A inducers: Avoid co-administration.
P-gp substrates: Take at least 6 hours before Venetoclax.

USE IN SPECIFIC POPULATIONS

Based on embryo-foetal toxicity studies in animals, Venetoclax may
harm the fetus when administered to pregnant women. There is no
adequate and well-controlled data from the use of Venetoclax in
pregnant women.

It is unknown whether Venetoclax or its metabolites are excreted in
human milk. A risk to the breast-feeding child cannot be excluded.
Breast-feeding should be discontinued during treatment with
Venetoclax.

PHARMACEUTICAL INFORMATION

Storage Condition

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

HOW SUPPLIED

VENTOXEN 10 tablet: Each HDPE container contains 7 film coated
tablets each of which contain Venetoclax INN 10 mg, a silica gel
desiccant and polyester coil with a child-resistant closure.

VENTOXEN tablet: Each HDPE container contains 7/30 film coated
tablets each of which contain Venetoclax INN 100 mg, a silica gel
desiccant and polyester coil with a child-resistant closure.

Manufactured by

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

www.everestpharmabd.com
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