Venetoclax

venclax

COMPOSITION

Venclax 10 Tablet: Each film coated tablet contains Venetoclax INN 10 mg

Venclax 100 Tablet: Each film coated tablet contains Venetoclax INN 100 mg

CLINICAL PHARMACOLOGY

Venetoclax is a selective and orally bioavailable small-molecule inhibitor of BCL-2. Venetoclax blocks the anti-apoptotic B-cell
lymphoma-2 (BCL-2) protein, leading to programmed cell death of cancer cells. Overexpression of BCL-2 in some lymphoid
malignancies has sometimes shown to be linked with increased resistance to chemotherapy.

PHARMACODYNAMICS

Venetoclax induces rapid and potent onset apoptosis of cancer cells, powerful enough to act within 24h and to lead to tumor lysis
syndrome. Selective targeting of BCL 2 with Venetoclax has demonstrated a manageable safety profile including patients with
poor prognostic features. This drug is not expected to have a significant impact on the cardiac QT interval.

PHARMACOKINETICS
Absorption

Venetoclax peak exposures were achieved at 5 to 8 hours. Venetoclax steady-state exposures showed minimal accumulation and
increased proportionally over the dose range of 300 to 900 mg.

Distribution

Venetoclax is highly bound to human plasma protein. The mean blood-to-plasma ratio was 0.57. Volume of distribution of
Venetoclax ranged from 256-321 L in patients.

Metabolism

Studies demonstrated that Venetoclax is predominantly metabolized by CYP3A4/5. M27 was identified as a major metabolite in
plasma with an inhibitory activity against BCL-2.

Elimination

Terminal elimination half-life of Venetoclax was approximately 26 hours. Hepatic elimination is responsible for the clearance of
Venetoclax from the systemic circulation. Unchanged Venetoclax accounted for 20.8% of the administered radioactive dose
excreted in feces.

INDICATIONS

- Chronic Lymphocytic Leukemia (CLL)/ Small Lymphocytic Lymphoma (SLL)

- Acute Myeloid Leukemia (AML)

DOSAGE & ADMINISTRATION

Dosing Schedule in patients with CLL

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

Venetoclax should be taken orally once daily until disease progression or unacceptable toxicity is observed.

Dosing Schedule in patients with AML

Time Venetoclax Daily Dose
Day 1 100 mg
Day 2 200 mg
Day 3 400 mg
Day 4 & beyond 400 mg when dosing in combination 600 mg when dosing in combination
with Azacitidine or Decitabin with low dose Cytarabin
CONTRAINDICATIONS

Concomitant use of Venetoclax with strong CYP3A inhibitors at initiation is contraindicated.
SPECIAL WARNING & PRECAUTIONS

* Tumor Lysis Syndrome (TLS): Premedicate with anti-hyperuricemias and ensure adequate hydration. Employ more intensive
measures (intravenous hydration, frequent monitoring, hospitalization) as overall risk increases.

* Neutropenia: Monitor blood counts and for signs of infection; manage as medically appropriate.
* Immunization: Do not administer live attenuated vaccines prior to, during, or after Venetoclax treatment.

* Embryo-Fetal Toxicity: May cause embryo-fetal harm. Advise females of reproductive potential of the potential risk to a fetus and
to use effective contraception during treatment.

ADVERSE EFFECT

The most common adverse reactions were neutropenia, diarrhea, nausea, anemia, upper respiratory tract infection,
thrombocytopenia, and fatigue.

DRUG INTERACTION
- Avoid concomitant use of Venetoclax with strong CYP3A inducers or moderate CYP3A inducers.

- Avoid concomitant use of Venetoclax with a P-gp substrate. If a concomitant use is unavoidable, separate dosing of the P-gp
substrate at least 6 hours before Venetoclax.

LACTATION

There are no data on the presence of Venetoclax in human milk. Because many drugs are excreted in human milk and because
the potential for serious adverse reactions in a breastfed child from Venetoclax is unknown, advise nursing women to discontinue
breastfeeding during treatment with Venetoclax.

PEDIATRIC USE

The safety and effectiveness of Venetoclax in pediatric patients have not been established.
GERIATRIC USE

No overall differences in safety and effectiveness were observed between older and younger patients.
OVERDOSE

There is no specific antidote for Venetoclax.

STORAGE CONDITIONS

Store below 30°C & dry place, away from light and moisture. Keep out of the reach of children.
PRESTATION & PACKAGING

Venclax 10 Tablet: Each commercial box contains 30 tablets in Alu-Alu blister pack.

Venclax 100 Tablet: Each commercial box contains 30 tablets in Alu-Alu blister pack.

Manufactured By ®

—[l_BEACON

Pharmaceuticals Limited
Bhaluka, Mymensingh, Bangladesh
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