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Ibrucon

Ibrutinib INN

COMPOSITION
Ibrucon Capsule : Each capsule contains Ibrutinib INN
140 mg.

CLINICAL PHRAMACOLOGY

Ibrutinib forms a covalent bond with a cysteine residue
in the BTK active site, leading to inhibition of BTK
enzymatic activity. BTK is a signaling molecule of the
B-cell antigen receptor (BCR) and cytokine receptor
pathways. BTK's role in signaling through the B-cell
surface receptors results in activation of pathways
necessary for B-cell trafficking, chemotaxis and
adhesion.

PHARMACODYNAMICS

The median level of Bruton Tyrosine Kinase occupancy
was 96% to 99%, which was seen as early as four hours
after administration and maintained for 24 hours.

PHARMACOKINETICS

Absorption : lbrutinib is rapidly absorbed after oral
administration, with peak plasma concentrations
observed one to two hours after dosing. Its exposure
increases with doses up to 840 mg/day.

Distribution : Reversible binding of Ibrutinib to human
plasma protein in vitro was 97.3% with no concentration
dependence in the range of 50 to 1,000 ng/mL. The
apparent volume of distribution at steady state is
approximately 10,000 L.

Metabolism : Metabolism is the main route of
elimination for lIbrutinib. It is converted to several
metabolites, primarily by the CYP450, CYP3A4 and to a
minor extent by CYP2D6. The active metabolite,
dihydrodiol PCI-45227 has inhibitory activity towards
BTK approximately 15 times lower than that of ibrutinib.
Elimination : Ibrutinib plasma concentrations follow a
biphasic elimination pattern, resulting in an apparent
terminal half-life of four to six hours. lbrutinib is
eliminated primarily via the feces (approximately 80%),
mainly in the form of metabolites (only 1% as unchanged
drug). The elimination of ibrutinib in the urine is less than
10% and in the form of metabolites.

INDICATIONS

* Mantle cell lymphoma (MCL) who have received at
least one prior therapy

* Chronic lymphocytic leukemia (CLL) who have received
at least one prior therapy

* Chronic lymphocytic leukemia (CLL) with 17p deletion
» Waldenstrém's macroglobulinemia (WM)

* Marginal zone lymphoma (MZL) who have received at
least one prior therapy

* Chronic graft versus host disease (cGVHD)

DOSAGE & ADMINISTRATION

MCL, MZL : 560 mg (four 140 mg capsules) taken orally
once daily.

CLL, WM and CGVHD : 420 mg (three 140 mg capsules)
taken orally once daily.

Capsules should be taken orally with a glass of water.
The capsules should not be opened, broke or chewed.

CONTRAINDICATIONS
None

SPECIAL WARNING & PRECAUTIONS

Patients should be monitored for fever, infections,
bleeding and atrial fibrillation. Complete blood counts
should be checked monthly. Other malignancies have
occurred in patients, including skin cancers and other
carcinomas. Ibrutinib can cause fetal harm. Women
should be advised of the potential risk to a fetus and to
avoid pregnancy while taking the drug.

Pediatric Use : The safety and effectiveness of Ibrutinib
in pediatric patients have not been established.

Geriatric Use : No overall differences in safety or
effectiveness were observed between elderly subjects
and younger subjects. Cardiac adverse events,
infections and gastrointestinal events occurred more
frequently among elderly patients.

ADVERSE EFFECT

The most common adverse reactions in patients were
thrombocytopenia, neutropenia, diarrhoea, anemia,
fatigue, musculoskeletal pain, bruising, nausea, upper
respiratory tract infection and rash.

DRUG INTERACTIONS

CYP3A Inhibitors : Co-administration with strong and
moderate CYP3A inhibitors should be avoided. If a
moderate CYP3A inhibitor must be used, Ibrutinib dose
should be reduced.

CYP3A Inducers : Co-administration with strong CYP3A
inducers should be avoided.

PREGNANCY CATEGORY
D

STORAGE CONDITIONS
Store in a cool (below 30°C) and dry place, away from
light. Keep out of the reach of children.

PACKAGING

Ibrucon Capsule : Each commercial box contains 24
capsules in Alu-Alu blister pack.

Manufactured by- ®

BEACON

Pharmaceuticals Limited
Bhaluka, Mymensingh, Bangladesh
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