Gilternib

Gilteritinib 40 mg tablets

COMPOSITION
Gilternib tablet: Each film coated tablet contains Gilteritinib
Fumarate INN equivalent to Gilteritinib 40 mg.

PHARMACOLOGY

Gilteritinib is a small molecule that inhibits multiple receptor
tyrosine kinases, including FMS-like tyrosine kinase 3
(FLT3). Gilteritinib demonstrated the ability to inhibit FLT3
receptor signaling and proliferation in cells exogenously
expressing FLT3 including FLT3-ITD, tyrosine kinase
domain mutations (TKD) FLT3-D835Y and FLT3-ITD-D835Y,
and it induced apoptosis in leukemic cells expressing
FLT3-ITD.

Pharmacokinetic

The following pharmacokinetic parameters were observed
following administration of Gilteritinib 120 mg once daily,
unless otherwise specified. Gilteritinib exposure (Cmax and
AUC24) increases proportionally with once daily doses
ranging from 20 mg to 450 mg (0.17 to 3.75 times the
recommended dosage) in patients with relapsed or
refractory AML. Gilteritinib is primarily metabolized via
CYP3A4 in vitro. At steady state, the primary metabolites in
humans include M17 (formed via N-dealkylation and
oxidation), M16 and M10 (both formed via N-dealkylation).
None of these 3 metabolites exceeded 10% of overall
parent exposure.

INDICATIONS AND USAGE

Gilteritinib is indicated for the treatment of adult patients
who have relapsed or refractory acute myeloid leukemia
(AML) with a FMS-like tyrosine kinase 3 (FLT3) mutation as
detected by an FDA-approved test.

DOSAGE AND ADMINISTRATION

The recommended starting dose of Gilteritinib is 120 mg
orally once daily with or without food. Response may be
delayed. In the absence of disease progression or
unacceptable toxicity, treatment for a minimum of 6 months
is recommended to allow time for a clinical response. Do
not break or crush Gilteritinib tablets. Administer Gilteritinib
tablets orally about the same time each day. If a dose of
Gilteritinio is missed or not taken at the usual time,
administer the dose as soon as possible on the same day,
and at least 12 hours prior to the next scheduled dose.
Return to the normal schedule the following day. Do not
administer 2 doses within 12 hours.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS

Differentiation Syndrome

Patients treated with Gilteritinib in the clinical trials, 3%
experienced differentiation  syndrome.  Differentiation
syndrome is associated with rapid proliferation and
differentiation of myeloid cells and may be life-threatening

Sverest

or fatal if not treated. Symptoms of differentiation syndrome
in patients treated with Gilteritinib included fever, dyspnea,
pleural effusion, pericardial effusion, pulmonary edema,
hypotension, rapid weight gain, peripheral edema, rash,
and renal dysfunction. Some cases had concomitant acute
febrile neutrophilic dermatosis.

Posterior Reversible Encephalopathy Syndrome
Patients treated with Gilteritinib in the clinical trials, 1%
experienced  posterior  reversible  encephalopathy
syndrome (PRES) with symptoms including seizure and
altered mental status

Prolonged QT Interval

Gilteritinib has been associated with prolonged cardiac
ventricular repolarization (QT interval). Of the 317 patients
with a post-baseline QTc measurement on treatment with
Gilteritinib in the clinical trial, 1% were found to have a QTc
interval greater than 500 msec and 7% of patients had an
increase from baseline QTc greater than 60 msec.

SIDE EFFECTS

* Fever

¢ Dizziness or lightheadedness
e Cough

¢ Rapid weight gain

¢ Trouble breathing

¢ Swelling of your arms or legs
® Rash

® Decreased urination

Drug Interaction

Combined P-gp and Strong CYP3A Inducers Concomitant
use of Gilteritinib with a combined P-gp and strong CYP3A
inducer decreases Gilteritinibo  exposure which may
decrease Gilteritinib efficacy. Avoid concomitant use of
Gilteritinib with combined P-gp and strong CYP3A inducers.

USE IN SPECIFIC POPULATIONS

There are no available data on Gilteritinib use in pregnant
women to inform a drug-associated risk of adverse
developmental outcomes.

There are no data on the presence of Gilteritinib and/or its
metabolites in human milk, the effects on the breastfed
child, or the effects on milk production.

PHARMACEUTICAL INFORMATION

Storage

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

GILTERNIB tablet: Each HDPE container contains 30 film
coated tablets, 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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