Arsenic Trioxide Injection

COMPOSITION
ATO Injection: Each 10 mL contains Arsenic Trioxide INN 10 mg.
CLINICAL PHARMACOLOGY

Arsenic Trioxide causes morphological changes and DNA fragmentation characteristic of
apoptosis in NB4 human promyelocytic leukemia cells in vitro. Arsenic Trioxide also causes
damage or degradation of the fusion protein promyelocytic leukemia (PML) retinoic acid
receptor (RAR)-alpha.

PHARMACODYNAMICS

A dedicated QTc study was not performed with Arsenic Trioxide. However, in a single-arm
trial of Arsenic Trioxide (0.15 mg/kg daily), had a QTc interval greater than 500 msec.

PHARMACOKINETICS

Absorption: Peak plasma concentrations of Arsenic Trioxide was reached at the end of
infusion (2 hours). Plasma concentration of Arsenic Trioxide declined in a biphasic manner
with a mean elimination half-life of 10 to 14 hours. The mean estimated terminal elimination
half-lives of the metabolites MMAV and DMAYV are 32 hours and 72 hours, respectively.

Distribution: The volume of distribution for Arsenic Trioxide is large (mean 562 L, N=10)
indicating that Arsenic Trioxide is widely distributed throughout body tissues. Volume of
distribution is also dependent on body weight and increases as body weight increases.

Metabolism: Much of the Arsenic Trioxide is distributed to the tissues where it is methylated
to the less cytotoxic metabolites, monomethylarsonic acid and dimethylarsinic acid by
methyltransferases primarily in the liver. The metabolism of Arsenic Trioxide also involves
oxidation of Arsenic Trioxide to Arsenic Pentaoxide, which may occur in numerous tissues
via enzymatic or non enzymatic processes.

Elimination: Approximately 15% of the administered Arsenic Trioxide dose is excreted in
the urine as unchanged Arsenic Trioxide. The methylated metabolites of Arsenic Trioxide
are primarily excreted in the urine. The total clearance of Arsenic Trioxide is 49 L/h and the
renal clearance is 9 L/h.

INDICATION
* Relapsed or refractory Acute Promyelocytic Leukemia (APL)
DOSAGE & ADMINISTRATION

Induction Therapy: Administer Arsenic Trioxide intravenously at a dose of 0.15 mg/kg daily
until bone marrow remission. Do not exceed 60 doses for induction.

Consolidation Therapy: Begin consolidation treatment after completion of induction
therapy. Administer Arsenic Trioxide intravenously at a dose of 0.15 mg/kg daily for 25
doses over a period up to 5 weeks.

CONTRAINDICATIONS
Arsenic Trioxide is contraindicated in patients who are hypersensitive to Arsenic.
WARNING & PRECAUTIONS

It is recommended that Arsenic Trioxide should only be administered under the supervision
of a physician specialized in oncology who has the facilities for regular monitoring of clinical,
biochemical and hematological effects, during and after therapy.

SIDE EFFECTS

APL Differentiation Syndrome: Patients with APL treated with Arsenic Trioxide, at a dose
of 0.15 mg/kg, experienced the APL differentiation syndrome that includes unexplained
fever, dyspnea and weight gain etc.

Cardiac Conduction Abnormalities: Prolongation of the QTc was observed between 1
and 5 weeks after Arsenic Trioxide infusion, and then returned towards baseline by the end
of 8 weeks after Arsenic Trioxide infusion. The risk may be increased when Arsenic Trioxide
is co administered with medications that can lead to electrolyte abnormalities.

Carcinogenesis: The active ingredient of Arsenic Trioxide is a human carcinogen.

Embryo-Fetal Toxicity: Arsenic Trioxide can cause fetal harm when administered to a
pregnant woman.

USE IN CHILDREN

No special information submitted to indicate whether or not children require a different
dosage range or whether they metabolize the drug differently or react differently to the drug.

USE IN ADOLESCENTS
As per pediatric use
DRUG INTERACTIONS

Concomitant use of drugs that can prolong the QT/QTc interval and Arsenic Trioxide may
increase the risk of serious QT/QTc interval prolongation. Discontinue or replace with an
alternative drug while patient is using Arsenic Trioxide. Monitor ECGs more frequently in
patients when it is not feasible to avoid concomitant use. Electrolyte abnormalities increase
the risk of serious QT/QTc interval prolongation. Avoid concomitant administration of drugs
that can lead to electrolyte abnormalities. Monitor electrolytes more frequently in patients
who must receive concomitant use of these drugs and Arsenic Trioxide.

OVERDOSAGE

The primary complications of overdosage includes convulsions, muscle weakness and
confusion.

STORAGE CONDITIONS

Store the vial in original carton at 25°C (77°F). Do not freeze. Protect from light. Retain the
vial in the original carton until time of use.

PRESENTATION & PACKAGING

ATO Injection: Each commercial box contains 1 vial of Arsenic Trioxide 10 mg Injection.

Manufactured By ®

BEACON

Pharmaceuticals Limited
Bhaluka, Mymensingh, Bangladesh
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