Azacitid

Azacitidine

Lyophilized Powder for Injection

COMPOSITION
Azacitid injection: Each vial contains Azacitidine INN 100 mg (as lyophilized powder).
MECHANISM OF ACTION

Azacitidine is a pyrimidine nucleoside analog of cytidine. Azacitidine may induce
antineoplastic activity by inhibition of DNA methyltransferase at low doses and cytotoxicity
through incorporation into RNA and DNA at high doses. Covalent binding to DNA
methyltransferase results in hypomethylation of DNA and prevents DNA synthesis. The
incorporation into RNA leads to the dissembly of polyribosomes, defective methylation and
acceptor function of transfer RNA, and inhibition of the production of protein, resulting in cell
death.

PHARMACODYNAMICS

Azacitidine is believed to exert its antineoplastic effects by causing hypomethylation of DNA
and direct cytotoxicity on abnormal hematopoietic cells in the bone marrow. The cytotoxic
effects of Azacitidine cause the death of rapidly dividing cells, including cancer cells that are
no longer responsive to normal growth control mechanisms. Non-proliferating cells are
relatively insensitive to Azacitidine.

PHARMACOKINETICS

Absorption: Azacitidine is rapidly absorbed after subcutaneous administration. The peak
plasma azacitidine concentration of 750 + 403 ng/mL occurred in 0.5 hour.

Distribution: The bioavailability of subcutaneous Azacitidine relative to 1V Azacitidine is
approximately 89%, based on area under the curve. Mean volume of distribution following
intravenous dosing is 76 + 26 L. Mean apparent subcutaneous clearance is 167 + 49 L/hour
and mean half-life after subcutaneous administration is 41 + 8 minutes.

Metabolism: Azacitidine may be metabolized by the liver. The potential of Azacitidine to
inhibit cytochrome P450 (CYP) enzymes is not known.

Elimination: Published studies indicate that urinary excretion is the primary route of
elimination of Azacitidine and its metabolites.

INDICATION

* French-American-British (FAB) Myelodysplastic Syndrome:
- Refractory anemia (RA) or refractory anemia with ringed sideroblasts
- Refractory anemia with excess blasts
- Refractory anemia with excess blasts in transformation

* Acute Myeloid Leukemia

+ Chronic Myelomonocytic Leukemia

DOSAGE & ADMINISTRATION

« Starting dose for the first treatment cycle is 75 mg/m? daily for 7 days to be administered
by subcutaneous injection or intravenous infusion. Premedicate for nausea and vomiting.

* Repeat cycles every 4 weeks.

* After 2 cycles, may increase dose to 100 mg/m? if no beneficial effect is seen and no
toxicity other than nausea and vomiting has occurred.

* Patients should be treated for a minimum of 4 to 6 cycles. Complete or partial response
may require additional treatment cycles.

CONTRAINDICATIONS

Azacitidine is contraindicated in patients with advanced malignant hepatic tumors &
hypersensitivity to Azacitidine or Mannitol.

WARNING & PRECAUTION

Azacitidine causes anemia, neutropenia and thrombocytopenia. It is potentially hepatotoxic
in patients with severe pre-existing hepatic impairment. Patients with renal impairment may
be at increased risk for renal toxicity. Azacitidine may cause fatal or serious tumor lysis
syndrome, including in patients with MDS. Azacitidine can cause fetal harm when
administered to a pregnant woman.

ADVERSE EFFECTS

Most common adverse reactions by subcutaneous route are: nausea, anemia,
thrombocytopenia, vomiting, pyrexia, leukopenia, diarrhea, injection site erythema,
constipation, neutropenia and ecchymosis. Most common adverse reactions by
intravenous route also included petechiae, rigors, weakness and hypokalemia.

USE IN SPECIAL POPULATIONS

Pregnancy: Azacitidine can cause fetal harm when administered to a pregnant woman &
should advise pregnant women of the potential risk to the fetus.

Lactation: There is no information regarding the presence of Azacitidine in human milk, the

effects of Azacitidine on the breastfed infant, or the effects of Azacitidine on milk production.

Pediatric: Safety and effectiveness in pediatric patients have not been established.

Geriatric: No overall differences in effectiveness were observed between these patients
and younger patients.

OVERDOSAGE

In the event of overdosage, the patient should be monitored with appropriate blood counts
and should receive supportive treatment, as necessary. There is no known specific antidote
for Azacitidine overdosage.

RECONSTITUTION, PREPARATION & STABILITY

For Subcutaneous Administration: Reconstitute each vial Azacitid aseptically with 4 mL
sterile water for injection. The resulting suspension will contain Azacitidine 25 mg/mL. Inject
the diluent slowly into the vial & vigorously shake or roll the vial until a uniform suspension
is achieved. The suspension will be cloudy. Rotate sites for each injection (thigh, abdomen,
or upper arm). New injections should be given at least one inch from an old site and never
into areas where the site is tender, bruised, red, or hard. Azacitid reconstituted with
non-refrigerated water for injection for subcutaneous administration may be stored for up to
1 hour at 25°C (77°F) or for up to 8 hours between 2°C and 8°C (36°F and 46°F).

For Intravenous Administration: Reconstitute each vial Azacitid with 10 mL sterile water
for injection. The resulting solution will contain Azacitidine 10 mg/mL. Vigorously shake or
roll the vial until all solids are dissolved. The solution should be clear. Withdraw the required
amount of Azacitid solution to deliver the desired dose and inject into a 50 -100 mL infusion
bag of either 0.9% Sodium Chloride Injection or Lactated Ringer’s Injection. Azacitid is
incompatible with 5% Dextrose solutions, Hespan, or solutions that contain bicarbonate.
Administer the total dose over a period of 10 - 40 minutes. The administration must be
completed within 1 hour of reconstitution of the Azacitid vial.

STORAGE CONDITIONS

Store the vial below 25°C (77°F) in original carton to protect from light. Do not freeze. Keep
out of the reach of children.

PACKAGING

Azacitid Injection: Each commercial box contains 1 vial of Azacitidine INN 100 mg (as
lyophilized powder).

Manufactured by-

BEACON

Pharmaceuticals Limited
Bhaluka, Mymensingh, Bangladesh
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