Darbesis

Darbepoetin Alfa INN

COMPOSITION

Darbesis 25 Injection: Each pre-illed syringe contains 0.42 mL solution containing Darbepoefin Alfa INN 25 mcg.
Darbesis 40 Injection: Each prefilled syringe contains 0.40 mL solution containing Darbepoetin Alfa INN 40 mcg.
Darbesis 60 Injection: Each prefilled syringe contains 0.3 mL solution containing Darbepoetin Alfa INN 60 mcg.
Darbesis 100 Injection: Each prefilled syringe contains 0.5 mL solution containing Darbepoetin Alfa INN 100 mcg.
PHARMACOLOGICAL INFORMATION

Therapeutic class:

Erythropoiesis Stimulating Agents (ESAs).

PHARMACOLOGICAL ACTION

Mechanism of Action:

Darbepoetin Alfa is an erythropoietin receptor activator with greater activity in vivo as well as increased
halfife, in contrast to erythropoietin.

Pharmacodynamics

Increased hemoglobin levels are not generally observed until 2 to 6 weeks after initiating treatment with
Darbepoetin Alfa.

Pharmacokinetics
Adult Patients with CKD

Following intravenous administration of Darbepoetin Alfa to patients with CKD receiving dialysis,
distribution halfife is approximately 1.4 hours and a mean terminal half-life (t/2) of 21 hours. The tV2 of
Darbepoetin Alfa was approximately 3-fold longer than that of Epoetin Alfa when administered
intravenously.

Following subcutaneous administration of Darbepoetin Alfa to patients with CKD absorption was slow and
Cmax occurred at 48 hours. In patients with CKD receiving dialysis, the average t/2 was 46 hours (range:
12 to 89 hours), and in patients with CKD not receiving dialysis, the average t/2 was 70 hours.

Pediatric Patients with CKD

Darbepoetin Alfa pharmacokinetics following a single intravenous or subcutaneous Darbepoetin Alfa
dose, Cmax and t/2 were similar to those obtained in adult patients with CKD on dialysis.

Adult Patients with Cancer

Following the first subcutaneous dose of 6.75 mcg/kg in patients with cancer, the mean t¥2 was 74 hours
and Cmax was observed at 71 hours.

INDICATIONS AND USAGE
Anemia Due to Chronic Kidney Disease

Darbepoetin Alfa is indicated for the treatment of anemia due to chronic kidney disease (CKD), including
patients on dialysis and patients not on dialysis.

Anemia Due to Chemotherapy in Patients with Cancer

Darbepoetin Alfa is indicated for the treatment of anemia in patients with non-myeloid malignancies where
anemia is due to the effect of concomitant myelosuppressive chemotherapy, and upon initiation, there is a
minimum of two additional months of planned chemotherapy.

Limitations of Use

Darbepoetin Alfa has not been shown to improve quality of life, fatigue or patient well-being. Darbepoetin
Alfa is not indicated for use.

DOSAGE AND ADMINISTRATION
Evaluation of Iron Stores and Nutritional Factors

Evaluate the iron status in all patients before and during treatment and maintain iron repletion. Correct or
exclude other causes of anemia (e.g., vitamin deficiency, metabolic or chronic inflammatory conditions,
bleeding, efc.) before initiating Darbepoetin Alfa.

For all patients with CKD

When initiating or adjusting therapy, monitor hemoglobin levels at least weekly until stable, then monitor
at least monthly. When adjusting therapy consider hemoglobinrate of rise, rate of decline, ESA
responsiveness and hemoglobin variability. A single hemoglobin excursion may not require a dosing
change.

Do not increase the dose more frequently than once every 4 weeks. Decreases in dose can occur more
frequently. Avoid frequent dose adjustments

If the hemoglobin rises rapidly (e.g., more than 1 g/dL in any2-week period), reduce the dose of
Darbepoetin Alfa by 25% or more as needed to reduce rapid responses

For patients who do not respond adequately, if the hemoglobin has not increased by more than 1 g/dL
after 4 weeks of therapy, increase the dose by 25%

For patients who do not respond adequately over a 12-week escalation period, increasing the
Darbepoetin Alfa dose further is unlikely to improve response and may increase risks. Use the lowest dose
that will maintain a hemoglobin level sufficient to reduce the need for RBC transfusions. Evaluate other
causes of anemia. Discontinue Darbepoetin Alfa if responsiveness does not improve.

For adult patients with CKD on dialysis:
Initiate Darbepoetin Alfa treatment when the hemoglobin level is less than 10 g/dL
If the hemoglobin level approaches or exceeds 11g/dL, reduce or interrupt the dose of Darbepoetin Alfa

The recommended starting dose is 0.45 mcg/kg intravenously or subcutaneously as a weekly injection or
0.75 mcg/kg once every 2 weeks as appropriate. The infravenous route is recommended for patients on
hemodialysis

For adult patients with CKD not on dialysis:

Consider initiating Darbepoetin Alfa treatment only when the hemoglobin level is less than 10 g/dL and
the following considerations apply:

If the hemoglobin level exceeds 10g/dL, reduce or interrupt the dose of Darbepoetin Alfa, and use the
lowest dose of Darbepoetin Alfa sufficient to reduce the need for RBC transfusions

The recommended starting dose is 0.45 mcg/kg body weight intravenously or subcutaneously given once
at four week intervals as appropriate.

For pediatric patients with CKD:
Initiate Darbepoetin Alfa treatment when the hemoglobin level is less than 10 g/dL

The recommended starting dose for pediatric patients (less than18 years) is 0.45 mcg/kg body weight
administered as a single subcutaneous or intravenous injection once weekly; patients not receiving dialysis
may also be initiated at a dose of 0.75 mcg/kg once every 2 weeks.

Patients on Cancer Chemotherapy

Initiate Darbepoetin Alfa in patients on cancer chemotherapy only if the hemoglobin is less than 10 g/dL,
and if there is a minimum of two additional months of planned chemotherapy.

Use the lowest dose of Darbepoetin Alfa necessary to avoid RBC transfusions.
Recommended Starting Dose The recommended starting dose and schedules are:

2.25 meg/kg every week subcutaneously until completion of a chemotherapy course

500 mcg every 3 weeks subcutaneously until completion of a chemotherapy course
Preparation and Administration

Do not shake. Do not use Darbepoetin Alfa that has been shaken or frozen

Protect vials and prefilled syringes from light

Discard unused portion of Darbepoetin Alfa in vials or prefilled syringes. Do not re-enter vial
Do not dilute Darbepoetin Alfa and do not administer in conjunction with other drug solutions
CONTRAINDICATIONS

Darbepoetin Alfa is contraindicated in patients with: Uncontrolled hypertension

Pure red cell aplasia (PRCA) that begins after treatment with Darbepoetin Alfa or other erythropoietin
protein drugs

History of serious or severe allergic reactions to Darbepoetin Alfa (e.g. anaphylactic reactions,
angioedema, bronchospasm, skin rash, and urticaria).

WARNINGS AND PRECAUTIONS

Increased Mortality, Myocardial Infarction, Stroke and Thromboembolism

SIDE EFFECT

Hypertension, Stroke, Seizures, Thromboembolism, Serious Allergic Reactions and Pure Red Cell Aplasia

USE IN SPECIFIC POPULATIONS

Pregnancy: Category C

There are no adequate and well- controlled studies of Darbepoetin Alfa use in pregnant women.
Pediatric Use

Pediatric Patients with CKD

Darbepoetin Alfa safety and efficacy were similar between adults and pediatric patients with CKD when
Darbepoetin Alfa was used for initial treatment of anemia or patients were transitioned from treatment
with Epoetin Alfa to Darbepoetin Alfa.

Pediatric Patients with Cancer

The safety and efficacy of Darbepoetin Alfa in pediatric patients with cancer have not been established.
Geriatric Use

No differences in safety or efficacy were observed between older and younger patients.

DRUG INTERACTIONS

No formal drug/drug interaction studies have been performed.

OVERDOSAGE

Darbepoetin Alfa over dosage can cause hemoglobin levels above the desired level, which should be
managed with discontinuation or reduction of Darbepoetin Alfa dosage and/or with phlebotomy, as
clinically indicated. Cases of severe hypertension have been observed following overdose with ESAs

PHARMACEUTICAL INFORMATION
Storage Conditions

Store in original carton between 2°C and 8°C (36°F to 46°F). Do not freeze or shake. Protect from light.
Keep Darbesis Injection in the original package until use.

Presentation & Packaging

Darbesis 25 Injection: Each commercial box contains one predilled syringe of Darbepoetin Alfa 25
mcg, one alcohol pad & one first aid bandage.
Darbesis 40 Injection: Each commercial box contains one prefilled syringe of Darbepoetin Alfa 40
mcg, one alcohol pad & one first aid bandage.
Darbesis 60 Injection: Each commercial box contains one prefilled syringe of Darbepoetin Alfa 60
mcg, one alcohol pad & one first aid bandage.

Darbesis 100 Injection: Each commercial box contains one prefilled syringe of Darbepoetin Alfa 100
mcg, one alcohol pad & one first aid bandage.

Manufactured By

'|[_BEACON®

Pharmaceuticals Limited
Bhaluka, Mymensingh, Bangladesh
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