Daprosis

Daprodustat INN

COMPOSITION

Daprosis 2 Tablet : Each film coated tablet contains Daprodustat INN 2 mg.
Daprosis 4 Tablet : Each film coated tablet contains Daprodustat INN 4 mg.
Daprosis 6 Tablet : Each film coated tablet contains Daprodustat INN 6 mg.

PHARMACOLOGICAL INFORMATION
Therapeutic class: HIF-PH inhibitor

Mechanism of Action

Daprodustat is a reversible inhibitor of HIF-PH,, PH, and PH,. This activity results in the
stabilization and nuclear accumulation of HIF-1a and HIF-2a transcription factors, leading to
increased transcription of the HIF-responsive genes, including erythropoietin.

PHARMACODYNAMICS

Effects on Erythropoiesis

Daprodustat increases endogenous erythropoietin in a dose-dependent manner within 6 to 8
hours after administration. With repeat doses, peak increases in reticulocyte counts occur
between 7 and 15 days, with subsequent increases in red blood cell production.

Effects on Iron Metabolism and Utilization

Daprodustat increased serum transferrin and total iron binding capacity (TIBC) and
decreased serum ferritin, transferrin saturation, and hepcidin when administered for 52
weeks in adults on dialysis with anemia due to CKD.

Cardiac Electrophysiology
At a dose 10 times the maximum recommended dose, Daprodustat does not prolong the QTc
interval to any clinically relevant extent.

INDICATION
Daprodustat is indicated for the treatment of anemia due to chronic kidney disease (CKD) in
adults who have been receiving dialysis for at least four months.

DOSAGE AND ADMINISTARTION

Dosage

Evaluate and exclude all other causes of Anemia and Iron Stores and liver condition before
initiating Daprodustat.

Adults with Anemia Due to CKD Receiving Dialysis for at Least 4 Months:

Adults Not Being Treated with an ESA: the starting dose of Daprodustat is based on the
haemoglobin level.

Pre-Treatment Hemoglobin Level (g/dL) Starting Dose of Daprodustat (Once Daily Dosing)
<9 4 mg
>9to <10 2mg
>10 1mg

Adults Being Switched from an ESA: For adults being switched from an ESA to
Daprodustat, the starting dose of Daprodustat is based on the dose regimen of the ESA at
the time of substitution.

Epoetin intravenous Darbepoetin alfa intravenous Methoxy PEG Epoetin
dose (IU/week) or subcutaneous dose Beta Subcutaneous Daprodustat dose

(micrograms/4 week) Intravenous (mog/month) Once daily
Less than or equal to 2,000 201030 3010 40 4mg
Greater than 2,000 Greater than 30 to 150 Greater than 6mg
to less than 10,000 4010 180
Greater than or
equal o 10,000 fo Greater than 150 to 300 ?Brgatteg;%an 8mg
less than 20,000 0
Greater than or

Greater than 360 12m

equal 0 20,000 Greater than 300 9

For patients on subcutaneous epoetin alfa, convert the epoetin alfa subcutaneous dose to
intravenous dose equivalent by multiplying the subcutaneous dose received per week by
1.42 to obtain the weekly intravenous dose.

Dose Adjustment
Following initiation of therapy and after each dose adjustment, monitor hemoglobin every 2
weeks for the first month and then every 4 weeks thereafter.

When adjusting doses of Daprodustat, consider hemoglobin rate of rise, rate of decline
and hemoglobin variability. Do not increase the dose of Daprodustat more frequently than
once every 4 weeks.

« If the dose of Daprodustat needs to be adjusted, increase or decrease by one
dose level at a time.

* Decrease the dose of Daprodustat if hemoglobin increases rapidly (e.g., greater
than 1 g/dL over 2 weeks or greater than 2 g/dL over 4 weeks) or if the hemoglobin
exceeds 11 g/dL.

« If hemoglobin exceeds 12 g/dL, interrupt treatment with Daprodustat. When the
hemoglobin is within the target range, treatment may be restarted at one dose level
lower.

* Treatment with Daprodustat should not be continued beyond 24 weeks of
therapy if a clinically meaningful increase in hemoglobin level is not achieved.
Alternative explanations for an inadequate response should be sought and treated
before restarting therapy.

Dose Levels of Daprodustat
Daily dose of Daprodustat :1 mg <2 mg <4mg <6 mg <8 mg <12 mg < 16 mg < 24 mg.

MISSED DOSE

If a dose of Daprodustat is missed, it should be taken as soon as possible, unless it is the
same day as the next dose. In this case, the missed dose should be skipped, and the next
dose taken at the usual time.

METHOD OF ADMINISTRATION

Daprodustat can be taken with or without food, and without regard to concomitant
administration of iron or phosphate binders. Daprodustat can be administered without regard
to the timing or type of dialysis.

WARNINGS AND PRECAUTIONS

Daprodustat tablets should be used in caution.

* May Increase the Risk of Hospitalization for Heart Failure patients

* May Worsen hypertension in patients

* May report Gastrointestinal Erosion

» May have unfavorable effects on cancer growth. Not recommended if active
malignancy.

* Not indicated for treatment of anemia of CKD in patients who are not
dialysis-dependent

DRUG INTERACTION

Coadministration | RISK | Recommendation

Daprodustat with strong CYP2C8 increase in Reduce the starting dose

inhibitors (e.g., gemfibrozil) moderate Daprodustat of Daprodustat by half then
. ) Monitor hemoglobin and

CYP2C8 inhibitors (e.g., clopidogrel) exposure adjust the dose accordingly.

Daprodustat with decrease Daprodustat gﬂdﬁﬂgf trhgeg:)c;gelg?ln and

CYP2C8 inducers (e.g., rifampin) exposure Daprodustat

ADVERSE EFFECTS

Most common adverse reactions (incidence =10%) are hypertension, thrombotic vascular
events, and abdominal pain.

USE IN SPECIFIC POPULATIONS

Pregnant Women: Available data with Daprodustat use in pregnant women are insufficient
to ensure safety.

Lactating Mother: Limited data available.

Children : Safety and effectiveness of Daprodustat in pediatric patients have not been
established.

Liver dysfunction patients: Daprodustat is not recommended for use in patients with
severe hepatic impairment.

Overdosage : Headache and gastrointestinal adverse reactions (e.g., nausea) may be seen
with acute overdose with Daprodustat.

PHARMACEUTICAL INFORMATION

Storage Condition: Store below 30° C, dry place and away from light and moisture. Keep
out of the reach of children.

Packaging

Daprosis 2 mg Tablet : Each commercial box contains 14 Tablets in Alu-Alu blister pack.
Daprosis 4 mg Tablet : Each commercial box contains 14 Tablets in Alu-Alu blister pack.
Daprosis 6 mg Tablet : Each commercial box contains 14 Tablets in Alu-Alu blister pack.
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Manufactured By

Beacon Pharmaceuticals PLC
Bhaluka, Mymensingh, Bangladesh

LF47301




