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INTRODUCTION

 Under normal oxygen conditions, prolyl hydroxylase enzymes
degrade HIF (hypoxia-inducible factor).

HIF-PHIs inhibit these enzymes → stabilize HIF → activate 
transcription of:

Erythropoietin (EPO) (mainly in kidney & liver)

Transferrin

DMT1

↓ Hepcidin (improves iron availability)

 Mobilises iron and may reduce IV iron needs.

 Works better in ESA hyporesponsive states.

 Safety similar to ESAs.



• HIF-PHIs induce renal and hepatic Epo gene expression in a 
     drug-specific manner.
• The kidney outperforms the liver in HIF-PHI-inducible EPO 
     production.
• HIF-PHIs directly induce duodenal gene expression related to 
 iron intake.





DOSAGE

 Dialysis-dependent (DD) patients - 100 mg administered 
thrice weekly post dialysis.

 Non dialysis dependent patients (NDD)

 erythrocyte stimulating agent (ESA) naive - 100 mg three 
times weekly,

 switching from an ESA -100, 125 or 150 mg thrice weekly, 
depending on the previous dose of ESA (epoetin, darbepoetin 
or methoxy polyethylene glycol-epoetin beta).

 Maintenance dose - based on haemoglobin levels assessed 
every 4 weeks, with a maximum dosage of 150 mg three times 
weekly









ASCEND-D Trial 

Study Design

Population: CKD on Dialysis 
(n≈2964)
Intervention: Oral Daprodustat
Comparator: Injectable ESA

Co-Primary Endpoints:
• Hemoglobin Non-Inferiority
• MACE Non-Inferiority  

Efficacy (Hemoglobin)

Hb Change:
Daprodustat: +0.28 g/dL
ESA: +0.10 g/dL

Result: Non-Inferior
Target Hb maintained (10–11.5 
g/dL)

Cardiovascular Safety (MACE)

Events:
Daprodustat: 25.2%
ESA: 26.7%

Hazard Ratio: 0.93
(95% CI 0.81–1.07)
Met Non-Inferiority

Key Takeaways

✓ Oral alternative to ESA
✓ Effective Hb maintenance
✓ Comparable CV safety
✓ Useful in dialysis anemia 
management
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