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DISCLOSURES

• I am intentionally adopting an extreme position for the purposes of making an 
interesting debate and do not necessarily fully subscribe to this position myself 



ARE HIF STABILIZERS A VIABLE ALTERNATIVE TO ESAS IN THE MANAGEMENT
OF ANEMIA IN CKD? 

Yes!
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THE ERYTHROPOIETIC RESPONSE IS MEDIATED BY HIF
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LONDON TO BERLIN BY LAND

ESA therapy

HIF stabilizers



THE ERYTHROPOIETIC RESPONSE IS MEDIATED BY HIF
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HIF-PHIs more likely to improve anemia in 
patients resistant to or hyporesponsive to 
“conventional” ESA therapy



Chen et al. N Engl J Med 2019; 381: 1011-1022.
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EPO HAS NON-ERYTHROPOIETIC ACTIONS
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DIRECT TRANSCRIPTIONAL TARGETS OF HIF

Schofield CJ et al.
Oxygen sensing by HIF hydroxylases.
Nature Rev Mol Cell Biol 2004; 6: 343-354.





HIF STABILIZERS ON QUALITY-OF-LIFE
• 614 ND-CKD randomized to dapro vs. placebo (Baseline Hb 9.73 g/dL dapro, 9.71 g/dL placebo)
• Adjusted mean difference in Hb change = 1.40 g/dL (95% CI 1.23, 1.56; P<0.0001).
• Adjusted mean (SE) SF-36 Vitality score increased by 7.29 (1.1) points (dapro) vs 1.93 (1.2) 

points (placebo); Adjusted mean difference at Wk 28 was 5.36 (95% CI 2.17, 8.56; P=0.0005).

Johansen et al – “Effects of Daprodustat on Hemoglobin and Quality of Life in Patients with CKD:       
Results of the ASCEND-NHQ Randomized, Double-Blind, Placebo-Controlled Trial” 

-- ASN Kidney Week, Nov. 2021 -- FR-OR53. 



HIF STABILIZERS IN OTHER PARTS OF THE WORLD





DARBEPOETIN ALFA IN INDIA



• 82-year-old Financier in New Delhi

• Advanced CKD due to diabetes and HTN – eGFR 16 ml/min

• Extreme physical fatigue and exhaustion

• Hb 6.4 g/dL (adequate iron status; no other cause for anemia)

• Severe needle phobia

• HIF-PHI cheaper than all injectable ESAs

CASE REPORT (2026)



• HIF-PHIs have a more “rounded” and complete approach to erythropoiesis

• HIF-PHIs avoid very high circulating levels of EPO

• Possible positive transcriptional benefits of HIF-PHIs, e.g. improving QoL (vital capacity)

• Japanese, Chinese, and European regulators have all approved HIF-PHIs

• In most of the world, HIF-PHIs will be more affordable than conventional ESA therapy

SUMMARY



CONCLUSIONS
• We should not throw the baby out with the bathwater

• HIF stabilizers are indeed a viable alternative to ESAs in the management of CKD anemia


