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The hepatic hormone hepcidin was identified as an important regulator of iron metabolism in chronic diseases and offers a new target to treat anemia
of chronic disease (Figure 1). Elevated levels of hepcidin contribute to functional iron deficiency and anemia by restricting iron to the reticulo-
endothelial system and thereby reducing its availability for erythropoiesis. Thus, antagonizing hepcidin has the potential to improve iron availability and

erythropoiesis, while avoiding overload with exogenous iron and reducing the administered levels of ESAs (1). PRS-080#022-DP is an Anticalin® drug
candidate derived from the naturally occurring human neutrophil gelatinase-associated lipocalin. The 20kD protein is linked to a 30kD linear poly- s T - o
ethylene-glycol that specifically binds to human hepcidin 25, thereby inhibiting its activity. S S
Here we report first data on safety, pharmacokinetics (PK) and pharmacodynamic (PD) of single doses of PRS-080#022-DP in anemic patients with inrni :j?@
chronic kidney disease (CKD) requiring hemodialysis. | | Yeotn i
Figure 1: Iron metabolism regulated Antagonist PEG 30
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Results

PK of FREE and TOTAL PRS-0804#22-DP

Maximum concentration (C__ ) and areas under the time curve (AUC) of FREE and TOTAL
(free and bound to hepcidin) PRS-080#22-DP show a dose proportional increase.

Methods and Study design

In this multi-center, placebo-controlled, double-blind Phase Ib study, 24 anemic stage 5
CKD patients were treated with single ascending doses of PRS-080#022-DP in 3 cohorts at
2, 4, and 8 mg/kg body weight. Male (17) and post-menopausal female patients (7) of 55
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only reported once, except nausea (1 event in 4 and 8 mg/kg dose group) and cough (1 The duration of elevated serum iron concentration and TSAT increased dose-proportionally
event in 2 and 4 mg/kg dose group). No dose-dependent increase of AEs was observed. as well.
Notably, vital signs, temperature and ECG were unchanged following administration. Table 3: Mean AUC values of serum iron profiles at different time intervals ~ After infusion of 2, 4, and 8 mg/kg PRS-
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investigation of PRS-080#022-DP in a multiple dosing regimen to explore potential AUC = area under the curve
amelioration of anemia in stage 5 CKD patients. Additionally, preliminary data of the study show that administration of PRS-080#022-DP
resulted in a decrease of free hepcidin shortly after i.v. infusion (data not shown). Serum
Topic  Nephrology ferritin levels were largely unaffected by treatment at all three doses. No dose
Reference dependency was observed. These findings provide evidence that the serum iron
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