A phase Ib study investigating the safety, tolerability,
pharmacokinetics, and pharmacodynamics of the hepcidin
antagonist PRS-080#022-DP in anemic chronic kidney

Technische Universitat Mlunchen

disease patients undergoing hemodialysis

Lutz Renders, MD?*, Ming Wen, MD?, Frank Dellanna, MD?, Heinrichs, Sven, MD?, Klemens Budde, MD3, Christian Rosenberger, MD3,
hel van Anticalin bound to the

Pers ramaceutcaly Inc. Christiane Erley, MD#, Birgit Bader, MD#; Claudia Sommerer, MD>, Schaier, Matthias, MD>, Werner Feuerer, MD®, Edgar Fenzl, MD’, Rac
Swelm, PhD3, Dorine Swinkels, MD PhD8, Klaus Kutz, MD?, Louis Matis, MD19, Ulrich Moebius, PhD1!

IKlinikum Rechts der Isar, Department Nephrology, Munich, Germany; 2DaVita Dusseldorf, Germany; 3Charité Berlin, Germany; 4St. Joseph
Krankenhaus, Berlin, Germany; >University Hospital Heidelberg, Germany; ®Nuvisan Pharma Services, Neu-Ulm, Germany; ’FGK Clinical
Research, Munich, Germany; 8Radboud University Medical Center, Njimegen, The Netherlands; AccelPharm, Basel, Switzerland; °Pieris

peptide Hepcidin

/ Introduction

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-
ethylene-glycol that specifically binds to human hepcidin 25, thereby inhibiting its activity.

Here we report first data on safety, pharmacokinetics (PK) and pharmacodynamic (PD) of single doses of PRS-080#022-DP in anemic patients with
\ chronic kidney disease (CKD) requiring hemodialysis.
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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
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