llofotase alfa exerts renal protective effects in patients
with sepsis-associated acute kidney injury
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existent renal impairment.

driven by reduction of the number of patients receiving renal replacement therapy (RRT)
(28.2% llofotase alfa vs 36.4% placebo). This effect was most pronounced in patients with pre-

llofotase alfa exerts renoprotective effects in SA-AKI. Further research is required to confirm a
role for treatment of SA-AKI in patients with pre-existent renal impairment.

Introduction

Sepsis is the leading cause of acute kidney injury (AKI) in critically ill patients. Patients with SA-AKI are at risk of developing chronic
kidney disease (CKD), resulting in a huge burden for patients and society. On the other hand, CKD is one of the risk factors for AKI.
Several studies have shown that underlying CKD markedly increases the risk of AKI and that the risk increases proportionally with
increasing CKD stage. Accordingly, CKD complicated by AKI in critically ill patients is common and leads to worse outcomes and delayed
recovery of patients in the ICU. Currently, there are no medicinal products approved specifically for the treatment of SA-AKI, only
supportive care such as fluid management and RRT is provided.
llofotase alfa is a human recombinant alkaline phosphatase, capable of dephosphorylating multiple damage-associated molecular
pattern molecules such as ATP and pathogen associated molecular pattern molecules such as LPS, and through this mechanism it is
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Table 1. Demographic and baseline characteristics by analysis population and treatment received

Mortality up to day 90 for the combined trial populations is presented in Figure 2. Following Kaplan-Meier analysis in
the combined patient population there was no statistical difference in mortality between the ilofotase alfa and the
placebo groups neither at Day 28 (27.97% vs 28.12% respectively, p=0.48) nor at Day 90 (34.46% vs 36.03%
respectively, p=0.34).
For renal endpoints Kaplan-Meier analysis of MAKE9O, defined as death by day 90, OR eGFR decrease >25% at day 28
AND day 90 OR on RRT on day 90, was not statistically different between the ilofotase alfa and placebo groups in the
combined population. MAKE90, defined as death by day 90, OR eGFR decrease >25% at day 90, OR rehospitalization,
OR on RRT through day 28 or on day 90, was analyzed using the Kaplan-Meier method for the combined population
group (Figure 3A). llofotase alfa demonstrated a significantly lower proportion of patients (57.2%) experiencing
MAKE90 events compared with patients receiving placebo (64.7%) (p=0.031) . This effect was mainly driven by the
component ‘RRT through Day 28 OR on Day 90'. There was interaction between pre-AKl eGFR and the risk for MAKE9O.
The therapeutic efficacy of ilofotase alfa was more pronounced in patients with a lower pre-AKl eGFR (p=0.0235).
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Figure 3: A. Proportions of Patients with MAKE9O0 events. llofotase alfa 0.57, Placebo 0.65 ' EI}’ '
B. Frequency of MAKE90 outcomes per eGFR interval. The renal therapeutic efficacy of ilofotase alfa is
more pronounced in patients with a lower pre-AKl eGFR (p=0.0235)
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SA-AKI patients (on vasopressor and <48hrs of AKI, according to KDIGO definition) were recruited from 120 sites in Europe, North-
America, Australia, New Zealand, and Japan. The primary endpoint was 28-day all-cause mortality. The key secondary endpoint was
Major Adverse Kidney Events on day 90 (MAKE90). A pre-unblinding modified MAKE90 was defined as death up to Day 90, RRT through
Day 28 and on Day 90, >25% drop in eGFR at Day 90, rehospitalization to Day 90.
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