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The KOURAGE trial has been designed to test the efficacy and safety of Auxora™ for the
treatment of patients with acute hypoxemic respiratory failure and severe acute kidney injury.!
The study design prognostically and predictively enriches for patients who are at highest risk of
adverse outcomes and most likely to respond to treatment with Auxora™.? Prognostic and
predictive enrichment strategies are strongly encouraged when designing therapeutic trials in
AKI as they minimize the heterogeneity of an AKI study population and enhance the detection
of an efficacy signal.? The selection of efficacy endpoints depends on whether the trial is a
preventative or treatment trial and the stage of drug development.* The KOURAGE primary
endpoint (days alive, ventilator free and kidney replacement free) is appropriate for a late stage
treatment trial of a drug developed to mitigate the severity of organ failure. The usual endpoint
used in late stage AKI trials is MAKE-90. The MAKE-90 endpoint, however, needs reevaluation
because it may not be appropriate for a preventative trial, there is considerable variation on
how it is defined, it does not hierarchically rank the components, and the interpretation of
results is highly dependent on the baseline condition of the patient.>® Does a reduction in GFR
provide the same harm to a patient as does dying? Does a 25% reduction in GFR portend the
same prognosis for a patient with a baseline GFR of 100 mL/min compared to one with a GFR of
45 mL/min?

While there have been much attention paid to the design of an AKI trial, there has been less
focus on the obstacles to conducting the trial. Defining AKI using a change in creatinine depends
on the baseline creatinine, but that value is frequently missing. The lack of a baseline creatinine
makes conclusions about the effect of therapy on preserving GFR for an individual patient
suspect. Imputation of a baseline creatinine using GFR formulas lacks objective rigor and is
biased if race is a variable. Urine output is also used to define AKI. A decrease in urine output is
important for the accurate identification of severe AKI,” but health systems have instituted
policies hindering its accurate collection, even in the ICU. Many recent studies of AKl are
reporting results without analyzing urine output; their findings have limitations.>%! Finally,
there is no definition of AKI for patients with chronic kidney disease. Consequently, these
patients are often excluded from AKI trials despite being the population in greatest need of a
therapy. Study manuscripts should report how these obstacles were overcome when
conducting the trial.
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