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KOURAGE Rationale

• A clinical phenotype with a high risk of mortality and morbidity are patients with Acute Kidney Injury (AKI) 
with associated acute hypoxemic respiratory failure (AHRF). 

– Patients with severe AKI who develop AHRF have documented hospital mortality rates of 50% or greater
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ARDS and AKI: Worse Outcomes in the Presence of Stage 2 or 3

Panitchote, A., Mehkri, O., Hastings, A. et al. Factors associated with acute kidney injury in acute respiratory distress syndrome. Ann. 
Intensive Care 9, 74 (2019). https://doi.org/10.1186/s13613-019-0552-5
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KOURAGE Rationale: Results from the CARDEA Trial in Severe 
COVID-19
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Auxora for the Treatment of AKI and Modulation of Injurious “Crosstalk” 
with the Lung: A Randomized Control Trial (KOURAGE) NCT06374797

75 patients

75 patients
1.25 mL/kg/4 hours at 
0hrs and then 1.0 
mL/Kg/4 hours at 24, 
48, 72 and 96 hours

Matching Placebo

Study Population
-Stage 2 or 3 AKI
-Acute Hypoxemic 
Respiratory Failure

Stratification by both 
• Invasive mechanical 

ventilation 
• Stage 3 AKI

Primary Endpoint: 
Days alive, ventilator 
free and KRT free from 
SFISD through Day 30

Primary Objective: To assess the efficacy of Auxora in treating patients with severe AKI
Secondary Objective: To assess the safety and tolerability of Auxora in patients with severe AKI

Key Secondary Endpoints: 
•MAKE 90-1**
•MAKE 90-2***

*AHRF will be defined as a P/F ≤ 300 that has been determined by either an arterial blood gas or imputed from the oxygen 
saturation (SpO2) recorded using pulse oximetry and is being treated with high flow nasal cannula with minimum flow rate ≥ 30 
liters/min, or non-invasive mechanical ventilation, or invasive mechanical ventilation

**MAKE 90-1: ≥ 25% decline in eGFR from baseline, incident KRT, and all-cause mortality at 90 days
***MAKE 90-2: ≥ 35% decline in eGFR from baseline, incident KRT, and all-cause mortality at 90 days

Double Blind, Randomized, Placebo-controlled Study 
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Inclusion Criteria

1. The patient is ≥ 18 years of age. 

2. The patient has developed Stage 2 or Stage 3 AKI. 

3. The patient has a documented PaO2/FiO2 (P/F) ≤ 300 in the prior 24 hours of informed consent, either 
imputed from SpO2 or obtained from an arterial blood gas, that is not explained by cardiogenic 
pulmonary edema or volume overload. 

4.  The patient is being treated with either high flow nasal cannula with minimum flow rate ≥ 30 
liters/min, or non-invasive mechanical ventilation, or invasive mechanical ventilation at time of 
randomization.
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Select Exclusion Criteria

1. The patient has a do not intubate directive. 

2. The patient has chronic lung disease that requires supplemental non-invasive oxygen as an outpatient 
or home mechanical ventilation.  

Use of non-invasive mechanical ventilation to treat obstructive sleep apnea is not an exclusion. 

3. The patient has been hospitalized* in the ICU for more than 10 days. 

4. The patient has been receiving invasive mechanical ventilation for > 120 hours. 

5. The patient is receiving ECMO. 

6. The patient has started or is planned to start KRT before randomization.
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Select Exclusion Criteria

7. The patient has a direct bilirubin level >3.0 mg/dL or both a direct bilirubin level ≥ 2.0 mg/dL and an INR ≥ 1.7. 

8. AKI is suspected to be secondary to: 

 a. renal artery or renal vein thrombosis; 

 b. hepato-renal syndrome; 

 c. cholesterol emboli syndrome; 

 d. acute glomerulonephritis; 

 e. vasculitis; 

 f. acute allergic interstitial nephritis; 

 g. intrarenal or extrarenal urinary tract obstruction; 

 h. use of immune checkpoint inhibitor. 

9. The patient has a known history of an organ transplant
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Endpoints for KOURAGE

• Primary Endpoint  
– Days alive, ventilator free and Kidney Replacement Therapy (KRT) free from SFISD through Day 30 

• Secondary Endpoints

– Major adverse kidney event (MAKE) 90-1: ≥ 25% decline in eGFR from baseline, incident KRT, and all-cause 
mortality at 90 days

– MAKE 90-2: ≥ 35% decline in eGFR from baseline, incident KRT, and all-cause mortality at 90 days 

– Proportion of patients alive at Day 30

– Proportion of patients alive at Day 90

– Days alive and ventilator free from SFISD through Day 30

– Days alive and KRT free from SFISD through Day 30 

– Proportion of patients recovered from AHRF through Day 30 as categorized by an 8-point ordinal scale

– Proportion of patients receiving KRT at Day 30

– Proportion of patients receiving KRT at Day 90 
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