Modulation of PPARS with MTB-2 post-reperfusion attenuates IR-induced AKI
injury biomarkers and histopathology in rats
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Background MTB-2 reduces clinically relevant plasma biomarkers

Ischemic acute kidney injury (AKI) is characterized by persistent proximal tubule

mitochondrial dysfunction. Due to their highly oxidative metabolism, proximal tubule Plasma Creatinine Plasma BUN Plasma Cystatin C
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Animal model: Sprague-Dawley (SD) rats underwent 45 minutes of bilateral renal pedicle N == i — — - B ==
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urine volume was measured, creatinine and Na were analyzed in urine and plasma, BUN was
analyzed in plasma using a clinical analyzer. GFR (creatinine clearance) and FENa were
calculated according to standard calculations. Cystatin C was analyzed in plasma by ELISA at Figure 3: Modulation of PPARO reduces cIinicaIIy relevant plasma biomarkers. All doses of MTB-2 from 0.3 through 10 mg/kg tested reduced plasma creatinine, BUN and cystatin C at 24 hours post dose.
24 and 48 hr post-reperfusion. Urinary biomarkers: Timp-2 and IGFBP-7 concentrations Similar data was obtained at 48 hours post dose.
were determined by ELISA in urine collected from 4-10h post reperfusion; the resultant
concentrations were multiplied and divided by 1000 to generate a rat Nephrocheck®
equivalent value. Urinary FABP-1 and NGAL were analyzed by ELISA at 24 and 48 hr post- . .
reperfusion, respectively. Data was normalized to the urine creatinine concentration of the MTB_Z red uces urina ry bIOma rke 'S Of AKI
same sample. Histology: Formalin-fixed, paraffin embedded kidney tissues were sectioned
and stained with H&E, scoring was done by a Board Certified veterinary pathologist. ] ] ] ]
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#p<0.05, ##p<0.01, ###p<0.001, ####p<0.0001 Sham-Vehicle vs. IR-Vehicle, *p<0.05 Figure 4: Modulation of PPARS reduces urinary biomarkers. In urine collected continuously from 4 through 10 hours post reperfusion, the NephroCheck® equivalent value was significantly reduced with
**p<0.01, ***p<0.001, ****p<0.0001 IR-Vehicle vs. MTB-2. n=4 Sham-Vehicle, n=5-6 IR- MTB-2 treatment. At 24 and 48 hours post reperfusion, MTB-reduces urinary FABP-1 and NGAL, respectively.
Vehicle, n=7 0.3 mg/kg, n=7 1 mg/kg, n=8 3 mg/kg, n=8 5 mg/kg, n=7 10 mg/kg.
MTB-2 restores renal and tubular function MTB-2 reduces tubular injury Conclusions and future directions
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Figure 2: Modulation of PPARO restores renal and tubular function during AKI. MTB-2 attenuates IR-induced loss GFR, as well as reduces IR- Q& & ° d
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induced FENa. Data presented is at 24 hours post reperfusion, similar data was obtained at 48 hours. o @ m itO b r i dge



