o Quantitative Image Analysis Uncovers the Efficacy of the Selective Endothelin A Receptor
Physiogenex Antagonist Atrasentan in a Rat Model of IgA Nephropathy
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Atrasentan improves urine markers of kidney function in rats
with IgA nephropathy

Anti-Thy1.1 Ab induced IgA nephropathy in Wistar rats leads to

lower GFR and greater kidney weight after 8 days 2
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*p<0.05, **p<0.07 vs. vehicle atrasentan for 8 days. “p<0.05, **p<0.017 vs. vehicle

Thy1.1 Ab injection induces a significantly higher mean glomerular
size and a-SMA labelling; these parameters are improved with
atrasentan treatment.

3 Thy1.1 antibody injection leads to a significantly higher kidney
histopathological scoring, which is improved by atrasentan treatment
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Kidney Al suite uncovers how atrasentan reduces the marked
mesangial expansion in rats with IgA nephropathy

5 PEMP demonstrates that atrasentan improves podocytes effacement
in rats with IgA nephropathy
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Assessment of podocyte effacement with PEMP: Filtration Slit Density (FSD) (A), Filtration Slit Length  Assessment of glomeruli with mesengial expension with the Kidney Al suite: count (A), % of total
(FSL) (B), estimated glomerular diameter (C), representative images of podocin as maximum intensity  glomeruli (B), representative pictures illustrating both original H&E staining and image analysis

projection and podocin and synaptopodin as double staining (D) in the three experimental groups. layers at different stages of mesenglial expension (C). Blue zones indicate normal glomerulus
*0<0.05, **p<0.01, ***p<0.001 and ****p<0.0001 vs. vehicle structure. Green zones indicate mesangial expansion. *p<0.05, **p<0.01, ***p<0.001 vs. vehicle
CONCLUSION

«  Quantitative image analysis uncovers the efficacy of atrasentan on glomerulonephritis in the present IgA nephropathy rat model.
«  This experimental setting will help evaluating the efficacy of drugs targeting IgA nephropathy.
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