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Progression of podocyte disease
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We performed two sets of experiments using podocyte selective toxin model.
1.Electron microscopically mapping of podocyte injury/detachment showed glomerular pathophysiology,
including filtrate and anatomical characteristics of glomerular position and structures is
prerequisite for podocyte detachment and segmental sclerosis. 2.Injured podocyte expressed cell
migration-driving chemokines, MIF and SDF1, which stimulate migration of parietal cells by
expressing their common receptor, CXCR4 chemokines. After podocyte detachment, autocrine mechanism
of chemokines and their receptor in PEC promote segmental sclerosis after podocyte loss.
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Fig. 1. CD44 expression of parictsl cpithelial colls in NEP2S/LMIE2 mice. The average number of pS7-positive cells per plomcrulus (574 cellsglome)
decreased significantly (4) in paralle] with an increase of protcinuria (B) and percentage of CI44-positive glomeruli (% CD44-+ glome; €) during the time course
of NEP2S/LME2 mice (n = 5 at cach time point) compared with vehicle-treatcd NEP2S control mice (n = 5 at each time pointh. U-Pro/Cr, urinary
protcin-to-creatinine ratio. D: representative sequential images of CD44-positive glomeruli in NEP2S/LMB2 mice counterstained with periodic acid-Schiff and
hematorxylin. On day 4, a cell cxpressing CI44 was flat shaped and locally evident in Bowman's capsule (black armowhead) and then expanded circumfcrentially
with the increase of coll sumber and migration on days & and 12. E: CTMA-pasitive cclls were cooxpressed with the parictal cpithelial cell makers cldin-1 and
PAXE. Results arc averages with SIis. Scale bars = 20 pan. *P < 0.05.
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