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A) The AXCC flox mouse carries a nonsense mutation of exon 21 (c. 1411 C > T, p. R471X) and two loxP sequences flanking exon 21 in Col4a$5 allele. The Nphs2-CreERT2 mouse carries the CreERT2
sequence linked to the Nphs2 gene via the T2A sequence. In the AXCC flox, Nphs2-CreERT2 mouse, tamoxifen administration results in glomerular-specific deletion of mutated Col4a5 exon21. B)
Starting at 6 or 14 weeks of age, tamoxifen-diet was administrated in 2 cycles of 1 week on and 1 week off for 4 weeks. Urea sampling was performed every 4 weeks. Kidney and plasma sampling were
performed at 22 weeks of age. The phenotypes of these mice were investigated by the measurement of urinary and blood biochemical parameters, immunostaining, histopathology, and transmission
electron microscopy to confirm the effects of tamoxifen administration. Tamoxifen administered flox/CreERT2; flox/CreERT2, Tam(+), non-administered flox/CreERTZ2; flox/CreERTZ2, Tam(-).
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Fig 1: Body weight, urinary AIb/CRE and blood parameters. The flox/CreERT2 groups tended to be slightly underweight compared to the wild/wild group. In the flox/CreERTZ2, Tam(-) group, urinary
AIb/CRE levels increased from 6 to 22 weeks of age. In the Tam(+), 6-10w group, AIb/CRE levels decreased to almost the same levels as in the wild/wild group from 10 to 22 weeks of age after
tamoxifen administration. In the Tam(+), 14-18w group, Alb/CRE levels gradually decreased from 14 to 22 weeks after tamoxifen administration, approaching the wild/wild group. In two flox/CreERT2,
Tam(+) groups, BUN and total cholesterol in blood were lower than in the flox/CreERTZ2, Tam(-) group. **: p<0.01, ***: p<0.001 in flox/CreERT2, Tam(-) group vs. other groups by Aspin-Welch t-test. Alb:
albumin, CRE: creatinine, BUN: blood urea nitrogen. Data were shown as mean £ SD,
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Fig 2: COL4A5 immunostaining at 22 weeks of age (Green: COL4A5, Blue: nuclei). The Fig 3: Histopathological changes in kidney(Left: HE, Right: Sirius red). In the flox/CreERT2,
wild/wild group showed COL4AS expression in glomerular and tubular basement membrane. Inthe Tam(-) group, rough surface, basophilic appearance (HE) and red positive area (Sirius red)
flox/CreERT2, Tam(-) group, COL4A5 was completely negative. The flox/CreERT2, Tam(+) groups indicated regenerative, sclerotic or fibrotic lesions in the glomeruli and tubulcinterstitial area. In the
showed glomerular-specific expression of COL4A5. The sections were stained with FITC- Tam(+), 6-10w or 14-18w groups, these lesion area became smaller and showed localized
conjugated anti-COL4AS antibody (H53; Shigei Medical Research Institute, Okayama, Japan) distribution.
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Fig 4: Transmission electron microscopy. Irregular thickening or thinning, splitting (arrowheads), electron dense granules (arrow) or lucent area in the GBM were frequently noted in the Tam(-) group.
These lesions accompanied by foot process effacement and increased microvilli (asterisk) of the podocytes. Meanwhile, the lesions is localized and mildly observed in the Tam(+), 6-10w or 14-18w
group. Bar = 1um, CL; glomerular capillary lumen.
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