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1) A nationwide observational study for adult Japanese patients with type 2 diabetes and

i

clinically suspected diabetic nephropathy (the Japan Diabetic Nephropathy Cohort Study
(JDNCS))

We have established a nationwide observational study consisting of 658 patients with type 2

diabetes and clinically suspected diabetic nephropathy followed for a median of 6.0 years since
2009. In this registry, named The Japan Diabetic Nephropathy Cohort Study (JDNCS), we have been
evaluating the association between eGFR and albuminuria at baseline or during follow-up and risk
of end-stage renal disease, cardiovascular events, and all-cause mortality. In addition, we aim

to combine this registry with another nationwide registry using SS-MIX2 storage named J—CKD-DB.

2) Establishment of diagnostic tool for kidney pathology and related international comparison

We obtained pathological findings and clinical data of diabetic nephropathy from 711 patients
A part of these results was already published in the Nephrol Dial Transplant in 2017. Each clinical
stage of diabetic nephropathy had characteristic pathological findings, and some of those were
predictive for kidney prognoses. In addition, we analyzed the presence of polar vasculosis (PV)
in diabetic patients with no urinary abnormalities using human surgical kidney specimen of
non—tumor parts. PV with hyalinosis was observed in all diabetic patients.

3) Development of biomarkers for diabetic nephropathy

We have been searching for biomarker seeds for the seeds for the early diagnosis, specific diagnosis
and prognosis of diabetic nephropathy. We have attempted to identify biomarker candidates
associated with pathological findings. Tryptophan metabolites were associated with global
sclerosis and interstitial cell infiltration. Further, urinary liver type fatty acid binding
protein (L-FABP) was significantly correlated with global glomerulosclerosis, interstitial
fibrosis and interstitial inflammation, but not the other glomerular and vascular changes. In
addition, anti—erythropoietin (EPO) receptor autoantibodies may be associated with renal
prognosis through the involvement of interstitial inflammation mainly in advanced stages of
diabetic nephropathy. The higher levels of urinary A-megalin/Cr and C-megalin/Cr were found to
be predictors of the progression from micro— to macroalbuminuria and from normo— to
microalbuminuria, respectively. Finally, high circulating levels of soluble TNF receptors (TNFRs:
TNFR1, TNFR2) were associated with not only progression to end-stage renal disease but also early

diagnostic biomarker in patients with diabetes.
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