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PATHOGENESIS

Glomerular hyperfiltration

Hyperglycemia and AGEs

Cytokines

Nephrin expression

Impaired podocyte-specific insulin signaling

UpToDate 20180131



NONDIABETIC RENAL DISEASE

* Proteinuria and/or hematuria in diabetes mellitus is
occasionally due to a glomerular disease other than
diabetic nephropathy. As examples, membranous
nephropathy, minimal change disease, IgA nephropathy,
focal segmental glomerulosclerosis, immunoglobulin A
vasculitis (IgAV; Henoch-Schonlein purpura), thin
basement membrane disease, proliferative
glomerulonephritis, collapsing glomerulopathy, and
pauci-immune crescentic glomerulonephritis have all
been described. Since renal disease in the setting of
diabetes is often ascribed to the diabetes, without
further diagnostic efforts, the coincidence of
nondiabetic renal disease in persons with diabetes may
be underestimated.
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Bardoxolone methyl and kidney function in CKD with type 2 diabetes.
Abstract

BACKGROUND:

* Chronic kidney disease (CKD) associated with type 2 diabetes is the leading cause of kidney failure,
with both inflammation and oxidative stress contributing to disease progression. Bardoxolone methyl,
an oral antioxidant inflammation modulator, has shown efficacy in patients with CKD and type 2
diabetes in short-term studies, but longer-term effects and dose response have not been determined.

METHODS:

* In this phase 2, double-blind, randomized, placebo-controlled trial, we assigned 227 adults with CKD
(defined as an estimated glomerular filtration rate [GFR] of 20 to 45 ml per minute per 1.73 m(2) of
body-surface area) in a 1:1:1:1 ratio to receive placebo or bardoxolone methyl at a target dose of 25,
75, or 150 mg once daily. The primary outcome was the change from baseline in the estimated GFR
with bardoxolone methyl, as compared with placebo, at 24 weeks; a secondary outcome was the
change at 52 weeks.

RESULTS:

» Patients receiving bardoxolone methyl had significant increases in the mean (=SD) estimated GFR, as
compared with placebo, at 24 weeks (with between-group differences per minute per 1.73 m(2) of
8.2+1.5 mlin the 25-mg group, 11.4+1.5 ml in the 75-mg group, and 10.4+1.5 ml in the 150-mg
group; P<0.001). The increases were maintained through week 52, with significant differences per
minute per 1.73 m(2) of 5.8+1.8 ml, 10.5+1.8 ml, and 9.3+1.9 ml, respectively. Muscle spasms, the
most frequent adverse event in the bardoxolone methyl groups, were generally mild and dose-related.
Hypomagnesemia, mild increases in alanine aminotransferase levels, and gastrointestinal effects were
more common among patients receiving bardoxolone methyl.

CONCLUSIONS:
 Bardoxolone methyl was associated with improvement in the estimated GFR in patients with
advanced CKD and type 2 diabetes at 24 weeks. The improvement persisted at 52 weeks, suggesting

that bardoxolone methyl may have promise for the treatment of CKD. (Funded by Reata
Pharmaceuticals; BEAM ClinicalTrials.gov number, NCT00811889.).

N Engl J Med. 2011 Jul 28;365(4):327-36.
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