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Conclusions

« Several early transcriptional changes were detected In the kidney after 14 days with adenine chow, Including a marked change Iin matrix
metalloproteinase/tissue inhibitor of metalloproteinases (Mmp/Timp) ratio and an upregulation of matrix proteins, resulting in an imbalance in extracellular
matrix organization homeostasis. These findings suggest that tissue remodeling and fibrosis development is an early pathophysiological event in renal
failure.

» Genes Involved in the complement and coagulation cascade were enriched, implying that kidney damage at an early stage predispose to transcriptional
changes associated with cardiovascular disease.

« Serum FGF23 Increased early, within 12 hours of adenine exposure, yet its transcript levels in bone (femur) remained unchanged after 2 weeks. This
Indicates that early increments in circulating FGF23, as observed in CKD patients, may be due to altered transport mechanisms or cellular processing of
FGF23.

« Kidney damage resulted in reduced transcriptional levels of Klotho In the kidney as well as induction of genes involved in inflammation and the Nfkb
pathway. This corroborates clinical findings in CKD showing a reduction in Klotho level and activation of several inflammatory pathways.

Objective Inflammation

Mice given dietary administration of adenine mixed with casein for 8 Adenine induced kidney failure resulted in reduced renal Klotho
weeks develop renal injury, mainly tubulointerstitial damage, with transcripts as well as induction of genes involved in inflammation and
many phenotypic characteristics observed in patients with chronic the Nfkb pathway (Fig 2). Klotho suppresses inflammation in diabetic
kidney disease (CKD) (increased serum levels of FGF23, inorganic mice through negative regulation of NF«B".

phosphorous and PTH, decrease In active vitamin D levels and bone
abnormalities). The aim of this study was to examine early
transcriptional changes in kidney and bone attributed to this model.

Methods

BL6 mice were fed either a casein diet (control group) or an adenine
rich diet (0.3%) for two weeks. Serum levels of FGF23 were measured
with ELISA, and transcriptional changes in kidney and femur were
analyzed with microarray technology and subsequent pathway
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