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Clarification of molecular mechanisms in regulation of urinary biomarkers
focusing on drug-induced nephropathy.

YANO, Takahisa

3,700,000

MRSA (VM) LLC-PK1 -3/7

ROS MAPK
JINK JINK ROS
CAMP JNK
10

To clarify the molecular mechanisms underlying drug-induced nephropathy,

this research firstly focused on the molecular damage of proximal tubular epithelial cell. Anti-MRSA
drug vancomycin (VCM) induced caspase-3/7-dependent apoptosis via mitochondrial dysfunction,
reactive oxygen species (ROS) generation and the activation of MAPK JNK. VCM-caused the JNK
phosphorylation was independent of ROS production. A mitochondria-targeted antioxidant and cAMP
analog reversed the VCM-induced nephrotoxicity, in which cAMP analog suppressed the JNK activation.
On the other hand, new measuring method for ten urinary or plasma biomarkers of drug-induced
nephropathy is useful for rapid measurement.
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