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Elucidation of pathophysiolo%y of chemotherapy-induced liver injury by pig
proteomics and development of diagnostic biomarkers
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The aim of this study was to establish an animal model of FOLFOX-induced SOS
mimicking human SOS to further characterize the mechanism of SOS. Twelve-month-old male
microminipigs were treated with FOLFOX regimen (n=3: FOLFOX group) or vehicle (n=2: Control group)
for 12 times every other week. Blood test and liver biopsy by laparotomy was performed and the
degree of hepatic injury on histopathology was evaluated using optical and electron microscopy.
Pathological findings in FOLFOX group showed sinusoidal dilation and congestion, narrowing of
hepatic cord and loss of sinusoidal endothelial cells. On electronic microscopical assessment,
detachment of sinusoidal endothelial cell was observed with penetration of erythrocytes into the
enlarged space of disse. We diagnosed all cases as SOS. Similar findings were found in all cases of
the FOLFOX group, and we confirmed the reproducibility of the model.
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