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S0S is a complication that occurs after chemotherapy, and is caused by
hepatic sinusoidal obstruction resulting from vascular injury. CLEC-2 is known to have a variety of
pathophysiological roles beyond clotting, and is also reported to be expressed on sinusoidal
endothelial cells. Based on these findings, we hypothesized that CLEC-2 may have some role in the
pathogenesis of SOS. SOS model was created by administration of monocrotaline (MCT) to mice, and
CLEC-2 antibody (Ab) was administered to deplete CLEC-2. Ab treatment attenuated the increase in
Bil/AST levels and the decrease in platelet counts. Evaluation of liver tissue sections also showed
a decrease in tissue severity scores. To investigate the cause of thrombocytopenia, we compared
CD42b-positive areas and found that the positive areas were reduced in Ab-treated mice. Finally, we
examined the expression of PAlI1l, which correlate with the severity of SOS, by RT-gPCR and found that

it was reduced by Ab treatment.
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Variable (range) IgG 2A2B10  P-value
Sinusoidal dilatation (0-3) 1.3+1.0 0.1+0.3 0.0078

Coagulative necrosis of hepatocytes (0-3) 1.9+1.3 0.2+0.7 0.0078
Endothelial damage of the central vein (0-3) 1.1#+0.6 0.440.5 0.0605
Sinusoidal hemorrhage (0-3) 2.1+1.2 0.2#+=0.4 0.0024
Total SOS score (0-12) 6.44+24 1.0=+1.0 0.0001
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1st: Rabbit anti-Mouse CD42b, monoclonal
2nd - Donkey and Rabbit IgG ab
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CLEC-2 promotes IGF-1 secretion from PDPN+ stromal cells and positively regulates erythropoiesis
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