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HEiEER (EX) Analysisof brain infiltrating monocyteic cell in lysosomal disease

MERERE
‘F K& (TSUJI DAISUKE)
EERFRERANILANA YA T RHAEE - BiZ
Hnﬁﬁﬁ.004234oo

ZERR R OME (Fus0) -

GM2 o7 VAV R—=v AL, B-~F Y I=F—FDOXRBIZLD, EERNIEE B
FIERELTRIET DY VY=LK ThDH, AWFZETIL, ﬁ%%fwvﬁx BT, M
~RETDHIROEE R N 7 FIURERFICE L T2 T 72, TORER, €T 1~
U A HRHEECRMIIE, ARNEEOZREIC LY PISK MIEMHE LS, b2 Eid
TENA L MIP-1all LV RBEEZEZ T Z EDRRBINT,

MR O R (330)

GM2 gangliosidosis is a lysosomal beta—hexosaminidase (Hex) deficiency involving
excessive accumulation of undegraded substrates, including GM2 ganglioside (GM2), and
progressive neurodegeneration. In this study, we isolated monocyte cell line from the
bone marrow of Sandhoff disease model mice, and demonstrated the abnormalities of signal
transduction in monocyte cell lines. We found remarkable differences in the cell migraion
for MIP-lalpha of SD monocyte (MSD) when compared to cells isolated from wild type (WT)
mice, with activation of MSD. In addition, we observed increased Cofilin phosphorylation
in MSD cells. Moreover, PI3K activity was increased about 5times in MSD compare with that
of WT. These results suggest that the up—regulation of PI3K of MSD was dependent upon
accumulation of natural substrates, including GM2. These findings may represent a
mechanism in linking infiltrating cells into brain observed in GM2 gangliosidosis.
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