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Recently, we identified novel endoplasmic reticulum (ER) stress transducers involved in the ER stress
response, including OASIS that is dominantly expressed in astrocyte. In this study, we tried to
establ ish astrocyte-specific OASIS conditional knockout (cKO) mice in order to reveal roles of OASIS
in neurodegenerative diseases.

(1) We designed and constructed a targeting vector for removing exon2 in OASIS gene through Cre/loxP
recombination. We established homologous recombinant ES cells, and produced chimeric mice and
heterozygous mice (0ASIS flox mice). Then, we produced OASIS cKO mice by mating OASIS flox mice
with GFAP Cre mice that have Cre recombinase gene in downstream region of the promoter of GFAP gene.
GFAP is a astrocyte-specific cytoskeletal protein. OASIS cKO mice are born and grow normally. We
have performed biochemical, histological and behavioral analysis for determine detail phenotype
of OASIS cKO mice.

(2) In order to analysis functions of OASIS in astrocytes /n vitro, we established astrocyte cell |ine
from OASIS flox mice. We cultured primary brain astrocytes of OASIS flox mice and immortalized them
with the SV40 large T antigen. In this cell line, the expression of OASIS was remarkably decreased
by expression of Cre recombinase. We have analyzed about susceptibility to stress and cell death
in OASIS knockout astrocytes /in vitro.




