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Cell death induced by arsenite in relation to autophasy and proteasome system
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The purpose of this study is to clarify arsenic trioxide (ATO) induced organ
damag by the administration of ATO to rat or cultured cells, in relation to cell death related
proteins or death signal pathway. We clarified DNA damage occurred in the brain where ATO was
administrated after 48hrs and DNA damadge checkpoint AR-Chk pathway was activated with PML

(promyelocytic leukemia protein)

upregulation. This is because DNA damage was restored and apoptosis did not occur, while in the
cultured SH-SY5Y cells, apoptosis was not preventable in spite of phosphorylation of Chkl. After the
ATO administration to rat, DNA damage occurred relatively in the early stage with the PML

upreguration.
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anti-PML antibody(Santa Cruz Biotechnology, Inc. Dallas, TX, USA),

anti-ATR, p-ATR (Ser428-phosphorylated), p-ATM (Ser1981-phosphorylated), p-Chk1
(Ser345-phosphorylated), p-Chk2 (Thr68-phosphorylated), p-H2AX (Ser139-phosphorylated), and
cleaved caspase-3 antibodies Cell Signaling Technology (Beverly, MA,USA).

anti-actin  Sigma-Aldrich (St. Louis, MO, USA)

anti-8-hydroxy-2-deoxyguanosine (8-OHdG) antibodies JalCA (Shizuoka, Japan), respectively.
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DNA

anti-8-OHdG antibody overnight at 4

, Histofine Simple
Stain MAX PO kit (Nichirei Biosciences, Tokyo, Japan) DAB

TUNEL
Apoptosis in situ detection kit (Wako, Osaka, Japan)
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