#&=X C-19
HEMREMHBEWRRRBRES

Rk 22 42 5 A 30 HEE

BRIl - EB#HE B

HHZTHEART : 2007~2009

FEES . 19390233

MERRER (F1X)  MHRESEA ) I -GBS K DT ILYNS I —ROFRZE - BFE
R & BRI A

HZeiERE4 (%) Development andclinical application of novel methods for diagnosis
and therapy of Alzheimer disease by regulation of neurotoxic
ol igomer
MEREKE
BB BX  (SHOJI MIKIO)
BARTKE - KEREFZMARER - BB
HEEES : 60171021

BFRROBE (F13X) : Alzheimer i(AD)Z #18 & 2 FBIAE Tid s 77 A ikl & R
T 5 EHEZOFAIL oligomer &5 % HAL, DA « IHIFEFF OMEH] & ARATIRELE DB A
DTG, AWFFETIE oligomer [FE S AT L & BT T /L ORESL, JRHEEME & HT oligomer HT
ROFNEZMTE LT, /ERL L 72T AB oligomer HTIAIX AD i & CSF @ oligomer % [F]E L, ELISA
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N2 L7-. ABamyloid, NFT & #if&HHlEsE 2 FBL3 2% 2xTgTaut/-APP+/-~ 7 A{EHRL L, AB oligomer
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J@%EIZ oxidative stress, apoptosis, mitochondrial fatty acid betaoxidation, inflammatory response,
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WFIER R DR (FEIX) : Recent studies suggest that oligomers are direct pathogenic agents
to cause synaptic and neuronal disturbance in dementia patients including Alzheimer’s disease. In
this study, we established special antibodies to AB, tau and « -synuclein to develop ELISA and
detection systems, showing soluble oligomers, naturally occurred anti-AB antibodies in brains and CSF
in AD patients. Model mice of DLB (TgSNY) and AD (2xTgTau+/-APP+/-) were established. The
pathological cascades of AB induced tauopathy using 2xTgTaut/-APP+/- and NFT formation and
neuronal cell deaths using by micro arrays were elucidated. Many biological pathways involved in these
final cascades. Administration of anti-Af} antibodies reduced A3 burden and AB oligomer in mice brains
and increased in A monomer in CSF and plasma. Thus, anti-oligomer therapy is a possible agent for
cure of neurodegenerative dementia.
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