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Molecular pathological environments promoting/inhibiting the development of
amyloidosis: the synergistic interaction of protein science and animal models
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(1) We found that C-reactive protein (CRP) and serum amyloid P component (SAP)
may be a member of extracellular chaperones, and the pro- and anti-amyloidogenic activities of SAP are
not mutually exclusive, but reflect two sides of the same coin. (2) We found that  2-microglobulin
(B 2-m) amyloid fibrils endocytosed by the cultured rabbit synovial fibroblasts induce necrosis and
apoptosis by disrupting endosomal/lysosomal membranes, proposing a_novel mechanism on the cytotoxicity of
amyloid fibrils. (3) We histopathologically analyzed the distribution of glycosaminoglycans and
proteoglycans in the B 2-m amyloid deposits and found the specific distribution patterns of individual
molecules. (4) We found that basement membrane components accelerate the initiation of amyloid B -peptide
fibril growth in vitro, supporting the essential role of vascular basement membranes in the development
of cerebral amyloid angiopathy.
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Multifaceted antiamyloidogenic
and proamyloidogenic effects of C-reactive
protein and serum amyloid P component in vitro.
Ozawa, D., ... Naiki, H. Sci. Rep.

(2) B 2-m

HIG-82

B 2-m 100 pg/ml

LDH
MTT reduction assay

release assay
viability

LDH release assay

==a

w
T

LDH Release (Abs.)
N
T

TX700

Fip,;

o 5,
T
OTh
T
brif 700ug/
Ll —

Fibyy 70,_19/,77 :’i
4

S
g
2
g
&
g

#: endosome/lysosome containing amyloid fibrils,
A: endosomal/lysosomal membrane, +: actin filaments
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