e BIN1 accumulates in amyloid deposits in the 5XFAD mouse model but does
not effect amyloid deposition or associated behavioural deficits
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 BIN1 was identified as the second most prevalent Alzheimer’s disease risk-gene in genome wide association studies /
 The role of BIN1 in the brain remains largely unknown, but it is proposed to play an important role in induction of membrane
curvature and vesicle formation and in clathrin-mediated endocytosis (CME)
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* CME is important for endosomal convergence of APP and BACE1 and subsequent APP proteolysis and A3 production in vitro ';é-‘ ’ ) (ﬂ\ /\ i , , .
* |nvitro, reduction of BIN1 increases B-secretase levels through impaired endosomal trafficking and increases AB production / . (%S\L/ \=r - Ej; ) > \i N
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. - _ * BIN1 may not be a key player in the deposition of amyloid in animal models or in AD cases
AB38 — AB40  AP42 AP40 Apaz * BIN1 is highly expressed in oligodendrocytes — for a possible role myelin breakdown in BIN1
accumulation in 5XFAD mice see Dr. Pierre De Rossi’s poster.
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