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Antibody against early driver of
neurodegeneration cis P-tau blocks
brain injury and tauopathy

Asami Kondo"?#, Koorosh Shahpasand"?*, Rebekah Mannix”, Jianhua Qiu’, Juliet Moncaster®, Chun-Hau Chen"?,
Yandan Yao™? Yu-Min Lin*?, Jane A. Driver"®, Yan Sun®, Shuo Wei*?, Man-Li Luo"?
Alexander Rotenberg®, Akihide Ryo’, Lee E. Goldstein®, Alvaro Pascual-Leone®
Xiao Zhen Zhou"?§ & Kun Ping Lu"’§
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2. CH2ES 21} YA510|H Hoj|lA APP-BCTF Q& AEZE 0|4 Oj7)3Hs APPLL

Evidence that the rab5 effector APPLI1 mediates
APP-BCTF-induced dysfunction of endosomes in
Down syndrome and Alzheimer’s disease Molecular Psychiatry

S Kim'?, Y Sato?, PS Mohan??, C Peterhoff?, A Pensalfini?, A Rigoglioso®, Y Jiang®? and RA Nixon*** (2015), 1-10

BOILZO|E HH| Y E(APP)2t BEHEl 252 LX510|H H(AD)L ZotA HEEY UF. Ad=F(endosome)2 =2 &-d2| APP 7t& X[HO[H, =7| 2
=& A rab5o| ey 2EE ol HH AF 0|2 ADOM 7tE 23S LT e S0[H MUE BHS Y

T2 RA Nixon HiA} HAJEI2 =2 ~F0| APP B-HECH 7125 A| LWt CHH(B-cleaved carboxy-terminal fragment of APP, BCTF)

O] = Lich 241 Hilejst A 2|
off 2|5l Of7|k|= Ct2 S (DS)1} ADO|A rab52] = 1}X}(effector)Q! APPL1(adaptor protein containing pleckstrin homology domain, phosphotyrosine

binding domain and leucine zipper motif)0| rab52| 1}g/d(overactivation)2 Oj71&tS HO S

BCTF= APPL1Z rab5 ONE—E— 2 DS =M 0| GTP-rab5E QHH3IAAH HH O 2 It 3tEl L Xi3H(endocytosis), ONE—E— 2 Z(endosome Swelling), MEI™ ©
2 &AME| rgh5 AIEZE0| = £0| LojLtA & DS MSOLM Z (fibroblast) 0| A, APPL1 2 X|(knockdown)= O|2{st A== O|Ar ArS MGt et DS A
OFM|ZZ O A =7}l H| oo&! PL19| rab5 A= FZFO 20| BRI U=l =2 BCTF =F0| AD L|0| M =H2l0| &

J 10

O2{3t G HIHE ADOA| BCTF-APPLL 4% B2 S8 X4 X rabs THEA0| MZ S APP O|ZH Mol Z2E TNt US 20F
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