(A4 )

L.

+

[16dm0107059h0001]
R A S = R =

Wk 2 8 AR EGLAF SR B %8 K R Wl E

EAfEw

% 4 (AR MPAIHEEISHEE 7 0 7T

(& FH) Strategic Research Program for Brain Sciences

WFIERATERRES ©  (HAGE) RUSAMUEETERAE O 7 FARRNRIRHE « A A~ — —BAFEIZ &L D disease-

modifying therapy ~® &
(I& F&) Development of molecular—targeted therapeutics and biomarkers for

FTLD aiming to new disease—modifying therapies

WFIER S Y (HAGE) A BRRFERFERES R FHEEE 1L T
e &% K4 . (@5 F&) Nagoya University Graduate School of Medicine,

e

ES

IT.

Designated Professor, Gen Sobue

B HOM o ERk28E4H1H ~ FERR2943 H 31 H

FRARDOHRE (MEHTFRHRE)

S REHED 15T 2 pisaIsaTREREE (RTSEMISESEZSPESE « FTLD) 1AM 2L, SaBfEE., 5i8h
P e &R L T DI THEOITEN R DA CTH LR OZ BAHTH Y . BB WE L
WIEDBIRNAKE THh 5, NETIX, FILD @ disease—modifying therapy ~DRERZHEFIC,
FREEFR & 0T H T & & 51T TDP-43 IO % FIfelc 3 2169 E &% L, & & FTLD Mif% - 5
L& FILD €7 A6 R U7 R RBICIR S B G- 3 2 40 M5 PRSI & B L, 1EROHF
U A AR S R L EHRE 2 FRE L TOMA DT A A=V U I, T~ — I —E T
Do W28 R, AV VT U T 4 OEWEEIRERBFE T 572012, MAPT & TDP-43 24 —7 > b
LT TFEE YT Ny 27 CESIERERF L. AT LA — L CARR LTI, BRIl Ic 8 A
L CRT-PCR CRHHREZHET HZ LT, AT V== T B(Tol, AV V—=2 T O%ICEER <~
ANWZHANTHZ & Tinvivo TORNR MR LIz, £/ZFFHZ, B MEZU~T A b k TDP-43 Tg
YUADEANETET Lic, A A=Y 712DV TIL PET, MRI/IH-MRS Z H v, Bk % s Bl o
HIRLPE S - AR - & T B OB AR 2 D2 Wil & BRIE O 72 8 D AR E(R & L T 1H-MRS [ZT-D\
T LC model &3 A L, FTLD/ALS ORERT IS OV TP IEAOMGT 2 BIAA L7z, MRI 1%, RIRBEDZE

1



i 2 fiEl 2 DFEFNZ W TERMICHIERR D > A7 ARF 2D 7, W4T L T FILD €7 V84 % 1
WTHIEA B = A L% SHIZRET D2 AT, # U Tg~ v X% V72 PET T 528R 2 5ehi L 7=,

Frontotemporal lobar degeneration (FTLD) is a progressive neurodegenerative disease characterized
by behavior abnormalities including personality changes, language impairments, and cognitive decline.
It is one of three most common dementia but the pathophysiological mechanisms underlying FTLD
have not been clarified. It is expected to establish early diagnostic marker(s) and disease-modifying
therapy(s) for FTLD. We will develop new oligonucleotide therapeutics that can regulate tau and TDP-
43 expression, and will generate molecular imaging biomarkers which can detect early
pathophysiological changes in the disease. For these purposes, we designed target sequences by a
software, screened them using HEK293 cells, and validated the in-vivo effects in mouse brain. We
also started to breed humanized tau/TDP-43 models for the further investigation. As for imaging, we
installed LC model 1H-MRI as a preliminary basic tool to detect early changes in cellular-damage
and/or protein modification in the caudate and its related brain area. We also developed an MRI
system to quantify the caudate atrophy in each case. Along with the human study, we preliminarily

performed a PET study using tau transgenic mice to evaluate the pathogenesis of FTLD.
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