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AGm 31T TSAR Matrix-Assisted Design of Curcumin Derivatives as Amyloid B Inhibitors and Their
Application to MRI Contrast Agents for Alzheimer’s Disease| & #H L, J3L TELNERLED LK S
nTnad,

%—3 [Introduction] TiX, XU OITT YA = —FDOIERSCEFH ST, FFRKF &
INL7IARB (AB) XT7TF NfMLICESAZ Y T, BIEICED 01 AN =AALITONTHF
LT D, KWV T, AR BEEFLFIG TS KOV AR SRHEDFRIEVE A B 3 DBEF ORI L | AR %
& L= PET » MRLIEFNCE L TR, 707 2 0D AP EEE L E TR MR R IR BRRS /e &
ICEA LTS, SbiZ, 7LV I U EREHOT Fa—F & LT, MEIEEMBEE®R %2 Rt
BN fRHT LR AL L 7= Structure Activity Relationship Matrix (SARM) % /= Fik & £ DJFELIZ S
WTIRA | AEZBRIEL TV D,

% ¥ [Development of Curcumin-based Amyloid p Aggregation Inhibitors for Alzheimer’s Disease
Using the SAR Matrix Approach] T, SARM % T Ap B EIEE A F T2 7 07 2 U ihE
ROMEEZ TR, FZERIZERK LIALEY OREEMEFHMHIZ OW TR TWS, AEET —
~N—Z ChEMBL LIZ8 &k S 417z 697 8> AR BREFREHI 5. SARM % VT AR EREERAFEME
EATHINT I ALEMETHIL T D, TRl WL D0 DIbEW 2 FZERICE R LT RE SR,
compound B 287 /L7 X > 10 % 100 fiF W EREFRETE M (ICs = 0.007 +0.001 uM) &7~ 2 & &
5L TWD, S 51T, compound B @ methyl ester % tert-butyl ester & L 7= compound K 73,
~ U AR R A (N2A) 123895 AR MR EE 2 A BT T 5 2 & 2k~ TWn 5,

% =% [Development of an MRI Contrast Agent for Both Detection and Inhibition of the Amyloid B
Fibrillation Process| Ci&. % % CH.H & 4172 compound B % . propylacetamide V > 7 —% 41 L C
MRI & HI T 5 Gd-DO3A $E &GS L7-. Gd-DO3A-Comp.B DB & MEREZHAM I DU Tk~
TuW5, CongoRed 7 vt A 35X ONTEM B 5, 10 uM D7 1 —773 20 UM O AP HE4E % FHE
THIEERLTWD, 72, Gd-DO3A-Comp.B 73, AR DEEHEIRAEIZE U 72 NMR HEREFIRER] (T1)
R E AT 5220, FREICT e —T7 20T, AR #HEL T8 MR B TR T&
L2 EaHELTND,

%P1 E [ Detoxification by Curcumin Derivative via Dissociation of Amyloid B Fibrils and its
Verification in Drosophila Alzheimer's Model ] i, % & TR 4172 compound B & . # ® methyl
ester #\7. % benzyl amide (Z & #2 L 7= compound N 23, AB FRHEARTEME 24 L, N2A Mifas L O
VYA < —J5{E T /O Drosophila (25T, AR RR#ERIEZ RE<EBHT 52 L 2R LT 5,
Congo Red 7 v 1 33 O TEM B DOFERN S 1 uM @ compound B 33 X TN N 2% AB #ifk % 43 i
THIEEPILMTL, N2A Mildz W2 EBRICE W TH, 2 b DILEWNs AR fiHEZ i L
AT S 2 L AFREL TWD, S5 AR 2% 814 % Drosophila 7 /v A ~—J{ET /L
IZEBW T, compound B I K TYN 3 ERGRE X U L EEERE 2 BT 5 2 L 2k T W\ 5,

$AHE [Conclusion] TlE, AfaLERIEL WD,

VL BT 5ICAGm 0T, SARM & Az AB BEEFLE L MR A A — v 7 & A[REIZT 5 7 L
7 2 UHEROBRICETINETHY . TAYN, ~—RAIERDOH =727 7o —F 2B L T
BO, BRELEEHT S E ZANRKEN, LoT, KimstIft (B%) oFfEmme LTk
MEEZET2HLDOERDLIND,

EE : R AEOEEROHFEAA ] 1T, RIKIYP—FURII (T2R2) ITTA L H— Ry MARSNET O T, AR ATRERFEI DN
TR TLTZE Y,




