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Development of RNA aptamer against toxic A B ol igomer
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IR REOME (Fi30) : TAYNA2—FHOFRRNPE EEZHNTWET7 I A KB (AB)
X, BETDHZ LI Lo CHiRMia 2 R T, IE, ERERBETHAETH LAY Iv—
(FHELA ~—) DEOFEREKLE L TERBINL TS, ZRETIZ, ABD22, 23FHICE
I H— RGN, LA~ TBRICBWTEETH L 2L L. L LD

ABITFEFICEE LT NI LD, AR XA~ —DEIIES Tidlew. RIFZ T, AB40
DOEMEA A ~—%FEHL L2 RNA 7T 7 ¥ ~—0OBERFHWE LT, PTI /XY ViEE Y
Y=L LTS Z L& o T, Ala30 THME L7z B22P-AB40 ¥ A ~— % BT 2 Z LITHK
7=, BE, AFA~—%ZEL LT P ~—DEREZIT-> TN 5.

WFFER R OB EE (JE30) : Amyloid B-protein (AB), a causative agent of Alzheimer’s disease, aggregates
and shows neurotoxicity. It has been well documented that A} oligomer (toxic dimer) is mostly related
to the neurotoxicity. We have demonstrated that the formation of turn structure at position 22 and 23
plays a critical role in the oligomerization of AB. However, it is quite difficult to synthesize Af
oligomer due to the potent ability of AP to aggregate. To develop RNA apatamer against toxic AP
dimer, we synthesized Af40 dimer, in which Ala30 was substituted with diaminopimelic used as an

intermolecular linker. The development of aptamer against AB40 dimer is under way.
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TEL, AB42 DI NHRWEEERE & Mt &
Y. LD LR D, BT T RILE R
DIEFITEWN T, Ap42 AV I~— D
KORGS5 s AL
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I AHRBRIIEE 2NN RIENE X 7272 DIz h
&7z (Orgogozo, J. M. et al., Neurology,
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(1) AEBRIEERAWV:-ABFAIT—ER
ABR2 ZNT 74 =T 4 =TGRV TT D
728, 22, 23 FA DX — L EAIZIF Leu-17
% Y SMED L-photo-leucine 7% (X 2) (2
B L -H SR bR ER L, BRHICLDY
B ABP42 L4845 X 7. L-Photo-leucine
ERXME T LI ELEND IR
IR EWNZ s, IEFEOT I BBk
L DR RN/ A S D, HPLC (12
X 2 BOGK O K5 5%, MALDI-TOF-MS T
L7z (BLF, [FER).
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RV FETEEEMEICE O Ala30
WWHERL, VY72 /EAY i (DAP) %V
VA= LIEAEBEEH WD Z LT,
A30(DAP)-AB @ Fmoc [EHGKEIT -T2, 72
B, EMAEGRIEIT A2 OERRIEICHEL -
(Murakami, K. et al., J. Biol. Chem. 2003, 278,
46179) .

Carbene (Highly reactive)
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al., ACS Chem. Neurosci.2010, 1,747) .
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