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WFZeR RO EE (3530) @ Information on the structural scaffold for tau aggregation is
important in developing a method of preventing Alzheimer’ s disease. Therefore, we studied
the elucidation of a common structural element necessary for the self-assembly of
full-length tau using various physico—chemical methods. As the result, it was revealed
that the C-H--- = interaction between the 11e308 and Tyr310 side chains in the third repeat
of MBD is indispensable for the self-assembly of full-length tau. Moreover, we have
determined the crystal structure of the Fab2r coexisted with its partial antigen peptide
VQIINK and clarified the recognition mode of antigen peptide by the antigen. The detailed
structural information will help to understand tau polymerization and the affinity
maturation for inhibition of AD progress
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Table 1. Comparison of ThS fluorescences an d EM morphologies of 4RMBD and their mutants (25 mv)=
Wild/Mutant Relative fluorescence intensity (%) EM morphology
4R 100 filament
Y310A 0 no granule and no filament

1308A 0 no granule and no filament
1308V 90 filament
1308Y /Y3101 0 no granule and no filament
Q307Y 300 filament+granule(+2)
Q307Y/Y310A 100 filament
Q307Y/V309A/Y310A 0 no granule and no filament
*The i ities of mutants corresp elative to those c?f wild 4RMBD at 1 hr

nd to values r
after initiating aggregation by addtion of heparin. "EM morphology at 48 hr after initiating ageregation by
addition of heparin
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HE2 T X BRIRIEOFE

MBD ([ZEBWCHERR S-fE RN, BRED
Z %37 (Full tau) IZBWTH RS
NAHENE I DERAELT-, (1) THERLEZE
Hifk% Full tau ICBWTHIERL, #h b
DT 4T A MERREIZOWT, ThS #3678
I E O BB E T2 £ D4y e iR
Wiz X DS 21T o 7= FOFREE, R3DNEK
WHCIEET DA VL reFai v bn
I1ODOT X BRI ET T = BB T D
720 T, Full tau ® 7 T A NERCREDNTY
KL= b (Table 2). 74T AL MNE



BAIZIZ 11308 & Tyr310 DML ERFIRTH Y |
ZFE T1e308 & Tyr310 OAISHREICEBWT
CH-zn MHAEERZEKRTLZ EIZLED,
SOVQIVYK Bl F| DR E N ZEIL S 3D Z & 1T
ERLTWDZ EE2HALMNI LI Fig. 6),
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\Zix, CH--n MHAEERAZHET 5010
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Table 2. Comparison of ThS fluorescences an d EM morphologies of 4Rtau and their mutants ( 25 § M)**
Wild/Mutant Relative fluorescence intensity (%) EM morphology
4Rtau 100 filament
1308A 0 g le and no filament
1308V 40 hort filament
Y310A 0 g le and no filament
Y31ow 100 filament
1308Y/Y3101 0 no granule and no filament
Q307Y 300 granule(+2)
Q307Y/Y310A 10 no granule and no filament
Q307Y/V309A/Y310A 0 no granule and no filament
“The int ities of mutants P to the values relative to those of wild 4Rtau at 1 hr
after initiating aggregation by addition of heparin. "EM morphology at 48 hr after initiating aggregation by
addition of heparin.
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