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Figure S1. Fluorescence intensity of AP« and spectral interference analysis with thioflavin T (ThT). (A) Fluorescence intensity meas-
urement of 25 pM AP+ using a ThT assay. (B) Analysis of fluorescence spectra interference between ThT and 2.5, 25, and 250 uM of

AQ. Values are expressed as means + standard deviations.

System : Hoefer minigel system

Acrylamide gel : 20%, 1mm thickness

Electrical condition : 120V constant current, 1.5 hr
Staining : Coomassie Brilliant Blue staining

Sample loading : 20 ul

kDa
—— -
25 > . p—
20 —»
17 —» 6H-BcohTau, 20 ul
loading/well
7 —>

Lane M Marker (BIOFACT)

Lane 1 Ultrafiltration

Figure S2. Purification of recombinant tau K18. Electrophoresis of sodium dodecyl sulfate-polyacrylamide gels confirmed the pres-
ence of recombinant tau K18. The molecular weight of the protein is indicated by the protein marker (kDa) and the red arrow indicates

the purified protein.
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Figure S3. Fluorescence intensity of tau K18 and spectral interference analysis with Thioflavin T (ThT). (A) Fluorescence intensity
measurement of tau K18 using ThT assay. (B) Analysis of fluorescence spectra interference between ThT and 3.5, 35, and 350 uM of
AQ. Values are expressed as means * standard deviations.
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Figure S4. Total energy and root mean square deviation (RMSD) profiles of pentameric form of 2BEG (A) without AQ and (B) with
AQ. Molecular dynamics (MD) simulations were performed for 4000 ps, storing 200 conformations. The RMSD value represents the
average distance between the atomic positions of each conformation obtained from MD simulation (200 structures in total) and the
initial structure at the start of the simulation, with 2BEG used as the reference. A higher RMSD indicates greater structural deviation,

and a plateau in the graph shows a stabilized structure.
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A Ligand-free tau (503L)

B AQ-tau (503L) complex
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Figure S5. Total energy and root mean square deviation (RMSD) profiles of pentameric form of 503L (A) without AQ and (B) with

AQ. Molecular dynamics (MD) simulations were performed for 4000 ps, storing 200 conformations. The RMSD value represents the

average distance between the atomic positions of each conformation obtained from MD simulation (200 structures in total) and the

initial structure at the start of the simulation, with 5O3L used as the reference. A higher RMSD indicates greater structural deviation,

and a plateau in the graph shows a stabilized structure.
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Figure S6. Binding of AQ with mixed-polarity and hydrophobic pockets in the pentameric form of 2BEG. Representation of AQ
bound within a mixed-polarity pocket of the pentameric 2BEG (Upper panel). Representation of AQ bound within a hydrophobic
pocket of the pentameric 2BEG (Lower panel). The —CDOCKER Energy showed that AQ binds more strongly in mixed-polarity
pockets than in hydrophobic pockets. The surface is colored according to hydrophobicity, where brown indicates hydrophobic re-
gions and blue indicates hydrophilic regions.
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Figure S7. Molecular dynamics simulation of the ligand-free 2BEG, AQ-2BEG complex, ligand-free 503L, and AQ-503L complex.
(A) Snapshot of ligand-free 2BEG for total energy profile (first panel) and representative images of 0 ps, 1000 ps, 2000 ps, 3000 ps,
and 4000 ps in a virtual environment. (B) Snapshot of 2BEG-AQ complex for total energy profile (first panel) and representative
images of 0 ps, 1000 ps, 2000 ps, 3000 ps, and 4000 ps in a virtual environment. (C) Snapshot of ligand-free 503L for total energy
profile (first panel) and representative images of 0 ps, 1000 ps, 2000 ps, 3000 ps, and 4000 ps in a virtual environment. (D) Snapshot
of 503L-AQ complex for total energy profile (first panel) and representative images of 0 ps, 1000 ps, 2000 ps, 3000 ps, and 4000 ps in
a virtual environment.



