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Figure S1. Volumes of the interior cavities in the 9-chain PSP,1 CBD,2 and AD3 protofibrils 
identified by pyVOL (version 1.7.8).4 The minimum and maximum probe radii are 1.4 and 4.5 Å, 
respectively. The partitioning parameters, max number of sub-pockets and sub-pocket radius, are 
set to 12 and 1.7 Å, respectively.

Figure S2. Scoring and binding sites of all the tracers docked to PSP, CBD and AD protofibrils by 
Autodock 4.5 The setting of grid box is similar to previous study,6 in which a very large box 
covering the entire protofibril with 2000 output poses for each tracer. All the poses with docking 
score lower than -5.0 kcal/mol were depicted as spheres with the color scaled by docking scores.
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Figure S3. Tracer binding modes that is perpendicular to the axis of protofibril observed during 
the MD simulations starting from site s6 of the CBD protofibril.



S4

Figure S4. Positional shift of PI2620 in the V2 site and the enlargement of the entire groove of the 
AD protofibril. The initial conformation, PI2620, and the contacted atoms (within 4 Å of tracer 
heavy atoms) are colored in red, green sticks, and orange spheres, respectively.

Figure S5. Top-6 most contacted residues for each tracer on PSP protofibril from 100-ns (left) and 
500-ns (right) MD simulations.
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Figure S6. Comparison of the cryo-EM structures of CBD protofibril. A. Superimposition of the 
single-chain structures from 6TJX,7 6TJO,7, 6VH7,2 and 6VHA.2 B. Distribution and volumes of 
the detectable internal cavities in 6TJX structure by pyVOL with the same setting of parameters 
used in Figure S1.
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