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Table S1- CFF.itp as obtained from SWISS-PARAM
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0.0476
0.0365
-0.5653
0.2902
-0.2366
0.715
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0.69
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14.0067

12.011

14.0067

12.011

12.011
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22 HCMM 1 LIG H7 22 0 1.0079
23 HCMM 1 LIG H9 23 0 1.0079
24 HCMM 1 LIG H10 24 0 1.0079

The topology file for the ligand has been retrieved from SWISS-PARAM which is readable by
GROMACS. This helps in combining coordinates of protein and ligand together in one topology

file for the simulation of Protein-Ligand complex.
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Figure S1: Correlation between the theoretical and experimental NMR chemical shifts for Ca and

Cp atoms of AP42 protofibril structure is shown in panel a, and b, respectively. The unit of NMR

chemical shift is ppm
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Figure S2: Comparison of simulated 3JHN-Ha coupling constants of the AB42 residues (red) with

experimental measurements
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Figure S3: Statistical significance of all three simulation runs by Mean and standard deviation

across Rq for all three sets in AB-CFF for 100 ns.
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Table S2: Secondary structure component statistics for AP17-42 protofibril-Caffeine complex with

three sets of simulations

The helix® is the sum of a— and 310— helices

Secondary AB17.42 AB,;.4, protofibril- | AB,;_,, protofibril- AB,;.4, protofibril-
structure protofibril-Water | CFF complex CFF complex CFF complex

component(% (simulation 1) (simulation 2) (simulation 3)

) (Average over 3

Sets)

Coil 31 37 38 44
B-Sheet 51 33 44 37
B-Bridge 1 4 3 3
Bend 12 17 11 11
Turn 2 5 1 2
Helix® 0 2 0 0
Chain_Separat 3 3 3 3
or

A movie showing destabilization effect of caffeine on AP protofibril



