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Figure S1. RMSDs of backbone atoms in BACEZ1 calculated by using three separate MD trajectories:
(A) the apo BACEL, (B) the 60W-BACEL complex, (C) the 954-BACE1 complex and (D) the 60X-
BACE1 complex.
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Figure S2. Structural domains corresponding to the obvious changes in RMSFs due to inhibitor
binding.
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Figure S3. Stability of secondary structures for the 60W-bound BACEL1 in three separate MD
simulations: (A) the simulation 1, (B) the simulation 2 and (C) the simulation 3.
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Figure S4. Stability of secondary structures for the 954-bound BACEL in three separate
simulations: (A) the simulation 1, (B) the simulation 2 and (C) the simulation 3.

MD



“r
™
: Beod
S48 ad S4s -
nn
0 o Tws
s
s n
H
reoe
reoe
Mgha Algh
vea s
10
>0 p2
e 0 28
an Bridg G178 bridg
uxn e N -
e we
Fore | O
x 1o ] ; . ") - oo b T 100 o
A Simulation time(ns) B Simulation time(ns)
r
e Bead
370 Tun
e
ri
1290
Klzh
s
»
A28 -
178 eidg
ns Bt
we
Fone
a8

X ) 00 100

Simulation time(ns)
Figure S5. Stability of secondary structures for the 60X-bound BACEL in three separate MD
simulations: (A) the simulation 1, (B) the simulation 2 and (C) the simulation 3.
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Figure S6. (A) Free energy landscapes of the apo BACE1 constructed by using the PC1 and PC2 as
reaction coordinates and (B) structural superimposition of the apo BACEL situated at the energy
valleys EV1-EV3.



