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TABLE S1 Binding free energies of inhibitors to BD1 and BD2 calculated by MM-GBSA

method “.
Components SG3-179/BD1  SG3-179/BD2  GSK778/BD1  GSK778/BD2  GSK620/BD1  GSK620/BD2
AE . -25.1940.35 -20.1640.23 -9.2240.26 -8.8240.19 -18.5340.18 -23.8440.19
AE -41.6340.17 -43.5040.15 -45.5340.14 -44.0449.15 -31.3540.12 -36.0740.12
AGpo 37.1340.30 33.0140.21 25.2730.24 26.1240.18 28.8340.13 32.7530.13
AGronpot -3.5530.01 -3.9540.01 -3.5910.01 -3.8240.01 -3.1840.01 -3.7240.01
AGeiespor” 11.9440.13 12.8440.10 16.0520.08 17.3140.08 10.3040.11 8.9140.11
AGyaw +nonpot®  -45.1840.12 -47.4530.11 -49.1240.10 -47.8630.11 -34.5340.09 -39.7940.09
AH -33.2340.19 -34.6010.14 -33.0740.13 -30.5540.13 -24.2340.13 -30.8840.13
—TAS 21.7530.64 24.1430.73 21.8540.85 22.7330.67 16.7520.67 19.8520.66
AGpina -11.48 -10.46 -11.22 -7.82 -7.48 -11.03
IC50 (nM) 21 --£ 40 6300 15800 79
AGey,* -10.57 -10.19 -7.16 -6.61 -9.78
“ All values are in kcal/mol.
’ AGeretpor = AEele + Al
“ AGyaw +nonpol = DEyaw + AGnonpor-
“The experimental values are calculated from the equation: AGeyp = —RTIn(I1C50).

¢The IC50 value is not available.
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FIG. S1 Root-mean-square deviations (RMSDs) of backbone atoms in BD1 and BD2: (A), (C),
and (E) respectively correspond to BD1 complexed with SG3-179, GSK778, and GSK620; and
(B), (D) and (F) separately correspond to BD2 complexed with SG3-179, GSK778, and
GSK620.
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FIG. S2 Difference in root-mean-square fluctuations (ARMSF) between BD2 corresponding to
the corresponding residues of BD1, ARMSF = RMSFgp, — RMSFgp;.
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FIG. S3 The function of the eigenvalues VS the eigenvector indices obtained from principal

component analysis performed on MRMD trajectories: (A) BD1 and (B) BD2.



] SG3-179/BD1| | ] SG3-179/BD2

I mr | L H'[

______ -]+ -—----AHH--— e ]-—---]

0

[
i
1

-2 4

1
[
1

P82 N140

3
1146 B

60 80 100 120 140 160 360 380 400 420 440
I GSK778/BD1
]

0 ||-.

N433 V439

}.

1
N
t
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I

w
1
z
e
—
=
=
(]

V439

]
%
L
-
oy
=
&
&
1

60 80 100 120 140 160 360 380 400 420 440

[ ] GSK620/BD1 | [ ] GSK620/BD2,

T'_I ]r ’ !'I 1L

_________________ N YRR [, [ SRR [ T | [ ————— [

0

[
-
1

P82 1,92 V380/ 1.387 437
385

1
[ ]
1
g
(]
L

N140 3 V439
1146 F N33

=

Interaction energy (kcal/mol) Interaction energy (kcal/mol) Interaction energy (kcal/mol)

60 8 100 120 140 160 360 380 400 420 440
Residue sequence Residue sequence

FIG. S4 Interactions of inhibitors with separate residues in BD1 and BD2: (A), (C) and (E)

correspond to interactions of inhibitors SG3-179, GSK778 and GSK620 with residues in BDI1,

respectively; (B), (D) and (F) correspond to interactions of inhibitors SG3-179, GSK778 and

GSK620 with residues in BD2, respectively.
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FIG. S5 Energy difference (AAG) between BD2 corresponding to the corresponding residues of

BD1,AAG

Residuesgp; — Residuesgp,.



