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Fig.S1 Root-mean-square deviation (RMSD) from the initial structure for non-hydrogen atoms as a function of time in

three MD trajectories.
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Table S1  Free energy decomposition of residues of Z,g; for AB;6.49 Of the Z,p3-AB16.40 COMplex

(kJ-mol™).
Zap31:AB16-40 Zap32:AP16-40
E15 -12.98 14.40
116 -16.24 -21.77
V17 -23.99 -23.66
Y18 -54.89 -23.45
L19 -24.41 -22.82
P20 -33.66 -24.49
N21 -12.43 -6.82
L22 -11.85 -5.36
N23 -0.04 1.09
P24 -0.59 -0.08
D25 6.87 4.69
Q26 -0.63 0.29
L27 -3.68 -4.98
C28 -1.17 -1.09
A29 -0.04 -0.17
F30 -5.44 -2.22
131 -6.78 -4.61
H32 -0.13 1.09
S33 0.96 0.04
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L34 -5.90 -3.43

H35 4.02 -7.49
D36 0.08 0.54
D37 -0.25 0.54
P38 -3.27 -11.35
S39 -0.92 -0.80
Q40 0.25 -0.92
sa1 2.81 -10.05
Ad2 -0.71 -8.21
N43 -0.08 1.93
L44 0.25 -0.25
L45 -6.49 -13.15
A46 0.04 -0.96
E47 -0.08 -0.13
A4S 0.42 0.29
K49 2.76 -1.80
K50 -0.08 -0.33
L51 0.04 0.13
N52 -3.52 -2.97
D53 0 0.42
A54 -0.08 0.04
Q55 0 -0.33
A56 -4.98 0.71
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Table S2  Decomposition of the total energetic contribution by residue of (a) Z g3 and (b) Z g3, for
ABlG-4O in the ZAﬁ3'Aﬁ16-40 COmpIeX (kJ'moI'l).

ZAB3I ZAB32
backbone side chain backbone side chain
E15 -14.03 -1.30 -0.33 13.57
116 -8.00 -8.12 -11.26 -10.47
V17 -19.72 -4.35 -20.16 -3.56
Y18 -9.17 -46.10 -9.13 -14.24
L19 -18.17 -6.20 -15.49 -7.24
P20 -32.49 -0.25 -16.41 -6.78
N21 -0.21 -12.14 -0.13 -6.70
L22 -11.85 -0.04 -5.44 0.08
N23 0.63 -0.71 0.77 0.29
P24 -1.97 2.47 -0.67 1.30
D25 -0.04 7.20 0.04 4.81
Q26 -0.08 -0.50 -0.08 0.38

L27 0.21 -4.02 0.04 -5.07
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C28 0 -0.96 -0.08 -0.80

A29 -0.04 0 0 -0.17
F30 -0.29 -5.23 0.13 -2.34
131 -1.38 -5.48 0.29 -4.98
H32 -0.04 -0.21 -0.17 1.38
S33 0.54 0.42 0.04 0.00
L34 -2.01 -3.98 2.09 -5.61
H35 -0.46 4.23 0.84 -8.25
D36 -0.21 0.33 0.75 -0.13
D37 -0.21 -0.08 -2.18 2.68
P38 -5.65 2.76 -0.59 -10.13
S39 -0.75 -0.14 -0.54 -0.25
Q40 0.25 0 -0.38 -0.54
S41 1.42 1.26 -3.35 -6.74
A42 -0.67 -0.04 -5.90 -2.34
N43 -0.08 0 1.55 0.38
L44 0.17 0.08 -0.29 0.04
L45 -0.04 -6.49 -2.60 -10.59
A46 0.04 0 -0.59 -0.38
E47 0.13 -0.17 0 -0.13
A48 0.46 -0.08 0.25 0.04
K49 0.13 2.43 0 -1.67
K50 0.07 -0.15 0 -0.38
L51 0 0.04 -0.04 0.17
N52 -0.17 -3.31 0.21 -3.10
D53 -0.08 0.17 0 0.42
A54 0 -0.04 0 0.04
Q55 -1.26 1.26 -0.92 0.59
A56 -4.73 -0.29 1.09 -0.33

£ S3 BEWH(2) Zaps (D) Zaps, BERIRIEN APreso NEEH H1REZM i (l"mol ™)
Table S3  Decomposition of the total energetic contribution by residues of (a) Zags; and (b) Zaps, for ABg.s0
in the Zp3-AB1s.40 complex (ki'mol™).

Zap3i Zap32
elec vdw sas elec vdw sas
E15 -5.82 -6.53 -0.67 19.59 -4.27 -0.92
116 -5.07 -9.92 -1.26 -8.00 -12.35 -1.42
V17 -16.54 -6.82 -0.67 -19.30 -3.89 -0.46
Y18 -41.03 -11.56 -2.30 -4.90 -16.20 -2.30
L19 -13.86 -9.67 -0.88 -11.56 -10.38 -0.84
P20 -27.13 -5.53 -1.00 -15.20 -7.75 -1.55

N21 -11.64 -0.84 0 -5.99 -0.92 0.13
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L22
N23
P24
D25
Q26
L27
c28
A29
F30
131

H32
S33
L34
H35
D36
D37
P38
S39
Q40
sa1
A42
N43
L44
L45
A46
E47
A48
K49
K50
L51
N52
D53
A54
Q55
A56

-11.18
0.17
1.59
7.12
-0.59
1.30
0.33

-0.08
-0.38
0.96
1.00
-0.33
5.07
-0.08
-0.21
-2.43
-0.96
0.29
5.86
0.08
-0.04
0.63
1.17
0.04
0.21
0.67
3.18
0.13
0.04
-3.48
0.08

-0.38
-4.77

-0.67
-0.13
-0.21

-0.04
-3.85
-0.13

-4.98
-3.85
-0.04
-0.04
-4.77
-0.21

-0.04
-0.50
-0.04
-0.04
-2.55
-0.75
-0.04
-0.33
-6.62
-0.04

-0.25
-0.25

-0.13
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-0.08
-1.93
-0.25
-0.04
-1.09
-1.38

-0.38
-2.55
-1.00
0.04
-0.84
-0.88
0.17

-0.04
0.08

-0.50
-0.04
0.00
-0.04
-1.05
0.04
-0.25
-0.04
-0.17
-0.17

0.04
-0.08
-0.08
0.38
-0.21

-4.94
1.21
1.97
5.07

-0.08
0.50
0.17

0.38
1.00
1.97
0.29
3.01
-3.52
0.80
0.92
-2.22
0.29
-0.21
-4.06
-5.53
2.05
-0.04
-4.81
-0.67
0.13
0.38
-1.63

-2.76

0.38

-0.59
0.84

-0.04

-0.04
-0.08
-1.88
-0.33
0.38
-1.21
-1.17
-0.17
-0.33
-2.01
-0.84
-0.21
-0.71
-0.67
-0.21
-0.04
-1.63
-0.21
-0.50
-0.71
-0.46
-0.04
-0.04
-1.05
-0.21
-0.25

-0.08
-0.33
0.13

0.04
0.25
-0.04
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