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Table S1: The residues and their contact area of the interaction of two LU-domains.
Residue/Chain A Contact Area/A2 Residue/Chain B Contact Area/A2

141 69.27 V156 49.18
L66 55.61 V114 49.00
F45 50.64 L149 47.16
173 48.15 P177 44.53
L47 45.30 L158 42.25
V49 41.07 F179 41.01
L69 40.31 Y132 36.93
K9 34.48 Y139 33.18
Lé4 30.75 V174 28.58
V38 18.33 L181 27.01
A34 17.98 Al152 25.47
ATl 15.22 V147 25.26
T40 14.97 V164 22.68
V7 12.43 F143 22.06
Al0 11.11 Al51 20.77
G5l 9.28 C163 18.73
L75 8.08 V160 17.71
G43 7.33 V129 16.78
G36 7.01 V154 12.74
Q44 6.80 G115 11.52
T32 4.97 C169 10.03
A48 4.63 G173 9.61
D65 4.33 Al34 7.15
Q8 1.90 S157 6.33
R50 1.24 C185 3.71
V35 0.93 G176 3.37

C131 2.17

T148 1.55

S182 1.24

P159 0.95




Table S2: Hydrogen bonds in the interface of C4.4A and C4.4A:Fab

C4.4A-D1 C4.4A-DII *Fab Distance (A)
Ile*' (0) Tyr'*? (OH) - 2.48
Arg®? (NH2) Thr'” (O) - 2.92
His®” (O) GIn'® (N) - 2.82
His®” (NE2) Asp'”?(0OD2) - 2.83
Gly®® (O) Tyr'™* (OH) - 3.35
Glu* (OE2) - H/Asn**(ND2) 4.00
Gly® (0) - L/Trp’*(0) 3.28
Asp® (OD1) - H/Arg'® (NH2) 2.78
Asp® (OD2) - H/Arg!® (NE) 2.78
GIn™ (NE2) - H/Tyr*® (OH) 3.51
- Ser®* (OG)  H/Phe*? (O) 2.70
- Asp'¥¢ (0OD2) L/Lys* (NZ) 3.12
- His'*” (NE2) L/Tyr*® (OH) 2.51

- GIn'® (NE2) H/Arg'® (NH1) 3.44
*Fab: H means heavy chain and L means light chain.




Table S3: The residues and their contact area of the interaction between C4.4A and Fab

fragment.
Residue/C4.4A Contact Area/A>  Residue/*Fab Contact Area/A?
F72 60.89 H/F32 81.14
H137 44 44 L/W94 51.01
S135 36.92 H/Y58 45.44
E39 36.27 H/R103 39.52
G63 33.89 H/Y60 33.74
L70 30.13 H/R101 24.68
D65 26.33 H/L102 19.57
141 18.85 H/N56 17.71
Q74 14.71 H/W55 17.40
Q165 12.83 L/P95 13.05
D136 12.08 L/Y50 12.82
G68 11.47 H/Y104 8.99
Lo64 9.98 L/K49 8.35
Y139 9.18 H/G33 6.52
R62 8.18 H/W54 5.28
T40 8.17 H/T34 2.95
A37 7.77
Al34 5.28

*Fab: H means heavy chain and L means light chain.



Table S4: The residues and their contact area of the interaction between C4.4A and AGR2.
Residue/C4.4A Contact Area/A? Residue/AGR2 Contact Area/A?

D136 61.01 Q123 74.52
P104 53.86 A139 71.62
F72 52.50 R138 43.09
Y132 50.00 S134 42.95
L70 48.46 T136 41.43
S135 44.77 Y150 41.29
H137 34.19 T142 32.92
N133 32.57 V137 25.37
Al34 24.05 1141 24.15
V138 23.75 M129 23.41
G63 20.07 R127 20.10
E39 16.78 Y145 20.06
141 12.92 D140 17.91
D65 7.77 L149 16.25
Lé4 5.40 L118 13.89
P105 5.28 G143 11.93
Y139 4.94 D132 10.41
ATl 2.62 Y124 6.18

P126 5.28




Table S5: Hess’s cosine content analysis of three principal components (PC1-PC3) obtained
from mass weighted covariance analysis.

ID Cosine content
PC1 0.0586
PC2 0.0445

PC3 0.0722
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Figure S1. Sequence alignment of human C4.4A and human Haldisin. There is only a low
degree of homology between C4.4A and Haldisin. Strictly conserved amino acids are show in

black background. The alignment was done with the Clustal Omega [1] and then drew by
BoxShade of ExPASy.
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Figure S2. Backbone RMSD relative to the initial structure of Haldisin as a function of MD
simulation time.



