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Figure S1. RMSD plots related to the first MD simulation of X-ray structure Cbl-b-CINS5.
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Figure S2. RMSD plots related to the second MD simulation of X-ray structure Cbl-b-CIN85.
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Figure S3. 2D depiction of the interactions occurring in the first MD simulation of the X-ray
structure Cbl-b-CINS5.
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Figure S4. 2D depiction of the interactions occurring in the second MD simulation of the X-ray

structure Cbl-b-CINS5.
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Figure S5. Docking score histogram plot related to the docking of MUC1 with CIN85 dimer.
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Table S1. Per-residue interaction score related to the docked complex of MUC1-CINS85 dimer

Residue Glu A17 Gly Gly Trp Leu Pro Phe B8 AspB9 GIn Glu Trp Asn Phe
A34 A35 A36 A47 A49 B13 B17 B36 B51 B52

Interaction

Energy -13.882  -3.809 -0.333 -3.701 -0.662 -2.537 -0.180  -8.009 -1.212 -20.824 -1.522  -1.185  -3.258

(kcal/mol)

Table S2. Per-residue interaction score related to the docked complex of MUC1-CIN85 monomer

Residue Glu 17 Gly34 Trp36 Phe48 Pro49 Asp50 Asn51 Phe52
Interaction
Energy -4,403 4230 -12,929 -1,576  -2,411 21,362 -8,705  -2,407
(kcal/mol)




Figure S6. MUC1 VNTR peptide (PDB 6KX1) interactions with SH3 domains residues of CIN85
dimer from first prioritized protein-peptide docked complex.
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Figure S7. RMSD plots related to the first MD simulation of MUC1-CIN85 SH3A heterotrimeric

complex.
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Figure S8. RMSD plots related to the second MD simulation of MUCI1-CIN85 SH3A
heterotrimeric complex.
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Figure S9. 2D depiction of the interactions occurring in the first MD simulation of MUC1-
CINS5 SH3A heterotrimeric complex.

0
HaNG,, N ‘
% N
H
- OH
© NH
o

OH HNII,,,
OH
B: o
PHE W R
8 \\“‘ (@)
HN / o
(o) -~
o
A:
TRP
36 \\(
\‘\\
B: G
H,N
H20
A:' . NH2
A: y A:
LEU
5 &
Charged (negative) Polar -» H-bond (sidechain)
Glycine Water —e Pi-cation
Hydrophobic -» H-bond (backbone) Solvent exposure

S12



Figure S10. 2D depiction of the interactions occurring in the second MD simulation of MUC1-
CINS85 SH3A heterotrimeric complex.
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Figure S11. Docking score histogram plot related to the docking of MUC1 with CIN85 dimer.
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Figure S12. RMSD plots related to the first MD simulation of MUC1-CIN85 SH3A heterodimeric
complex.
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Figure S13. RMSD plots related to the second MD simulation of MUC1-CIN85 SH3A

heterodimeric complex.

50

40 !

3.0

20

10

A) RMSD Plot of protein heavy atoms

0.0 *-

10,000

20,000
Time [ps)

B) RMSD Plot of ligand

a0
3.5 i l
3.0
25
20 |
15
1.0

05

0.0+ .
10,000

20,000 50,000

Time [ps)

S16



Figure S14. 2D depiction of the interactions occurring in the first MD simulation of MUC1-
CIN85 SH3A heterodimeric complex.
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Figure S15. 2D depiction of the interactions occurring in the second MD simulation of MUC1-

CIN85 SH3A heterodimeric complex.
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