°£°:°° biomolecules m\D\Py

Dynamical rearrangement of human epidermal
growth factor receptor 2 upon antibody binding;:
effects on the dimerization
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Figure S1. Time evolution of the COM distance between HER2 and F0178. The smaller plot shows the

full length of the larger production run for this system. Data was smoothed using a floating average
window of 10 ns.
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Figure S2. Time evolution of the COM distance between HER2 and ScFv. Data was smoothed using a
floating average window of 10 ns.
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Figure S3. Normalised conservation scores of interfacial residues from ECDII-HER2 when coupled to
F0178 (®) and scFv (+) antibody fragments. The light blue bars highlight the so-called “dimerization
arm” residues. The light blue and dark blue dashed lines represent the average conservation score for

dimerization arm and non-dimerization arm residues, respectively.
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Figure S4. Interpolated structures along PC1: (A) F0178:HER2, (B) scFv:HER2. Colour scale from blue
to red depict low to high atomic displacements. The dashed box highlights the “dimerization arm”

region at ECDIIL.
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Figure S5. Location of the residues that showed a significant shift in SASA due to allosteric effects. The
regions coloured in red show the residues in HER2 whose SASA was affected by the presence of ScFv,
while the regions in blue show the residues in HER2 whose SASA was affected by F0178. Also shown
are the initial positions of both partners (semi-transparent). The image on the right is the mirror-image
of the one on the left. The secondary structure of the receptor and its partners is depicted as a cartoon,

and the surface is also shown as a contour.
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Figure S6. Simplified depiction of the SASA analysis. The dotted lines are a simplified depiction of the
region used in the SASA calculation. Two specific residues coloured in green and yellow are also
included. The residue in yellow is located in the interface region between HER2 and ScFv and should
have a noticeable difference in SASA if ScFv is included or excluded from the calculation in the complex
trajectory. The residue in green is located in a region where the presence of ScFv could only be felt
indirectly when performing differences between the bound and unbound trajectories
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Table S1. MD equilibrated regions for each system and replicate in nanoseconds.

R1 R2 R3 R4 R5

HER2 40-200 50-200 50-200 20-200 -

HER2:ScFv 60-500 50-500 90-500 90-500 150-500

HER2:F0178 50-200 50-200 50-200 50-200 30-600
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