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Figure S1. Equilibrium RAGE protein structure after 50 ns of MD with DDPC membrane. a-
helices are colored red, 3-sheets are colored yellow, H-bonded turns are colored blue.



A 2000

1500

1000

Number of contacts

50

o

| . |||...||.|‘|I|.. ol u“h

DM - O N~
I~ 0 O O o d N
NANANMOHmO®M

N AWM
NMMIT LW O~
NANNNNNN

N "u ’l...h.l‘llhlll’“”ﬂ |\ | “|I|‘n| sl |I|I|‘|||I| |’ “‘||u|||w‘|”||| H g |I|

(")HCDI\LDCT)HQI\LOOOHQI\LDOOHGI\LDOOHQI\LO
NOMOMIT W0 O~ HHNOOQ‘LOLO(DI\OD -
HH\—IHHH\—I\—IHH HHNN

RAGE residue number

e .-

\
L C2-domain J Cl-domain L V-domain /

Figure S2. Global docking results of AB« to RAGE protein performed on servers LzerD,
ATTRACT, PatchDock, ClusPro, Hdock and Zdock and analyzed with QASDOM software. 30
best complexes from each server were used for analysis, except 10 complexes from ZDock. A
— Contact frequency histogram for RAGE residues over all 160 complexes. B — RAGE
interaction interface with APs«. Residues with more than 600 contacts are highlighted with
magenta. N-terminus is at the right and C-terminus is at the left. The interaction areas are
shown with ellipses.
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Figure S3. Global docking results of AB« to RAGE protein performed on servers LzerD,
ATTRACT, PatchDock, ClusPro, Hdock and Zdock and analyzed with QASDOM software. 30
best complexes from each server were used for analysis, except 10 complexes from ZDock. A
— Contact frequency histogram for RAGE residues over all 160 complexes. B — RAGE
interaction interface with ABw. Residues with more than 600 contacts are highlighted with
cyan. N-terminus is at the right and C-terminus is at the left. The interaction areas are shown
with ellipses.
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Figure S4. Global docking results of AP+« peptide to RAGE complex with another A«
molecule. The initial complex was obtained by docking and 50 ns MD. A — Contact frequency
histogram for RAGE residues over all 160 complexes. The residues of A3+ molecule bound to
RAGE are highlighted with beige on the histogram. B — RAGE interaction interface with the
docked Aps. Residues with more than 600 contacts are highlighted with magenta. N-
terminus is at the right and C-terminus is at the left. AP+« is colored green, N-terminus is
colored with blue and C-terminus with red. The RAGE secondary structure is marked with
color: red for helices, yellow for sheets, blue for turns.



Figure S5. Best docking RAGE complexes with three AP+« isoforms after 100 ns of MD at acid
pH. A — RAGE with AR« at pH 6.0, B - RAGE withpS8-Afs at pH 5.5, C- RAGE with isoD7-
AP« at pH 5.5. The AB« peptides are colored with green, N-termini are highlighted with blue,
C-termini are highlighted with red. The secondary structure on RAGE is highlighted with
color: red for helices, yellow for sheets, blue for turns.
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Figure S6. A — Potential of the mean force (PMF) of the AB« peptide, as it moves from the
RAGE protein into water. B — structure distribution over all simulation windows after 10 ns of
MD. Each umbrella histogram representing a simulation window is shown with different
color.
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Figure S7. A — Potential of the mean force (PMF) of the isoD7-A 3+ peptide, as it moves from
the RAGE protein into water. B — structure distribution over all simulation windows after 10
ns of MD. Each umbrella histogram representing a simulation window is shown with
different color.
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Figure S8. A — Potential of the mean force (PMF) of the pS8-A4 peptide, as it moves from the
RAGE protein into water. B — structure distribution over all simulation windows after 10 ns of
MD. Each umbrella histogram representing a simulation window is shown with different
color.



1200

1000
Qo 800
3]
8
S
o 600
-
o
2
c 400
S
P4
200 ‘ ’ ‘
” ”III“hlllLlllll lllI||| |1|‘ ”Illll” H"lll 1|||I‘ A, |||H||| bl |I|ll| H | |||l||||||l. h l||l|‘|
("'J!—l I\LD(YJHCDI\LD(")HCDI\LD(")H@l\mmﬂml\mmﬂ@l\mmﬁml\mmﬁml\
N ﬁ'm@l\l\meHHNmﬁ'm OMNMNOOOOO ANMMTELU ONNNOWMO O JddN
AN AN NANNNANNNNANNOOOOMOM

Figure S9. Global docking results of RAP peptide to RAGE protein performed on servers
LzerD, ATTRACT, PatchDock and analyzed with QASDOM software. A — Contact frequency
histogram for RAGE residues over all docking complexes. B — final complex structure after
100 ns of MD. The secondary structure on RAGE is highlighted with color: red for helices,
yellow for sheets, blue for turns.
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Figure S510. Global docking results of RP-1 peptide to RAGE protein performed on servers
LzerD, ATTRACT, PatchDock and analyzed with QASDOM software. A — Contact frequency
histogram for RAGE residues over all docking complexes. B — Contact frequency histogram
for RAGE residues in complex with AP+« peptide, C — final RAGE:RP-1 structure after 100 ns



of MD. The secondary structure on RAGE is highlighted with color: red for helices, yellow for
sheets, blue for turns.
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Figure S11. Global docking results of FPS-ZM1 to RAGE protein performed by Quick-Vina-W
software and analyzed with QASDOM software. 30 best complexes were used for analysis.
A - Contact frequency histogram for RAGE residues, B — structure of best rated complex after
100 ns of MD simulation. The secondary structure on RAGE is highlighted with color: red for
helices, yellow for sheets, blue for turns.



