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Fig. S17: MCIR amino acid differences in the extended ligand binding pocket based on the
NDP-a-MSH—MC4R—Gs—Nb35 complex structure. Variations of MCIR compared to MC4R
forming the NDP-a-MSH binding site were in silico substituted at the NDP-a-
MSH-MC4R—Gs—Nb35 complex structure.

Ribbon representations, top-view (a-b) and side view

(c-d) of the ligand binding pocket of NDP-a-MSH (green color) bound to MC4R (orange color)
with stick representation of amino acid residues 1129332, 1133336 S188EL2, 119440 and
Y268%8, which are different between MC4R and MCIR.

In (b,d) aforementioned residues were substituted with the corresponding residues at MC1R
(green/cyan color), namely, T124332, M 128336, Y183EL2 1.189%40 and 126468, Of note, S188EL2
in MC4R EL2 corresponds to Y183EL2 in MCIR. The backbone carbonyl group of MC4R
S188EL2 interacts with the W9? and the side chain hydroxyl group of S188FL2 with R8? of the
agonist NDP-a-MSH.



