Supporting Information

Table 1. List of receptor type-specific distance constraints for the distance geometry
refinement of the model of the active conformation of MC4R.

H-bond distance constraints (2.9 A) in MC4R

H-Donors H-Acceptors H-Donors H-Acceptors
Residues | Atoms | Residues | Atoms | Residues | Atoms | Residues | Atoms
Leu3l N Asnl120 0d1 Serl39 Oy Alal35 O
Lyz33  NC Aspll3 051 |Serld2 Oy Cysl3g8 O
Tyr35  On Ser28 O Argld7* Nnl  Tyr302  Op
Tyr35 On Leu3l O Arglar*  Nn2 Tyr212  On
Ser36 Oy Alalld O Thri50 Oyl Aspld6 O
Serd7 Oy Glu49 Ol |Arglé5* Nnl  Aspldé 06l
Thr53 Oyl Glu49 @) Serl7l Oy Glyi67 O
S8 Oy Ser205 O Trpl74  Nel ~— Se85 Oy
Asn62  N§2 Ser58 Oy Thri78 Oyl Trpl74 O
Asn72 No62 Alab8 @) Serl88 Oy Phel84 O
Lys73  NC Ala70 O Serl90 Oy Tyr268  On
Tyr80  On Glu308 Og2 | Serl9l N Aspl89 052
Ser94 Oy A90 O Th203 Oyl llel®8 O
Ser%6 Oy llel2s O Ser210 Oy Ala206 O
Asn97 No62 Glul100 Oel His222*  N§1 Asn240 081
Thr101 Oyl Asn97 @) Arg236* Nn2 Leu229 O
Thr105 Oyl Thr101 @) Asn240* N&2 Ala2z19 O
Thri09 Oyl lelo3 O Thr248 Oyl Ala244 O
Thrl12 Oyl Serll6 O Thr270 Oyl 116266 @)
Serll6 Oy Glud2  O2 |Se282 Oy GInd3  Oel
Asn120 N Asnl108 0d1 Asn285 Nd2 Phe45 @)
Asn120  Nd2 Thr110 Oyl Asn284  N&2 Met281 O
llel21 N Asnl108 0d1 Asn294*  N§2 Serl36 Oy
Asnl23  N32 Glu29 Oe?2 Ser295 Oy Met292 O
Serl27 Oy Asn123 O Arg305*  Nn2 Thr246 Oyl
Serl3l Oy Serl27 O Arg310 Nni Leu304 O
Ser136 Oy Asp298 052 | Thr3l2 Oyl  Gly308 05

* H-bonds present only in the active conformation of MC4R



Residues | Atoms | Residues | Atoms

| Distances (A)

Disulfide bond constraintsfor M C4R

Cys40 CB Cys279 CB 4.20
Cys40 CB Cys279 Sy 3.05
Cys40 Sy Cys279 Gp 3.05
Cys40 Sy Cys279 Sy 2.04
Cys271 | CB Cys277 | CB 4.20
Cys271 | CB Cys277 Sy 3.05
Cys271 | Sy Cys277 Gp 3.05
Cys271 | Sy Cys277 Sy 2.04
H-bonds between NDP-M SH and M C4R
NDP-M SH MC4R
Residues | Atoms | Residues | Atoms | Distances(A)
Serl Oy Asp37 002 2.90
Tyr2 On Thrl18 Oyl 2.90
Ser3 Oy Glu42 Oel 2.90
Glu5 Oel His264 No1 2.90
His6 No1 Glul100 Oge2 2.90
D-Phe7 N Aspl126 001 2.90
Arg8 Ne Aspl26 0ol 2.90
Arg8 Nn1l Aspl22 0ol 2.90
Arg8 Nnl Thrl18 Oyl 2.90
Trp9 O His264 Ne2 2.90
Gly10 @) Tyr268 On 2.90
Lysll NC Asp189 051 2.90
Additional constraintsin NDP-M SH
Glus @) Arg8 N 2.90
Nled CB Gly10 CB 4.50
Asp5 CB Gly10 CB 7.50




