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Fig. S1. Docking poses of OZP and CPX.
a) The methyl-group of OZP (blue sticks) extends into a side pocket (white surface,
highlighted by an arrow) occupied by iperoxo (black sticks, copied from the crystal structure
in complex with hM2 (PDB entry 4MQS (25)). b) The docking pose of CPX (yellow sticks)
suggests that none of the hydrogen bonds observed for OZP (blue sticks) can be formed. The
basic moiety of CPX is positioned further away from D112 and the two compounds adopt a
different 3D configuration. The model of the active hM4D(Gi) is shown as gray cartoon and
sticks and the Y113C and A203G mutations are highlighted in orange.

Table S1. Hit list of the 3D- and 2D-based screens. Only FDA/EMA-approved molecules
are listed (applicable for CHEMBL databank). The drug name, Tanimoto Combo (for 3D) or
similarity (for 2D), as well as the screen database, and the individual identifiers (ID) are
indicated. (Drugbank 5.0.7 (38), CHEMBL (23), accessed 21.June 2017)

Table S2. Structures of all tested molecules (note that NQN, which has not been tested, is
also shown).

Table S3. Ki values for CZP and OZP at different receptors and hM4D(Gi) EC50 (bold
and indicated with an arrow). Data from the PDSP Ki Database
(https://pdsp.unc.edu/databases/kidb.php; access date 8th February 2019). NA: not available.

