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Analytical HPLC traces.

SI Figure 1. Analytical HPLC trace of 9
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SI Figure 2. Analytical HPLC trace of 10
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SI Figure 3. Analytical HPLC trace of 31
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SI Figure 4. Analytical HPLC trace of 32
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SI Figure 5. Analytical HPLC trace of 33
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SI Figure 6. Analytical HPLC trace of 34
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SI Figure 7. Analytical HPLC trace of 35
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SI Figure 8. Analytical HPLC trace of 36
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SI Figure 9. Analytical HPLC trace of 45
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SI Figure 10. Analytical HPLC trace of 46



13

SI Figure 11. Analytical HPLC trace of 47
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SI Figure 12. Analytical HPLC trace of 48
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SI Figure 13. Analytical HPLC trace of 49
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SI Figure 14. Analytical HPLC trace of 50
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SI Figure 15. Analytical HPLC trace of 51
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Chemical structures of the reference ligands.
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SI Figure 16. Chemical structure of the reference ligands.
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mGlu2-Gqo5 - Basal characterization.

Agonists or ago-PAM EC50 (nM)
[pEC50 ± SEM] Rmax ± SEM n

Glu 3500 
[5.45 ± 0.02] 100 17

LY 354740 24 
[7.60 ± 0.09] 96 ± 3 5

CBiPES
(tested as agonist)

1300 
[5.87 ± 0.13] 90 ± 7 5

CBiPES
(tested as PAM)

28 
[7.54 ± 0.07] 93 ± 5 5

Comp. Antag. or NAM IC50 (nM)
[pIC50 ± SEM]

n

LY 341495 3.8 
[8.42 ± 0.09] 4

Ro 64-5229 26 
[7.58 ± 0.13] 4

SI Table 1. Functional properties of reference ligands at the mGlu2/Gqo5-HEK293 cell line in the Ca2+/Fluo-4 assay. 
EC50 values for agonists and ago-PAMs and IC50 values for competitive antagonists and NAMs are given in nM with 
pEC50 ± S.E.M. and pIC50 ± S.E.M. values in brackets, respectively. Rmax values for agonists and ago-PAMs are given 
in % of Rmax of Glu determined at the same plate. In the antagonist/NAM experiments, Glu EC80 was used as agonist 
concentration. In the PAM experiments with CBiPES, the compound was co-applied with Glu EC10.
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Potency/Affinity-spacer length correlation.
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SI Figure 17. Antagonist potencies of compounds 45-51 plotted against spacer length in (PEG)n 5-HT2A/mGlu2- and 5-
HT2A/mGlu2/Gqo5-HEK293 cells in the Ca2+/Fluo-4 assay
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SI Figure 18. Binding affinities of compounds 45-51 plotted against spacer length in (PEG)n at 5-HT2A-, 5-
HT2A/mGlu2- and 5-HT2A/mGlu2/Gqo5-HEK293 cell membranes in the [3H]ketanserin binding assay


