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MPO Score % Efficacy

1 41 79%
2 4.4 87%
4 4.4 26%
5 4.4 65%
6 4.4 95%
7 4.4 92%
8 3.9 38%
9 3.9 78%
10 3.9 65%
11 3.9 131%
12 4.4 37%
13 4.4 75%
14 4.4 88%
15 4.4 85%
16 4.4 104%
17 4.4 84%
18 4.4 62%
19 5.4 85%
20 4.4 117%
21 5.5 72%
22 4.9 50%
23 4.4 64%
24 41 86%
25 3.5 17%
26 4.2 70%
27 4.3 73%
28 4.6 80%
29 4.2 81%
30 4.6 72%

Figure S1. CNS MPO Scores and Maximum Psychoplastogenicity. Central nervous system (CNS) multiparameter optimization (MPO) scores were
determined by the method described in reference 21. Maximum psychoplastogenicity is expressed as percent efficacy of the N__ value relative to the vehicle
(0%) and positive (ketamine, 100%) controls.
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Figure S2. Process for converting images into files suitable for data analysis. Images were acquired on a high content confocal microscope using a 20x
objective. Then, well defined pyramidal-like neurons were selected (yellow boxes). Predetermined thresholding values were applied to all images. Finally,
adjacent cells and signals noncontiguous with the neuron being analyzed were removed prior to running the Sholl analysis macro. All data processing was
performed by experimenters blinded to treatment conditions. The examples shown here correspond to the representative images depicted in Figure 4.
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Figure S3. Zebrafish motion traces with associated stimuli. Top: Locomotion in wells treated with vehicle (gray) or compounds (200 pM, red). Bottom: Stimuli
applied over time. Colors indicate bright LED light of respective colors. Black traces represent the waveform of acoustic stimuli, and gray vertical lines indicate
physical tapping as secondary acoustic stimuli.
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