The antioxidant drug edaravone binds to the aryl hydrocarbon receptor (AHR) and promotes the downstream signaling

pathway activation
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Figure S1. Superposition of the EDA-AHR docking pose with the clusters obtained from the molecular dynamics of EDA with
AHR. Docking pose (green), cluster 1 (cyan), cluster 2 (magenta), cluster 3 (yellow), 4 (salmon), 5 (white), 6 (purple), 7 (orange),
8 (light green), 9 (forest), and 10 (hot pink).

Figure S2. EDA-induced expression of a xenobiotic responsive element (XRE)-driven reporter gene. A. Schematic picture
showing the reporter cassette containing three XREs upstream of the EGFP coding sequence, which was used for in vivo
testing. B. Representative fluorescent microscopy images, showing the transient expression of the reporter cassette in 2 dpf
zebrafish larvae. Note that EDA treatment was able to induce reporter expression (fluorescent dots). All images are lateral

views, with anterior to the left. **p<0.01 with unpaired Student’s t-test.

Figure S3. EDA treatment increases Olig2 protein levels in fish larvae. Representative Western Blot for Olig2 in control and
EDA-treated fish larvae lysates. The bar-graph depicts the quantification of detected Olig2 protein levels normalized to beta-
actin. Data are expressed as the mean £SEM of 3 biological replicates (10 larvae per replicate). *p<0.05 with unpaired Student’s

t-test. The image was edited using BioRender.com.

Figure S4. Overlapping poses of the docking of GNF-351 with AHR. In green the pose resulting from docking with Autodock 4,

in cyan the pose resulting from docking with Glide.
Figure S5. 2D representation of the bonds above 30% that GNF-351 makes with AHR during the 500 ns of molecular dynamics.

Figure S6. Superimposing docking results and molecular dynamics of GNF-351 with AHR. In green the pose resulting from
docking with Autodock 4, in cyan the pose resulting from docking with Glide, in magenta the cluster number 1 resulting from

molecular dynamics simulation.



