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The raw MS data generated in this study have been deposited in the PRIDE database under accession code PXD022335 [https://www.ebi.ac.uk/pride/archive/
projects/PXD022335]. Analyzed data generated in this study are provided in the Supplementary Information and Source Data file. The reference number for the
mouse SwissProt database used in this study is 000000589 [https://www.uniprot.org/uniprot/?query=proteome:UP000000589%20reviewed:yes]. For network
analysis, two online databases were used including STRING-DB v11 [https://string-db.org/] and HuRI [http://www.interactome-atlas.org/]. All datasets and plasmids
generated in this study are available from the corresponding author on reasonable request. Source data are provided.

Required sample sizes were estimated based on previous publications (Rhee et al Science 2013, Loh et al Cell 2016, Loingier et al Cell 2017,
and Paek et al Cell 2017) and our past experience.

No data were excluded after analyses.

The number of replicates for each experiment were reported in the paper, figure legends, and the method section. Each proteomic dataset
was performed once, while the biological replicates were collected from multiple independent tissue preparation sessions as animals become
available. All attempts at replication were successful. All other experiments were repeated at least twice or as noted in the figure legend.

Animals were randomly assigned to groups. Proteomic samples were randomized for TMT labeling experiments.

Whenever possible, data were analyzed blind to condition. Data that require an automated analysis pipeline were not analyzed blind to
conditions, including proteomics data (MSstatsTMT), locomotion behavior (ToxTrac). For cFos analysis, the investigators were blinded to
group assignment during cell counting.

Primary antibodies used in the study were listed below:

mouse anti-FLAG (1:1000; Cat. No. A00187-200, Genscript, NJ, USA)

chicken anti-GFP (1:2000; Cat. No. AB13970, Abcam, Cambridge, UK)

rabbit anti-c-Fos (1:10,000; Cat. No. 226003, Synaptic Systems, Goettingen, Germany)

rabbit anti-JunB (C37F9) (1:5,000) (Cat. No. 3753S, Cell Signaling, Danvers, MA)




