


2

n
atu

re
p

o
rtfo

lio
|

rep
o

rtin
g

su
m

m
ary

M
a

rch
2021

Data
Policy information about availability of data

All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.
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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

All data generated in this study are included in this article, Supplementary Information, and in Supplementary Datasets. Source data are provided with this paper.
PDB deposited structural data are as follows:

6WHA, https://doi.org/10.2210/pdb6WHA/pdb, 5-HT2A cryo-EM structure in complex with 25CN-NBOH

6WGT, https://doi.org/10.2210/pdb6WGT/pdb, 5-HT2A crystal structure in complex with LSD

6A94, https://doi.org/10.2210/pdb6A94/pdb, 5-HT2A crystal structure in complex with zotepine

6A93, https://doi.org/10.2210/pdb6A93/pdb, 5-HT2A crystal structure in complex with risperidone

6WH4, https://doi.org/10.2210/pdb6WH4/pdb, 5-HT2A crystal structure in complex with methiothepin

Custom code is available at github: https://github.com/jruhym/jNotebooksForMD/blob/trunk/pocket-ligandInteractionTimeSeriesHeatmap.ipynb.
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In vitro experiments were performed in biological triplicate forming independent replicates (technical duplicates or triplicate per biological
replicate) which is standard for the field. HTR counts were analyzed using one-way or two-way ANOVAs; Dunnett’s test or Tukey’s test was
used for post hoc comparisons. Significance was demonstrated by surpassing an ! level of 0.05.

No data were excluded from the study.

Data were replicated using technical and independent replicates. See figures and table legends for details.

For the behavioral studies, mice were randomly assigned across treatments.

In vitro and the HTR experiments done on Male C57BL/6J mice (6–8 weeks old) were performed by blinding the experimenter to drug identity.




