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

Human research participants
Policy information about studies involving human research participants and Sex and Gender in Research. 

Reporting on sex and gender

Population characteristics
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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
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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.

RNAseq data from the vTRAP experiment in DRNvglut3 neurons is publically available following the GSE87890 published in Nectow AR et al. 2017 Cell.

Allen Brain Atlas ISH Database is used for validation of ISH studies conducted with RNAscope technology and is publicly available.

For ISH studies in human tissue 3 samples from frozen sections of non-diseased donors were used. In particular we used
samples from a 59 year old male, from a 58 year old female and from a 78 year old female.

Population selected was from healthy donors since the sole purpose of the experiments was to confirm the expression of the
same target (Hcrtr1) in the same neurons Slc17A8 in humans.

Cerevance acquired the samples with full consent from the Tissues for Research biobank located in the UK and from the
General Section of the Douglas-Bell Canada Brain Biobank.

Cerevance acquired samples already for more than 11000 donors at multiple Biobanks, all with appropriate ethical consents.

No statistical methods were used to calculate the sample size ahead of each study.

Sample size was determined based on prior studies and literature in the field as well as animal availability in transgenic breedings to meet age
matchings. PMID: 2409368, PMID: 21209617, PMID: 22801496, PMID: 27616062

No data were excluded

All data were successfully replicated and data from multiple experiments were pooled in acute experiments. These information is expanded in
Statistics and Reproducibility section in the manuscript.

Chronic experiments in HFD were performed in large sample sizes and were only performed once given the amount of available drugs and for
timing consideration, multiple experiments coming to similar biological conclusions or using different paradigms strengthen the conclusions.

For all experiments mice were randomly assigned assuring that mice were age, sex and weight matched prior to weight loss assessments.

Data were collected bind, and posthoc registered to the treatment conditions and analyzed to prevent bias.



3

nature
portfolio

|
rep

orting
sum

m
ary

M
arch

2021

Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

The following primary antibodies were used, and unless otherwise indicated concentrations apply to all staining techniques. These
reagents and others can be found now as Supplementary Table 5. We have used antibodies across multiple lots, and found the
results to be comparable across animals and tissues:

Anti-Hcrtr1-(human)- PA5-33838 (1:100) Thermofisher Catalog # PA5-33838; RRID: AB_2551207

Alexa Fluor 488 AffiPure Donkey Anti-Mouse IgG (H+L) (1:1000) Thermofisher Catalog # A-21202; RRID: AB_141607

Alexa Fluor 647 AffiPure Donkey Anti-Rabbitt IgG (H+L) (1:1000) Thermofisher Catalog # A-31573; RRID: AB_2536183

Alexa Fluor 488 AffiPure Donkey Anti-Rabbitt IgG (H+L) (1:1000) Thermofisher Catalog # A-21206; RRID: AB_2535792

Chicken-anti-GFP (1:2000) AVES-LABS Catalog # GFP-1020; RRID: AB_2307313

Anti-GFAP rabbit polyclonal antibody (1:5000) Abcam Catalog # AB7260

Anti-RFP (RABBIT) Antibody Min X Hu Ms and Rt Serum Proteins (1:2000) ROCKLAND Catalog # 600-401-379

RNA-scope technologies (ACD-BIO) in situ probes:

Slc32a1-C3 mouse Acdbio Catalog # 319191

Slc17a6-C3 mouse Acdbio Catalog # 319171

Slc17a8-C2-human Acdbio Catalog # 487431

Hcrtr1-C1-human Acdbio Catalog # 312588

Slc17a8-C3 mouse Acdbio Catalog # 431261

CalcR-C2 mouse Acdbio Catalog # 317518

Hcrtr1-C2 mouse Acdbio Catalog # 466638

Gpcr4-C2 mouse Acdbio Catalog # 427948

Antibodies used are commercially available and have been thoroughly validated in the literature and by the manufacturer as it can be
seen in their webpage.

Human antibody against Hcrtr1 was additionally validated in HEK Cells expressing Hcrtr1 or not (see Extended Data Fig 10).

RFP (PMIDs: 31257028, 33854415)

GFP (PMIDs 31372393, 31257028)

GFAP (PMIDs: 33034847, 33094475)

Alexa 488 donkey anti-Rabbit (PMID: 36130959, 36134661)

Alexa 647 donkey anti-Rabbit (PMID: 36163184, 36151203)

ALexa 488 donkey anti-Mouse (PMID: 35259845, 35240875)

RNAscope probes are all validated by Acdbio before being send and are computationally matched guaranteeing a 100% success..






