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Research involving human participants, their data, or biological material
Policy information about studies with human participants or human data. See also policy information about sex, gender (identity/presentation),
and sexual orientation and race, ethnicity and racism.

Reporting on sex and gender

Reporting on race, ethnicity, or
other socially relevant groupings

Population characteristics

Recruitment

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.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

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.

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

Plants

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

acc=GSE160016, GSE160016); young (6 month old) and aged (24 month old) murine serum small RNA-Seq (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?
acc=GSE76442, GSE76442); murine peritoneal macrophage PPAR ChIP-seq (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSM3022232, GSM3022232);
murine LAM ATAC-seq (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE113583, GSE113583); 3T3-L1 and primary adipocyte small RNA-Seq [(https://
www.ncbi.nlm.nih.gov/bioproject/PRJEB20090/, PRJEB20090) (https://www.ncbi.nlm.nih.gov/bioproject/PRJEB25978/, PRJEB25978)]; Human Drosha KO RNA-seq
(https://www.ncbi.nlm.nih.gov/bioproject/PRJNA282167/, PRJNA282167); Human serum small RNA-seq (https://www.ncbi.nlm.nih.gov/bioproject/PRJEB21747/,
PRJEB21747); Human adipose tissue small RNA-seq (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE45159, GSE45159); Human argonaute HITS-CLIP
[(https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE41272, GSE412720 (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE41357, GSE41357) and
human adipocytes ATAC-seq (https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE178796, GSE178796)

N/A

N/A

N/A

N/A

N/A

We did not pre-calculate sample size.

None.

Experiments were replicated as detailed in the figure legends.

In experiments using wild-type mice, mice were randomized into groups.

None.
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Antibodies
Antibodies used

Validation

Eukaryotic cell lines
Policy information about cell lines and Sex and Gender in Research

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

Wild animals

Reporting on sex

Field-collected samples

Ethics oversight

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

Anti-Phospho Akt2 (Ser474) (D3H2) Cell Signaling 8599S

Anti-Akt2 (D6G4) Cell Signaling 3063S

Anti-Pten (A2B1) Santa Cruz Biotech. sc-7974

Anti-actin Sigma Aldrich A2066-100UL

Anti-mouse IgG HRP Cell Signaling 7076S

Anti-rabbit IgG HRP Novus Biologicals HAF008

Cd45 Rat anti Mouse, BUV395, Clone: 30 F11, BD BD-bioscience 564279

BV421 Rat Anti-Mouse CD9 Clone KMC8 BD-bioscience 564235Â 

Anti-CD86 Rat Monoclonal Antibody Biolegend 105039

Brilliant Violet 605, anti-mouse F4/80 Antibody Biolegend 123133

Brilliant Violet 650, anti-mouse Ly-6G BioLegend 127641

Anti-CD11b Rat Monoclonal Antibody (Brilliant Violet-785) BioLegend 101243

BODIPY Thermo Scientific D3922

PerCP/Cyanine5.5 anti-mouse CD68 Antibody Biolegend 137009

PE anti-mouse CD64 (FceRI) Antibody Biolegend 164403

Pe/dazzle- 594 anti-mouse I-A/I-E Biolegend 107647

Cd11c Monoclonal Antibody (N418), PE-Cyanine5.5 Thermo Scientific 35-0114-82

PE/Cyanine7 anti-mouse CD206 Biolegend 141720

Anti-Ly-6C Rat Monoclonal Antibody (APC (Allophycocyanin)) Biolegend 128015

Cd197 (CCR7) Monoclonal Antibody (4B12), Alexa Fluor 700 Thermo Scientific 56-1971-82

Siglec F Rat anti Mouse, APC Cy7, Clone: E50 2440 Thermo Scientific BDB565527

Phospho-HSL (Ser660) antibody Cell Signaling 4126

HSL antibody Cell Signaling 4107

CD9 Antibody BD Biosciences 553758

These antibodies are commonly used clones purchased from reputable companies and were utilized following recommended
protocols.

3T3-L1 ATCC CL-173

293T ATCC CRL-3216

Cell lines were purchased directly from ATCC.

Cell lines were not tested for mycoplasma.

N/A

C57BL/6J littermate WT controls

Mouse/B6: miR-6236 KO (whole body)

Mouse/B6: miR-6236 loxP/loxP

LysM Cre: B6.129P2-Lyz2tm1(cre)Ifo/J Jackson Laboratory Stock no. 004781

N/A

Effects of biologic sex were considered and sex-disaggregated data is presented in the manuscript.

N/A

CHOP IACUC approved these studies.




