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For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors and
reviewers. We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Portfolio guidelines for submitting code & software for further information.

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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Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

org.Mm.eg.db (v3.14.0) : https://bioconductor.org/packages/release/data/annotation/html/org.Mm.eg.db.html

The Whole Exome Sequencing, RNA-Seq, ssRNA-Seq and scRNA-Seq generated in this study are deposited at The European Nucleotide Archive (ENA) under the
accession number (PRJEB53822) and can be accessed publicly.

Publicly available DEPMAP data (22Q1 Chronos dataset for dependency and the Expression 22Q1 Public dataset for RNAseq) were downloaded from the repository
(https://depmap.org/portal/interactive/)

All remaining data is available in the Article, Supplementary and Source Data files

Source data are provided with this paper.

Sample size was not based on prior specific hypotheses given the exploratory nature of the experiments.

A minimum of 4 mice per group was included in order to calculate variance, accounting for possible drop-out due to unrelated causes (e.g.
cannibalism)

No data were excluded

each in vivo experiment was replicated at least once and each in vitro experiment was conducted in at least triplicate wells. No experiment
was excluded from the final analysis

mice and cell culture flasks were randomly allocated to the different treatments. No stratification factor was employed

The operators were not blind to the allocation because i) mouse experiments could not be blinded since mice allocated to caloric restriction
are immediately recognizable; ii) cell culture experiments could not be blinded because flasks need to be labelled in order to be recognized
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Antibodies
Antibodies used

Validation

Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

-CD45.2 monoclonal antibody (104), FITC (eBioscience™; #11-0454-82)

-CD45.2 monoclonal Antibody (104), APC (eBioscience™; #17-0454-82)

-CD45.2 monoclonal antibody (104), PE (eBioscience™; #12-0454-82)

-CD45.2 monoclonal antibody (104), APC-Cy7 (BD Pharmingen™; #560694)

-CD45.1 monoclonal antibody (A20), PE-Cyanine7 (eBioscience™; #25-0453-82)

-CD45.1 monoclonal antibody (A20), PE (eBioscience; # 12-0453-82)

-Alexa fluor® 488 mouse anti-Ki-67 (B56)(BD Pharmingen™; # 558616)

-Alexa fluor® 647 Mouse anti-Ki-67(B56) (BD Pharmingen™; #561126)

-PE rabbit anti- active caspase-3 (C92-605) (BD Pharmingen™; # 550821)

-CFLAR/FLIP (D5J1E) rabbit mAb (Cell signaling; #56343)

-CD177 antibody (R&D Systems; #MAB8186)

-CD34 monoclonal antibody (RAM34) FITC ( eBioscience™ , # 11-0341-82)

- FcyRIII/II (CD16/CD32) monoclonal antibody (93), eFluor™ 450 ( eBioscience™, # 48-0161-82),

-GR1 (Ly-6G/Ly-6C) monoclonal antibody (RB6-8C5), PE, (eBioscience™, # 12-5931-82)

- CD117 (c-Kit) monoclonal antibody (ACK2), APC-eFluor™ 780, (eBioscience™, # 47-1172-82)

- Sca-1 monoclonal Antibody (D7), PerCP-Cyanine5.5 (eBioscience™, # 45-5981-82)

-Flk2 (Flt3/CD135) monoclonal Antibody (A2F10), APC (eBioscience™, # 17-1351-82)

-anti-KDM1/LSD1 poly clonal antibody (abcam; # ab17721).

-CD11b Monoclonal Antibody (M1/70), PE-Cyanine7 (eBioscience™, M1/70; # 25-0112-82),

-CD11b Monoclonal Antibody (M1/70), FITC, (eBioscience™, #11-0112-82)

-Ly-6G/Ly-6C Monoclonal Antibody (RB6-8C5), PE-Cyanine7,(eBioscience™, RB6-8C5; # 25-5931-82),

-CD3e Monoclonal Antibody (145-2C11), PE-Cyanine7, eBioscience™(eBioscience™, # 25-0031-82),

-TER-119 Monoclonal Antibody (TER-119), PE-Cyanine7(eBioscience™, TER119; # 25-5921-82)

- CD45R (B220) Monoclonal Antibody (RA3-6B2), PE-Cyanine7 (eBioscience™, RA3-6B2; # 25-0452-82).

--BD Pharmingen™ PE Rabbit Anti- Active Caspase-3 (Clone C92-605 (RUO))

-anti-Ki67 monoclonal antibody (SP6) (Invitrogen MA5-14520),

-anti-cleaved caspase3 monoclonal antibody (Asp175) (Cell Signaling,# 9661)

-Caspase-3 polyclonal antibody (Cell Signaling, #9662)

-Vinculin (hVin-1), mouse mAb (Sigma-Aldrich; #V9131)

-Actin, mouse mAb (AC-40) (Sigma-Aldrich; #A4700)

-OAS1 (D1W3A) Rabbit mAb (Cell signaling; #14498)

-MDA-5 (D74E4) Rabbit mAb (Cell signaling; # 5321)

-RIG-I (D14G6) Rabbit mAb (Cell signaling; #3743)

-RNASE L (D4B4J) Rabbit mAb (Cell signaling; #27281)

-CFLAR/FLIP (D5J1E) Rabbit mAb (Cell signaling; #56343)

-Anti-KDM1/LSD1 poly clonal antibody (abcam; # ab17721)

Secondary antibodies used are

-alexa fluor 647 affinipure donkey anti-rabbit IgG (polyclonal, Jackson ImmunoResearch Laboratories; #715-605-152)

-horseradish peroxidase (HRP)-conjugated anti-mouse IgG (Cell signaling; #7076)

- horseradish peroxidase (HRP)-conjugated anti-rabbit IgG (Cell Signaling; # 7074)

All the antibodies used in this study were previously published and established. They are all commercially available with all the
validated by the company. No new antibodies/clones were used in this study.

NB4 cell lines, derived from a female APL patient, were a kind gift of M Lanotte.

Generation of NB4 LSD1 KO cells by CRISPR-Cas9 was previously described (Ravasio et al Science Advances 2020). HEK-293T
cell line was acquired from ATCC (RRID:CVCL_0063)and are available in the IEO cell line repository

Cell lines are periodically tested for authentication using the ProMega geneprint 10 PCR-based kit (cat n B9510) . Cells are
never kept in culture for longer than a month or 10 passages, whichever is shortest

Cell lines are periodically tested and for Mycoplasma contamination via the Uphof/Drexler protocol at every new restock, on
average every 3 months.

no commonly misidentified cell line was used.

7–8-week C57BL6J (Ly5.1 and Ly5.2), NOD.Cg-PrkdcscidIl2rgtm1WjI/SzJ (NSG) and RAG-/- mice were purchased from Charles River




