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Reporting for specific materials, systems and methods

DNA-sequencing data are available at the Sequence Read Archive (SRA; PRJNA895411; https://www.ncbi.nlm.nih.gov/sra/?term=PRJNA895411). RNA-sequencing
and single cell RNA-sequencing data are available at Gene Expression Omnibus (GEO; RNA-seq: GSE216794 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?
acc=GSE216794]; scRNA-seq: GSE217076 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE217076]) repository of the National Center for Biotechnology
Information. Mouse reference genome (mm10) is available at: https://cf.10xgenomics.com/supp/cell-exp/refdata-gex-mm10-2020-A.tar.gz. Metabolomic profile are
available at the NIH Common Fund's National Metabolomics Data Repository (NMDR) website, the Metabolomics Workbench (https://
www.metabolomicsworkbench.org, Study ID ST002446, Project DOI: http://dx.doi.org/10.2l228/M8VD8T).

This information has not been collected.

Human blood or BM donors were between 30-70 years old. CP and BC CML samples were obtained from patients who had
not received TKI treatment at the City of Hope National Medical Center (COHNMC). All CML samples used in this study are
P210 BCR-ABL positive, as confirmed by FISH analysis and qPCR.

Human blood or BM donors for experiments were anonymous.

Sample acquisition was approved by the Institutional Review Board (IRB) at the COHNMC, in accordance with an assurance
filed with and approved by the Department of Health and Human Services and met all requirements of the Declaration of
Helsinki. Patients with CML were consented on the IRB #18067 protocol.

Sample sizes were not based on formal power calculations. It was based on the magnitude, sample availability, consistency of measurable
differences between groups. We repeated all of the experiments in the paper using at least 3-4 samples from mouse or human individuals to
ensure adequate power. For animal experiments, animal numbers were chosen based on experimental group size, mice availability and
variability, treatment frequency and previous experience.

No animals or samples were excluded from analysis.

Experiments were replicated multiple times with reproducible results indicated in the figure legends.

For all animal experiments, the mice with the same gender and age were divided randomly into experimental groups to reduce variation

and enhance power.

For some animal studies, the investigators were blinded to the mice allocations while performing the treatment or monitoring the mice for

survival, and the investigators learned the genotypes when analyzing the results. For the remaining experiments, the Investigators could

not be blinded to sample allocations because they have to allocate these samples first before the treatments.
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Flow Cytometry

Plots

Confirm that:

The axis labels state the marker and fluorochrome used (e.g. CD4-FITC).

The axis scales are clearly visible. Include numbers along axes only for bottom left plot of group (a 'group' is an analysis of identical markers).

All plots are contour plots with outliers or pseudocolor plots.

A numerical value for number of cells or percentage (with statistics) is provided.

Mouse antibodies were used: lineage markers-biotin (Ter-119, CD3, NKl.l, lgM, CD4 , CD8a, CD19 , Gr-1 , CDllb, B220), CD45-PE or

FITC or APC-eflu780, CD45.l-PE-Cy7 or PE, CD45.2-FITC or APC or pacific blue, Gr-1-FITC, CDllb-PE, CD3-APC-eflu780, B220-FITC or

pacific blue, Terl19-APC-eflu780 or eFlu450, Flt3-biotin or PE, IL-7R -biotin or Alexa700 or PE-Cy7, CD117 (c-Kit, clone: ACK2)-
APCeFlu780 or FITC, Sca-1-PE or PE-Cy7, CD34-Alexa647, Fe RII/III-PE-Cy7 (all from eBioscience, San Diego, CA), CD150-PerCP-Cy5.5

(Biolegend, San Diego, CA) or PE (eBioscience), and CD48-Pacific blue (Biolegend) or APC (eBioscience). Human antibodies used: anti-
CD34-PE-Cy7 or FITC or APC, anti-CD38-PE or APC or APC-eflu780, anti-CD45-APC or FITC, anti-CD33-PE (all from Becton Dickenson).

Other antibodies: anti-streptavidin-PE-Texas Red or APC-eFlu780 or PerCP-Cy5.5, Ki67-APC, Annexin V-PE or APC. Antibodies for

immunoprecipitation and immunoblotting: Nrf2 (Abeam, ab137550), PARP (Cell signaling, #9542), Actin (Santa Cruz, sc-47778),

Ubiquitin (Milliport, 07-375), MFNl (Cell signaling, #14739), Tom20 (Santa Cruz, sc-17764), CPTlA and CPTlB (Abeam, ab128568

and ab134988), PKCa (Santa Cruz, sc-8393), p-NRF2 (Cell signaling, #12721), MSI2 (ThermoFIsher, 10770-1-AP). Detailed antibody

information including manufacturer, cat number and/or clone number were provided in Supplementary Table 6.

Validation of all primary antibodies for the species and application was performed using variable strategies: cellular

distribution, size of bands in western blotting experiments. Antibodies critical for novel conclusions were validated by elimination of

signals upon knocking down or inhibiting experiments and/or by functional assays. Validation statements of all antibodies used

in this manuscript were noted on the manufacturer's website with relevant citations.

6-12 weeks old wild-type (WT), miR-142 KO, SCLtTA/BCR-ABL, miR-142 KO SCLtTA/BCR-ABL (all CD45.2 C57BL B6), CD45.l C57BL

B6 (from NCI, as recipient mice), NSG and NSG-SGM3 (both from Jax lab) mice were used.

No wild animals were used in this study

Both male and female mice were used.

No field-collected samples were used.

Mouse care and experimental procedures were performed in accordance with federal guidelines and protocols and were approved

by the Institutional Animal Care and Use Committee at City of Hope {IACUC #15005). All experimental mice are maintained on

12:12-h light:dark cycle, 68-79 F temperature and 30-70% humidity.




