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Antibodies
Antibodies used

Validation

available as a Source data file. WGS data associated with identification of Flag-tagged mTrim24 transposon in transgenic mice are available at figshare repository
(Sample 1 R1 file at doi.org/10.6084/m9.figshare.14818542.v1(2021) , Sample 1 R2 file at doi.org/10.6084/m9.figshare.14818560.v1(2021) , Sample 2 R1 file at
doi.org/10.6084/m9.figshare.14818536.v1(2021) and Sample 2 R2 files at doi.org/10.6084/m9.figshare.14818575.v1(2021) ). We have used
LIEN_BREAST_CARCINOMA_METAPLASTIC_VS_DUCTAL_UP gene set from MSigDB to compare gene expressions of TRIM24-driven metaplastic tumors. The
remaining data and information associated with this manuscript are available within the article as a supplementary information.

Sample size for transgenic mice were selected based on the power analysis. Sample size for other experiments were designed based on ref
(5-8, 20-21, 58), not predetermined by a statistical method.

No data related to manuscript were excluded from reporting.

Statistical analysis was carried out using Prism 8/9 (GraphPad Software). Statistical analysis was conducted on data from three or more

biologically independent experimental replicates. Data distribution was assumed to be normal, but this was not formally tested. Comparisons

between groups were planned before statistical testing and target effect sizes were not predetermined. Error bars displayed on graphs

represent the mean ± SEM of at least three independent experiments and median or mean with SD for 2 biological replicates. We have
repeated each experiments with at least 3 biological replicates for all in vitro experiments, IHC and RNA-Seq. For ATAC-Seq and RPPA, we have
2 biological replicates with 2 technical replicates. We have used two-tailed paired t-test, two way ANOVA for multiple comparison using Tukey
method or Holm-Sidak method. All tests were two sided.*p<0.05, **p<0.01, and ***p<0.001 were considered significant.

Only female mice were used for experiments. Experimental mice and control mice were age matched, hence, no randomization was used. For
in vitro studies, samples were randomly allocated into treatment groups.

for in vitro and in vivo studies, investigators were blinded for data acquisition and data analysis.

Flag (Sigma), ER (Santa Cruz), PR (Abcam), E-cadherin (Proteintech), Vimentin (Abcam), human mitochondria (Chemicon # MAB1273),
and TRIM24 (Proteintech), Keratin 8 (Sigma), Keratin 14 (Covance)

All antibodies were validated with negative and positive controls, as appropriate for the application based on manufacturer's
recommendation on website. CyTOF antibodies were developed as derivatized reagents with in-house negative and positive controls
(ref 66) . Validation statement for each primary antibody is provided on the manufacturer's website.
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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

Wild animals

Field-collected samples

Ethics oversight

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

Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

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

Clinical data
Policy information about clinical studies
All manuscripts should comply with the ICMJEguidelines for publication of clinical research and a completedCONSORT checklist must be included with all submissions.

Clinical trial registration

Study protocol

Data collection

Outcomes

The cell lines 64, 567, and 897 were generated from TRIM24-driven carcinosarcoma tumors. Primary cell line 823 was
generated from a spontaneous mammary tumor generated in MMTV-Cre mouse and used as a control. 4T1, derived from
mouse mammary breast tumor, cell line was purchased from ATCC (CRL-2539). 293FT cells were purchased from Thermo
Fisher Scientific (R70007)

4T1 cell line was grown as per manufacturer's recommendation and morphology was confirmed as described. The cell lines
prepared in the lab were grown into tumors by injecting in nude mammary fat pad and tumors generated from them were
validated as carcinosarcoma, hence, cell lines are validated. 293FT cells were used for transfection/transduction as per
manufacturer's recommendation (https://www.thermofisher.com/us/en/home/life-science/cell-culture/cell-culture-learning-
center/cell-culture-resource-library/cell-culture-transfection-application-notes/improve-lentiviral-production-using-
lipofectamine-3000-reagent.html).

All the cell lines used in the experiments were tested for Mycoplasma and found negative. Murine cell lines derived from
TRIM24-driven tumors were also tested using an external service - IMPACT mouse (Idexx Bioanalytics).

No commonly misidentified lines were used.

Mus musculus. To generate transgenic mouse line, we have used FVB/NCr (Charles River Laboratories) mice, females 2-3 months old .
To activate the transgene, we bred our transgenic line to the Tg(MMTV-cre)4Mam (The Jackson laboratory, stock 003553). for
crosses, males 2-4 months old, females 3-6 months old. Aging cohort consist of virgin females was kept for 600 days or till tumor
burden was detected. For allograft tumors, we used Foxn1nu or athymic female mice (6-8 weeks old). Mice were maintained in air-
filtered cages with controlled temperature (20 °C) and humidity (50%), in a 12 h light/dark cycle, and fed standard mouse chow

(Research Diets; New Brunswick, NJ).

No wild animals were used in this study.

No field-collected samples were used in this study.

Animal handling and experiments were performed as approved by the Institutional Animal Care and Use Committee at the MD
Anderson Cancer Center.

Data from 28 patients enrolled on the ARTEMIS study were included in this manuscript. All 28 patients were diagnosed with
stage I-III triple-negative breast cancer and enrolled on this study from 1/29/2016 through 11/2/2017.

Patients with stage I-III triple-negative breast cancer were enrolled on this study and underwent a pre-treatment core-needle
biopsy prior to initiation of neoadjuvant systemic therapy.

The ARTEMIS study protocol was reviewed by The University of Texas MD Anderson Cancer Center Institutional Review Board
and all patients provided informed consent. All study procedures performed were in accordance with ethical standard of the
Institutional Review Board and with the 1964 Helsinki declaration and its later amendments or comparable ethical standards.

NCT02276443

The study is ongoing and the protocol can be made available by contacting the study PI (cyam@mdanderson.org)

All patients received medical care at The University of Texas MD Anderson Cancer Center. Data was collected during follow up visits
at The University of Texas MD Anderson Cancer Center. Where applicable, medical records were obtained from other medical
centers when patients received part of their care at another location.

The primary endpoint of this study is pathologic response at the time of surgery using the residual cancer burden (RCB) index as part
of routine clinical care (PMID: 17785706).




