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All sequencing data, including barcode sequencing, RNA sequencing, and whole-exome sequencing are available at Sequence Read Archive (https://
www.ncbi.nlm.nih.gov/Traces/study/?acc=PRJNA509416).

We did not calculate sample sizes prior to performing in vitro experiments, but sample sizes were chosen based upon previously published
papers, including:

• Walens A, DiMarco, AV, Lupo, R, Kroger, BR, Damrauer, JS & Alvarez, JV. CCL5 promotes breast cancer recurrence through macrophage
recruitment in residual tumors. Elife 8, (2019).

• Fox DB, Garcia, NMG, McKinney, BJ, Lupo, R, Noteware, LC, Newcomb, R, Liu, J, Locasale, JW, Hirschey, MD & Alvarez, JV. NRF2 activation
promotes the recurrence of dormant tumour cells through regulation of redox and nucleotide metabolism. Nature Metabolism 2, 318-334,
(2020).

• Mabe NW, Fox, DB, Lupo, R, Decker, AE, Phelps, SN, Thompson, JW & Alvarez, JV. Epigenetic silencing of tumor suppressor Par-4 promotes
chemoresistance in recurrent breast cancer. J Clin Invest 128, 4413-4428, (2018).

For barcode sequencing of tumors in vivo, the sample size (n=6 for primary and residual tumors; n=12 for recurrent tumors) was sufficient to
capture within group variability, as evidenced by the high correlation in barcode composition within groups. For in vivo drug studies (e.g.
Figure S8B), we determined the minimum number of mice needed to detect a statistically significant difference (p<0.05) with a power of 0.8
with an assumed standard deviation of 30%. All n values are reported.

After optimizing experimental conditions for assays, no data were excluded.

All in vitro experiments, including western blotting, qPCR, and CellTiterGlo experiments were successfully repeated 2-3 times, and all attempts
to replicate experiments were successful. Mouse experiments included between n=6 (primary, late primary, early residual, late residual
tumors) or n=12 (recurrent tumors) independent mice. In addition, primary and recurrent time-points were repeated with an independent
primary donor tumor.

For barcode experiments, recipient mice were littermates and were randomly assigned to cohorts. For tumor growth experiments, mice with
tumors were randomly assigned to vehicle of drug treatment cohorts. Experiments were not randomized. For in vitro experiments, cells were
plated at the same time and wells were randomly assigned to treatments.

Microscopy images of immunofluorescence staining were collected in a blinded manner. Other in vitro experiments were not blinded since
data collection was either automated (qPCR, CellTiterGlo) or the investigator needed to know the sample identity to execute the experiment
(western blotting). For in vivo experiments, investigators were blinded to the experimental cohorts during tumor measurements.




