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- 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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Sample size

Data exclusions

Replication

Randomization

Gene expression matrices of samples sequenced for this work are deposited with the NCBI Gene Expression Omnibus (GEO)

(accession number GSE243227 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc= GSE243227]).

The raw long-read sequencing data generated for this work are available on the NCBI sequencing read archive (SRA) (project number PRJNA935418 [https://
www.ncbi.nlm.nih.gov/bioproject/PRJNA935418]).

Previously published gene expression matrices for samples from ETCTN/CTEP 10026 are available on NCBI GEO (accession GSE223844 [https://
www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE223844]). Additional previously generated single cell RNA Illumina raw sequencing data are available on NCBI’s
Database of Genotypes and Phenotypes (dbGaP; https://www.ncbi.nlm.nih.gov/gap) under accession

number phs003015.v1

[https://www.ncbi.nlm.nih.gov/projects/gap/cgi-bin/study.cgi?study_id=phs003015.v1.p1] (AML), or under accession number phs001451.v4.p1

[https://www.ncbi.nlm.nih.gov/projects/gap/cgi-bin/study.cgi?study_id=phs001451.v4.p1] (melanoma) and phs002922.v1.p1

[https://www.ncbi.nlm.nih.gov/projects/gap/cgi-bin/study.cgi?study_id=phs002922.v1.p1] (CAR).

Sex or gender were not considered for the reported research as all methods and analyses utilized in the research are agnostic
of sex or gender, are not influenced by them and equally apply to any sex or gender.

Studied samples were obtained from patients with acute myeloid leukemia (AML), acute lymphoblastic leukemia (ALL), large
B cell lymphoma or melanoma. For more information on AML patients, please see Tables 1 and 2.

Samples were obtained from participants in clinical trials ETCTN/CTEP 10026 (NCT02890329), NCT01970358 and as part of
IRB-approved protocols at Dana-Farber/Harvard Cancer Center (DFHCC #16-206; #17-561; #17-718).

The study protocols were approved by institutional review boards at participating centers including Dana-Farber Cancer
Center (Boston, MA USA) and Massachusetts General Hospital (Boston, MA USA).

No predetermined sample size was utilized. Sample sizes were chosen to demonstrate reproducibility and feasibility (mixing experiment with
K562/Kasumi1: 4 conditions; somatic mutations in AML: 9 patients with 13 samples for secondary AML and 3 patients with 3 samples for de-
novo AML; tracking of CAR sequences with 8 samples; T cell isoform detection in 8 samples; identification of BCR::ABL1 in 4 ALL cases; head-
to-head comparison with GoT in one selected case).

No samples were excluded from this study.

Where possible public data was used for orthogonal validation including data from van Galen et al., Cell 2019; Witkowski et al., Cancer Cell
2020 and Caron et al., Scientific Reports 2020. Single cell libraries were not replicated (not feasible due to costs), but individual cells of the
same population can be considered biological replicates within the same library.

Randomization was not relevant for this research. Study samples were obtained from non-randomized study participants of phase I clinical
trials (NCT02890329 and NCT01970358) or observational studies of response.




