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Research involving human participants, their data, or biological material
Policy information about studies with human participants or human data. See also policy information about sex, gender (identity/presentation),
and sexual orientation and race, ethnicity and racism.
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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization
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MetaboLights with the accession code MTBLS2746 (https://www.ebi.ac.uk/metabolights/MTBLS2746). Additionally, fragmentation data (MS/MS) used to support
findings presented in the manuscript has been deposited in MassBank (https://massbank.eu/MassBank/; accession codes: MSBNK-UoB-XB000xxx, where xxx is
101-112, 200-215, 300-306, 400-406, 500-504, 600, 700-701, 800, or 900-902).

Gender was recorded in the study, based on self-reporting, and the number of female and male subjects is presented in the
manuscript for completeness. However, gender was not considered in the study design and no gender analysis was
conducted as we were not seeking male- or female-specific evidence of drug metabolism.

No socially constructed or socially relevant categorical variables were considered in this study.

The 21 human participants were age 24-62, and reported to have taken some common medicine in the 24-hours prior to
blood donation.

Wider recruitment of human research particpants was orginally conducted by the University of Birmingham's Human
Biomaterials Resource Centre (HBRC), with the 21 volunteers is this study selected based on metadata that indicated that
they were taking at least one type of medication. All donors gave informed consent. They were not compensated.

Samples were obtained from the University of Birmingham’s Human Biomaterials Resource Centre (HBRC), which holds
ethical approval from an NHS Research Ethics Committee (NRES Committee North West – Haydock; Ref 20/NW/0001) to
provide human biomaterials and associated data for a broad spectrum of biomedical research. Human biomaterials and
associated data were obtained in accordance with the Human Tissue Act 2004 and associated Codes of Practice, and project
specific use of human biomaterials and associated data were subject to the HBRC Access Review panel for ethical approval
and sponsorship under the UK Policy Framework for Health and Social Care Research.

Based on the exploratory nature of studies presented in this manuscript, formal power analyses would be inappropriate. Regarding in vivo
studies, based on the known variance in toxicokinetics following oral dosing, N=5 individual animals was deemed sufficient (this is in line with
best practice guidance from LASA/NC3Rs). Biological variation in endogenous metabolites and lipids for all studies was demonstrated to be
acceptable as evidenced by median relative standard deviations < 35%. Effect size (metabolome and lipidome) was large in the presence of
the tested compounds.

No data were excluded from analyses.

Animal exposure studies used at least N=5 replicates (separate animals) within the toxicology study as indicated above. The in vivo exposure
study to measure the drug's metabolism repeated an earlier rat study used by the authors, measuring histopathological endpoints.

The cardiomyocyte exposure study to measure the drug's metabolism used N=3 replicates, each formed from cardiomyocytes from separate
vials. This was a repeat of the design previously used by the authors to measure high content biology (imaging) endpoints. Agreement with
previously published biotransformation products was high. On this basis, no further replication of the cardiomyocyte exposures was deemed
necessary. In all cases, measurement of reported xenobiotics and biotransformation products were replicated across 80% of exposed samples.

For rat exposure experiments, animals were grouped randomly: groups 1 – 4 were formed of N = 5 male rats for KU60648 exposure study
(N=10 total treated with KU60648, N=10 total vehicle controls), groups 5 – 8 were formed of N = 5 female rats and used for sunitinib exposure
studies (N=10 total treated with sunitinib, N=10 total vehicle controls).

All biological samples were (block) randomised into extraction batches for sample preparation, and re-(block)randomised into analytical
batches for sample analysis.

No blinding was conducted. The rat and cardiomyocyte studies used defined treatment groups and this sample class information was required
for the data analysis approaches applied, i.e., to extract xenobiotic-related features measured in treated samples and not control samples. All
21 healthy human volunteers formed one group. There were no descriptors that could have been blinded for this study.




