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individual participant data and relevant study documents (protocol and case report forms) will be made available. CCTG early clinical trial protocols contain drug and
other information that is subject to confidentiality contractual obligations and per our SOPs we do not publish. / Correlative Data - Genome WGS sequencing: VCF
files with identified sequence variants are avalable via Zenodo at doi:10.5281/zenodo.6403006 BAM files corresponding to the sequencing are available at the
European Genotype Archive (EGA) under accession# EGAS00001006173. [https://ega-archive.org/studies/EGAS00001006173]. The data is available under
restricted access, the policy is described at (CCTG website), access can be obtained by contacting CCTG as described above for clinical data.

Standard 3+3 design was used to determine sample size for phase I dose escalation and the sample size for RP2D expansion was determined
by considering CX5461 is of no interest if its true response rate is 5% or lower and promising if its true response rate is 25% or higher.

The data from one patient whom was withdrawn prior to receiving treatment were excluded from all analyses.

All clinical data were verified through our standard auditing and monitoring program. All cell line experiments were from 3 independent
biological replicates, except where stated as two replicates, Figure 5g

No randomization because the study was single arm phase I study to determine RP2D.

Blinding was not relevant since there is only one treatment group.

-H2AX S-129 antibody from Abcam (ab81299) and CPD antibody from Cosmo Bio Ltd. (Catalog number: CAC-NM-DAD-001)

ab81299: recombinant rabbit monoclonal ab validated by western blot and IF.

CAC-NM-DAD-001: monclonal Ab produced by hybridoma, validated by IF and blotting as 1) The antibodies bind to CPDs in single-
stranded DNA.2) The antibodies bind to CPDs formed in every dipyrimidine sequence (TT, TC, CT and CC). 3) The antibodies stably
binds to CPDs formed in oligonucleotides consisting of more than eight bases.

HCT116 cells, U2OS cells (ATCC). HAP1 WT and XPA cells (Horizon Discovery, Cambridge UK).

authenticated by STR or SNP profiling.

All cell lines are mycoplasma free by PCR assay




