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Supplementary Material
The following supplementary material is available. S1: Schematic of the mechanism of action of
cisplatin. S2: PCA loadings plot. S3: GSEA. S4: Gene Validation and NADPH Generation

Pathways. S5: GCLC Gene Validation. S5: GCLC Gene Validation.

Supplemental Data

Cisplatin
Cisplatin
H:N NH:
N
Pt
i — a” N
Passive Diffusion

® —_

. o Aquated

) cisplatin

. HsN NH.

. \P 7
’ t
"' cl 7N OH,
¥ ®
MUy | <----- % ) 3
. 3 .
DNA Damage IRETS =
Metabolic & transcriptional Cell cycle arrest Epigenetic
reprogramming & apoptosis adaptations

Supplementary Figure S$1: Schematic of the mechanism of action of cisplatin. Cisplatin
enters the cell via 1) passive diffusion, 2) transporter-mediated uptake, or 3) endocytosis. Once
in the cytoplasm, it undergoes aquation, wherein one or both chlorine ions are replaced by
water. This activated form of cisplatin localizes to the mitochondria and/or the nucleus, where it
forms DNA adducts at specific residues. In parallel, cisplatin induces the generation of reactive
oxygen species, further driving DNA damage. Collectively, the effects of cisplatin can be broadly
characterized as inducing cellular stress responses that drive adaptive reprogramming and/or
cell death. Created with BioRender.com.
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Supplementary Figure S2: PCA loadings plot. Top 10 metabolites contributing to PC1 and
PC2.
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Supplementary Figure S$3: GSEA. Plots indicating varying enrichment of pathways related to
glutathione and taurine metabolism.
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Supplementary Figure S4: Gene Validation and NADPH Generation Pathways. A.
Validation of GCLC expression (left) by RT-gPCR (right). B. NADPH-generating enzymes from
RNA sequencing. Results are displayed as n = 3 and presented as the means + SD. Statistical
significance was determined using the unpaired t-test. p-values: p < 0.05 (*).
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Supplementary Figure S$5: GCLC Gene Validation. Validation of GCLC RNA expression in
A2780/A2780cis cell lines via RT-gPCR. Results are displayed as n = 3 and presented as the
means * SD. Statistical significance was determined using the unpaired t-test. p-values: p <
0.05 (*).



