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Fig. S1. Effect of thiol-containing compounds on cytotoxicity of compound (a) BH10 and (b)
compound 44. The thiol rescue experiment was conducted following the standard MTT assay protocol
with an additional step. On Day 1, HEC1A cancer cells were seeded as per the standard protocol. On
Day 2, cells were pre-treated with NAC or GSH (2 mM) for 40 minutes, followed by the addition of
test compounds. The cells were then incubated for 48 hours according to the standard MTT assay
protocol. (a) HECL1A cancer cells treated with BH10 were rescued by the thiol-containing compounds
NAC and GSH as BH10 lost its cytotoxicity as demonstrated by the increased 1Cso value of 58.00 uM
and greater than 80.00 uM with NAC and GSH pre-treatment, respectively. (b) Pretreating cancer cells
with either NAC or GSH did not rescue the cytotoxicity of compound 44 as no significant change in
ICso values from the control group were observed.
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Fig. S2. Effect of BH10 (a) and its analogues 21 (b) and 44 (c) on the percentage of oxygen consumption
rate (OCR) in HEC1A cancer cells. HEC1A cells were treated with BH10, 21, and 44 at concentrations
of 5 uM, 10 uM, and 20 pM, with DMSO as the vehicle control. OCR, normalized to basal levels
(defined as 100%), was measured over a 120-minute period.
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Fig. S3. In vivo pharmacokinetic profiling of compound 44. Mice were administered the compound via
oral gavage, and blood samples were collected from the tail at regular intervals. The collected blood
was centrifuged to obtain plasma, which was then treated with 10% methanol in acetonitrile to
precipitate proteins. Quantification of the compound in plasma was performed using mass spectrometry
analysis of each sample and corresponding compound standards, enabling the generation of
pharmacokinetic profiles over time. Compound 44 achieved a maximum plasma concentration of
696.71 nM with a half-life of 26.8 min.
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