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The RNA-seq data generated in this study have been deposited at SRA with the BioProject identifier PRJNA736968. All data needed to evaluate the conclusions in
the paper are present in the paper and the Supplementary Information/Source Data file. The rs28714259 genotype data of iPSC lines from the iPSCORE collection is
part of the whole genome data deposited at dbGaP (accession number: phs000924) under restricted access. The names of the cell lines used and their rs28714259
genotype can be shared with other researchers with independent, approved Project Request from their institutions for access to phs000924 per NIH regulations.

Pilot experiments were used to estimate the sample sizes such that appropriate statistical tests would have sufficient power. All experiments
except RNA-seq analysis were performed using a minimum of three independent repeats with the exact sample sizes indicated in figure
legends or the Methods section. Sample sizes for rs28714259 intrinsically polymorphic hiPSC cell lines were largely based on availability of
donors and in commercial cell banks.

For RNA-seq analysis, genes with raw count < 20 in 20 or more samples were removed. This is an established criteria as most RNA-seq analysis
use a raw count threshold of 10 to 50 (Reid et al., eLife 2018, and Hsu et al, Toxicological Sciences 2020). References added in Methods
section. For contractility analysis, contraction videos determined by the Cellogy Pulse software as "signal of low quality" were excluded.

All experiments except RNA-seq analysis were performed using a minimum of three independent repeats and in triplicates across cell lines to
confirm that the results were reproducible. All attempts for replication were successful. We did not repeat RNA sequencing due to the cost
and study results (Yu L, RNA-Seq Reproducibility Assessment of the Sequencing Quality Control Project. Cancer Inform. 2020 May
20;19:1176935120922498. doi: 10.1177/1176935120922498. PMID: 32489246; PMCID: PMC7241209) on the quality control of RNA seq,
which reported acceptable reproducibility across samples replicates. For RNA-seq analysis, we used samples from 3 individual cell lines each
for the GA/AA genotype (n=3), and 3 individual cell lines for the GG genotype plus one independent biological repeat from one of the GG cell
line (n=4). For the effect of doxorubicin/dexamethasone treatment, data from three genotypes were combined for analysis (n=9). For the
effect of rs28714259 genotype, data from same genotype were combined and n=3 independent samples for GA/AA genotype, and n=4 for the
GG genotype. The conclusions made in the paper are consistent across independent biological samples.

Cells were dissociated into single cell suspension and allocated into treatment groups randomly. For RNA-seq, randomization of treatment/
genotype groups was employed when loading libraries into the flow cell.

Contractility analysis was done with no blinding as it was performed in a fully automated manner by the Cellogy Pulse software. All exclusion
of videos due to low signal quality was done irrespective of the group allocation.




