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- A description of any restrictions on data availability
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Adverse Drug Reactionss in the FAERS database (https://www.fda.gov/drugs/questions-and-answers-fdas-adverse-event-reporting-system-faers/fda-adverse-event-
reporting-system-faers-latest-quarterly-data-files) are organized according to MedDRA V 20.0 (www.meddra.org)

For enrichment of pathways and biological processes we used the KEGG database (2016) (https://www.genome.jp/kegg/)

For enrichment of protein kinases we used the KEA database (2015) (https://www.maayanlab.net/KEA2/)

Kinome-wide kinase inhibitor-binding (Kd) profiling data was obtained from Klaegar et al. 2017 (DOI: 10.1126/science.aan4368)

All processed RNAseq data and the curated version-controlled standard operating procedures featured in this study can be downloaded freely at (https://
martip03.u.hpc.mssm.edu/data.php)

Tissue expression data was obtained from GTEx (V8) (https://www.gtexportal.org/home/datasets)

or the LINCS Data Portal (http://dev3.ccs.miami.edu:8080/signatures/datasets/LDG-1444/).

Raw transcriptomics data can be accessed through the Gene Expression Omnibus (GEO) repository with accession numbers GSE146096 and GSE146097.

Sample size was not predetermined. We obtained four independent cardiomyocyte cell lines from PromoCell, each derived from a different
human subject. We selected 23 different kinase inhibitors approved by the FDA at the time of study design. Each drug was tested in four
replicates for each of the four cell lines. We did not perform power analysis a priori; we chose samples sizes based on prior experience with
similar transcriptomic experiments. We ran multiple hypotheses corrected post hoc analyses to ensure adequate statistical power.

No data was excluded

For each drug treatment on a given cell line, there were four replicate treatments that were independently subjected to transcriptomic
profiling. These were not technical replicates. They were all obtained from independently cultured cell line treated at a different time point. In
most cases, data from all four replicates were used to identify ranked list of genes. Details are provided at the LINCS DCIC Data Portal, where
all of the raw and processed data is freely available.

These are cell-based experiments, where cell density, drug concentration and time of treatment and culture were precisely controlled.
Similarly, library preparation and sequencing were performed for all replicates in 6 different batches, whereby presence of potential batch
effects were independently screened as part of quality control. Hence other than procedures described under materials and methods, no
additional procedures were used to control for covariates.

The investigators were not blinded. Our study did not involve any experimental group allocation.




