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For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors and
reviewers. We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Portfolio guidelines for submitting code & software for further information.
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- A description of any restrictions on data availability
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The raw RNA-seq data generated in this study are available at the NCBI Sequence Read Archive (Project PRJNA669810). The raw expression counts and TPM
quantified in this study are available at NCBI's Gene Expression Omnibus (Series GSE186719). The datasets for generating all figures can be found at https://
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The hard-filtered isotype VCF (20200815 release) was obtained from CeNDR (https://www.elegansvariation.org/data/release/20200815).

The transposable element (TE) sequences of C. elegans were obtained from Dfam (release 3.3) (https://www.dfam.org/releases/Dfam_3.3/).

Previous C. elegans eQTL data were obtained from WormQTL2 (https://www.bioinformatics.nl/EleQTL/?mode=download) and the original papers:
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The processes of animal growth and harvesting were done during a large-scale GWA project on C. elegans variation to drugs in 2017. At that
time, we had 249 isotype strains in the collection (CeNDR version 20170531). We aimed to test every isotype strain for drug response with at
least three biological replicates and harvested synchronized worms in the control condition for RNA-seq. To prepare animals for RNA
extraction, we grew approximately 1,000 C. elegans embryos on each 10 cm plate to the young adult stage. This sample size avoids
overcrowding and starvation, and guarantees enough total RNA for sequencing library construction. We did not get triplicates for each of the
249 strains. A few harvested samples showed low quality or quantity during RNA isolation or sequencing library construction. We performed
RNA-seq on all the strains with at least two high-quality replicates.

Transcripts with unreliable expression and outlier samples were excluded. Please find details in the methods of the manuscript.

Two to three biological replicates were prepared for each strain. Most intra-strain distances among replicates were smaller than the median
of inter-strain distances, demonstrating the reproducibility of results. Please find details in the methods of the manuscript.

We randomized samples during animal cultures, RNA extraction, and RNA sequencing.

Raw sequencing data were processed through scripts and pipelines.

Caenorhabditis elegans / hermaphrodite / young adult

The study did not involve wild animals.




