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Supplemental Figure 1. Schematic showing the mechanism of toxicity induced by ver-
atridine and ouabain. Veratridine increases Na, 1.2 dependent influx of sodium ions while
ouabain blocks sodium ion efflux through the blockade of the Na*/K* ATPase. Figure created

using Biorender.com.
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Supplemental Figure 2. Design of the pooled library for base editing. A) Scatter plots of
sequencing counts for each individual gRNA (colored dot). Two independent replicates of
the screen are plotted against each other. The color code for different types of gRNAs is in-
dicated. B) (Top) A membrane topology map of the Na, 1.2 protein shows the distribution of
ClinVar missense variants (as of February 2023). (Bottom) The locations of gRNAs predicted

to make missense mutations (red dots) superimposed on the ClinVar missense variants
(black dots).
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Supplemental Figure 3. CRISPResso analysis of all the gRNAs analyzed in the sec-
ondary confirmation screen. The % abundance of each allele in total sequenced reads at
each targeting locus without or with drug treatment are shown in column no_vo and vo re-
spectively. Negative numbers indicate depletion and positive numbers enrichment. Alleles
less frequent than 1% are not shown. Purple letters indicate the predicted edits. Sequence
validation reveals edits (intended or unintended) underlying LOF/GOF phenotypes of mis-
sense and silent mutations, except for E942K where collateral mutations contributed to com-
plex interpretation. Ifc: log2(fold change)



