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Supplementary Figures
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Fig S1: Distribution plots of guide-level log 2 fold change for guides targeting known essential
genes (red) and all other guides in the DLD1 cell line from Hart et al (2015).
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Fig S2: Distribution plots of guide-level log 2 fold change for guides targeting known essential
genes (red) and all other guides in the GBM cell line from Hart et al (2015).
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Fig S3: Distribution plots of guide-level log 2 fold change for guides targeting known essential
genes (red) and all other guides in the HCR116 cell line (replicate 1) from Hart et al (2015).
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Fig S4: Distribution plots of guide-level log 2 fold change for guides targeting known essential
genes (red) and all other guides in the HCR116 cell line (replicate 2) from Hart et al (2015).
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Fig SS5: Distribution plots of guide-level log 2 fold change for guides targeting known essential
genes (red) and all other guides in the HeLa cell line from Hart et al (2015).
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Fig S6: Distribution plots of guide-level log 2 fold change for guides targeting known essential
genes (red) and all other guides in the RPEI cell line from Hart et al (2015).
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Fig S7: (A) Area under the Precision-Recall curve (PR-AUC) for each algorithm as a function
of the number of control guides. The bar heights and error bars are calculated, respectively, as
the mean and standard error from three replicate simulations. (B) Empirical false discovery rate
at an estimated false discovery rate of 0.1. Plotted values are the average over three simulations.
Missing values mean that the algorithm did not identify any significant genes at an FDR of 0.1.
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Fig S8: (A) Area under the Precision-Recall curve (PR-AUC) for each algorithm with increasing
gene effect size. The gene effect size shown is the multiplier of the baseline gene effect size. The
bar heights and error bars are calculated, respectively, as the mean and standard error from three
replicate simulations. (B) Empirical false discovery rate at an estimated false discovery rate of 0.1.
Plotted values are the average over three simulations. Missing values mean that the algorithm did
not identify any significant genes at an FDR of 0.1.
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Fig S9: PR-AUC (left) and ROC-AUC (right) for TKO libraries when increasing the number of
guides per gene while keeping the total sequencing depth constant.
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