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Figure 1: Reproducibility metrics for context-specific signal in CRISPR screens. (a) Summary of the context-specific CRISPR-Cas9
screening and differential effect identification process. (b) Between-replicate Pearson correlation coefficients (PCC) for start and
endpoint readcount data, the log2 foldchange (LFC) thereof and the differential LFC (dLFC) and qGI scores. Bars represent the mean
of the three pairwise comparisons, dots represent the individual pairs. Screens were independently performed (starting from
preparation and transfection of the gRNA library). (c) Within-FASN KO replicate to between FASN KO and non-FASN KO screen ratio
of PCCs (WBC; see methods for details). Bars and dots represent the same as explained in (b). (d) Ranking of LUR1 (previous
C12orf49) among the 17,804 genes screened in FASN KO cells at each data processing step as defined in Aregger et al. 2020. Ranks are
means of the three biological replicates. (e, f) Between-replicate PCC (e) and WBC (f) of LFC and dLFC data from DepMap genome-wide
screens in 693 cell lines. (g) Comparison of between screen replicate PCCs for each of the 693 DepMap screens with the WBC. The
three cell lines shown in (h) are highlighted. (h) Reproducibility of dLFC effects in three cell lines with different sets of replicate PCCs
and WBCs. The consensus fitness is the per-gene mean LFC value across all replicates and 693 cell lines. The cell line-specific
fitness is the per-gene LFC measured in each given cell line (SKBR3 = violet, HCC1187 = dark orange, MEL202 = cyan). Circle size
corresponds to the dLFC product between replicate screens. (i) PCC between simulated screening data with normally distributed
noise at increasing numbers of hits with weak, medium and strong amplitude. Hit strength is defined as a multiple of the standard
deviation of the noise distribution (į).
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Figure S1: Relation of qGI and lfc-based screen replicate correlation. (a) Fitness effects of genes in equally sized
bins. The fitness effects represent the mean LFC scores across the two FASN KO replicates screens indicated. (b) qGI
effects of genes in equally sized bins. qGI scores represent the mean across the two FASN KO screens indicated.
(c) Replicate Pearson correlation coefficients per bin based on LFC (blue) and qGI (orange) scores. Each bin contains
exactly 3560 genes that were all taken from the same screen (see methods).
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Figure S2: Reproducibility metrics applied to yeast SGA genetic interaction
data. (a) Between-biological replicate correlation of double mutant fitness(dmf) and
genetic interaction scores (epsilon). The mean Pearson correlation coefficient
between 24 query genes screened in biological duplicates against ~4000 array
genes is shown. (b) WBC scores show the difference between each of the query
screens contrasted to the remaining 23 queries by using dmf and epsilon scores. 
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