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679  Figure 1. Overview of double-target selection guided by CRISPR screening and network
630 (DSCN).
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(a) Original network (b) Most probable path (c) Random walk (d) Diffusion paths
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Note: (a) Original network. (b) Most-probable path for T1. (c) Random-walk path from T1. (d) Diffusion path
in four hierarchical tiers.
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684 Figure 2. Network configurations for three methods to calculate impact score.
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686
687 Figure 3. Correlation between the predicted and observed log-fold changes in gene
688 expression among MAP2K1 and MAP2K2 neighbor genes in the protein-protein interaction
689 (PPI) network.
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690
691  Figure 4. Comparison of target-combination impact scores using synthetic versus non-
692  synthetic lethal gene pairs in pancreatic cancer. The three methods for calculating impact
693  score—the most-probable, random-walk, and diffusion paths are defined in Figure 2. The
694  impact scores (IS) are calculated from either the global protein-protein interaction (PPI)
695  network (global) or the local PPI network (local).
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Figure 5. Kaplan-Meier curves for the nine top-ranked target combinations (a)-(i). Kaplan-
Meier curves and other survival statistics for (a) < EGLN1, TRFC>, (b) < MAP2K2, TRFC>,
(c) < HPSE, TRFC>, (d) < PPIC, TRFC>, (e) < FRK, TRFC>, (f) < EGLN1, COX7C>, (g) <
XDH, TRFC>, (h) < MAP2K2, COX7C>, and (i) < FTL, TRFC>. Y-axis indicates survival
probability while X-axis indicates months. The blue line in each plot indicates low expression
of the two gene groups, and the red line, high expression.
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