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Table 1 The 26 RNAi knockdown phenotypes surveyed in this study. We identify phenotypes that
are enriched for proteins that significantly deviate from the genome average in their direction of
selection (DoS).

RNAi knockdown phenotype RNAi ID Ontology Total1 n2 Reference
Whole-genome – – – 11148 –
Lethals – – – 2853 –
Akt-TOR signaling decrease GR00169 GO:1902531 13900 24 [1]
Akt-TOR signaling increase GR00169 GO:1902531 13900 22 [1]
Blood TE activity increase GR00284 GO:0070894 8171 43 [2]
Burdock TE activity increase GR00284 GO:0070894 8171 15 [2]
Cell size regulation GR00001 GO:0061387 13900 5 [3]
CRY degradation GR00006 GO:0042752 13900 93 [4]
Decreased cell number and viability GR00031 GO:0061387 13071 96 [5]
Hedgehog signaling decrease GR00045 GO:0007166 5828 48 [6]
Hedgehog signaling increase GR00045 GO:0007166 5828 30 [6]
HeTA TE activity increase GR00284 GO:0070894 8171 38 [2]
Hippo signaling decrease GR00218 GO:1902531 13059 99 [7]
Hippo signaling increase GR00218 GO:1902531 13059 54 [7]
Hypoxia induced transcription GR00170 GO:0097411 13071 49 [8]
Influenza replication decrease GR00086 GO:0045087 13071 18 [9]
Innate immunity GR00041 GO:0045087 13071 13 [10]
JAK/STAT signaling decrease GR00044 GO:1902531 12649 10 [11]
JAK/STAT signaling increase GR00044 GO:1902531 12649 6 [11]
M. fortuitum infection decrease GR00046 GO:0045087 12740 27 [12]
Notch signaling decrease GR00152 GO:0007166 13900 16 [13]
Notch signaling increase GR00152 GO:0007166 13900 18 [13]
RTK-Ras-ERK signaling decrease GR00214 GO:1902531 13900 113 [14]
RTK-Ras-ERK signaling increase GR00214 GO:1902531 13900 55 [14]
TAHRE TE activity increase GR00284 GO:0070894 8171 41 [2]
Toll signaling decrease GR00176 GO:0007166 13900 17 [15]
Toll signaling increase GR00176 GO:0007166 13900 11 [15]
Wnt signaling activity GR00040 GO:0007166 13071 90 [16]

1 Total number of gene knockdowns assayed for effects on a given phenotype
2 Number of genes significantly affecting the RNAi knockdown phenotype
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Table 2 Details of the 15 Drosophila melanogaster strains used in this study, including database
accession numbers and identifiers [17], percent of the reference genome with reads mapped from
that strain, and the average read depth across the entire genome assembly.

SRA accession DPGP stock ID Origin % coverage Read depth
SRX058182 FR14 France 96.12 34.36
SRX058183 FR151 France 96.63 34.95
SRX058185 FR207 France 97.73 34.84
SRX058186 FR217 France 96.73 35.66
SRX058188 FR310 France 97.67 33.78
SRX058189 FR361 France 96.56 35.89
SRX058338 RG10 Rwanda 96.88 34.30
SRX058339 RG11N Rwanda 98.46 33.32
SRX058182 RG15 Rwanda 97.82 41.73
SRX058346 RG21N Rwanda 94.72 32.88
SRX058352 RG32N Rwanda 97.85 34.88
SRX058354 RG34 Rwanda 98.03 28.75
SRX058355 RG35 Rwanda 97.81 30.90
SRX058357 RG36 Rwanda 98.11 28.75
SRX058359 RG38N Rwanda 96.26 34.05
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