Supplementary Data

Suppl Figure 1. BrdU incorporation. (A) The percentage of BrdU incorporation for each sample was
determined. The figure depicts the percentage of BrdU incorporation for all sSiRNAs tested. (B, C) Gene
ontology analysis of genes that when knocked down resulted in BrdU incorporation three standard

deviations lower (B) or higher (C) than the overall sample mean.

Suppl Figure 2. Results from validation and drug sensitivity screens for genes in which two siRNAs
validated. Results for HU, ATR inhibitor and CHK inhibitor treatments are depicted. Black squares in the
first column represent those siRNAs that validated in the RRS secondary screen. Black squares in the
remaining columns depict siRNAs causing sensitivity to the indicated drugs. Grey squares: not

determined.

Suppl Figure 3. Results from validation and drug sensitivity screens are presented for genes in which
three or four of the four siRNAs validated. Results of treatments with gemcitabine, camptothecin, and
PARP inhibitor are depicted. Black squares in the first column represent those siRNAs validated in the
RRS secondary screen. Black squares in the remaining columns depict siRNAs causing sensitivity to the

indicated drugs. Grey squares: not determined.

Suppl Figure 4. Results from validation and drug sensitivity screens are presented for genes in which
two of the four siRNAs validated. Results of treatments with gemcitabine, camptothecin, and PARP
inhibitor are depicted. Black squares in the first column represent those siRNAs validated in the RRS
secondary screen. Black squares in the remaining columns depict siRNAs causing sensitivity to the

indicated drugs. Grey squares: not determined.



Supplemental Figure 1

A 2500
2000
3
C
8 1500
g
L
1000
500
4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64
% BrdU Incorporation (2% per Bin)
B mRNA metabolic process 5.06x1075
Translational termination 6.74x10%
Translational elongation 7.90x10°3
Cotranslational protein targeting to membrane 3.26x10%
Protein targeting to ER 1.05x10%
Translational initiation 5.21x10%
Nuclear-transcribed mRNA catabolic process 8.26x10%0
RNA catabolic process 3.70x1028
Protein complex disassembly 5.84x1028
Macromolecule catabolic process 1.23x10%
RNA splicing 1.07x102
Protein targeting to membrane 4.64x10%
Regulation of ubiquitin-protein transferase activity 1.13x102¢
mRNA processing 2.11x10%
Regulation of ligase activity 3.72x102
0 10 20 30 40 50 60 70 80 90
Gene Count
C Mitotic cell cycle process 9.62x107
Mitotic cell cycle phase transition 5.63x10°
Cell cycle phase transition 6.96x10
1.76x10%8

Cell cycle process
Protein K11-linked ubiquitination

3.01x107

Cell cycle checkpoint 1.22x10°
Spindle assembly checkpoint 2.91x10*
Regulation of nuclear division 2.15x10°
Cell cycle G2/M phase transition 4.93x10°
Regulation of ubiquitin-protein transferase activity 7.57x10°
Regulation of ligase activity 9.12x10°
1.23x10*

Cellular modified amino acid metabolic process

0O 2 4 6 8 10 12 14 16
Gene Count



Supplemental Figure 2
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Supplemental Figure 4
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