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MDM4 and p53
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RNA splicing
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Exon 6 inclusion =
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MDM4 lacking exon 6 fails to suppress p53 activity
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Copy number variation - exon splicing relations

ABTEL % e e
= socaicxrr] n.a-“"“‘“ —
e

! RBM14- REM4 ¢

Fom 1o 11

IR

=T

g i
' o i
e

w3 v = LLS '::‘[:gr[ ermn [cl.‘ CTNNDT (b1 e
= - S gty USO1 [chra] B it

PTBP2 o] m"""“"'
A foh12) A

=] WAc [chr‘l 0}

EIF4GZ hr11] o,

o cnioen




MDM4 exon 6 splicing is partly driven by a ¢

opy number variation
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Confounding variables in gene dependency models
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Only differential dependency genes have exon-correlated guides
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Does exon splicing confound shRNA gene dependency?

—log1o Bonferroni-adjusted p-value
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Same-exon - different-exon correlation distribution is right-skewed
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PSMC2 exon-shRNA correlations
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PSMC2 exon-shRNA correlations
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Future plans

- MDMA4

- Investigate link between copy number variation and exon 6 splicing

- Gene dependencies
- Could same-exon correlations be due to other factors (similar target
sequences, RNA folding regions)?
- Transform exon splice levels to discrete isoform-level expression levels
- Are differences in sgRNA/shRNA-level dependencies explained by
differential exon splicing?
- Exon splicing
- Look for other predictors of exon splicing in the CCLE (methylation,
chromatin profiling, mutations)
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