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Kidney cancer Is a disease of chromatin dysregulation I

Target gene repression PBAF
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(or BRM) EATAER) <5 and transcription
Tumors With D \
Mutation (%)
VHL 52.3
PBRM1 32.9
SETD2 11.5
BAP1 10.1
MTOR 6 RNA Pol Il
TCEB1 0.7 =
PIK3CA 2.9
KDM5C 6.7
TP53 2.2 » Transcription and DNA repair
PTEN 4.3
D @gﬁ]‘g‘ated @ H3K27me3 @ H3K36me3 Ubiquitin (P) Phosphorylation
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Histone methyltransferases require metabolic cofactors I

Genic Region histone, DNA methylation
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Genic Region Metabolic dysfunction ?

Chromatin misregulation ?

W Transcriptional mis-processing ?

ccRCC
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SETD2 mutation is mutually exclusive with amplification of MATlA/!!
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Genetic Alteration  m \lissense Mutation (putative driver) B Missense Mutation (unknown significance) B Truncating Mutation (putative driver) I Deep Deletion mRNA High [l mRNA Low No alterations
Expression Heatmap -3 - 3

HypothesisUpregulationof SAM synthesis substitutes for loss of SETDZRCC
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Hypothesis:
SETD2 mutation contributes to metabolic dysregulation In
ccRCC

Significance:
SETDZ2 mutation status may confer metabolic or other synthetic
lethalities

Impact:
Better understanding of SETD2 function will inform and
Improve patient treatment and outcomes



Oncohistonenutations serve as pamethyltransferase inhibitors I
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Inhibition of SETD2 results in altered SAM metabolism I
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SETDZ2 expression alters transcriptiocclRCCell lines

mitotic nuclear division
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Dual Chromatin and Cytoskeletal Remodeling by SETD
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