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Incidence: 75%

Median Age: 62 58 62 62 50-55 28 31-49
Prognosis: Good Very good Good Poor Very poor Dismal Often poor
Genetics:  VHL, 3p loss BHD c-MET FH, NF2, NF2, SETD2, Trp53 SMARCB1 TFE3 or
Aneuploidy 9p loss BAP1, 9p loss 22q loss TFEB translocation
Therapeutic HIF, VEGF, Surgery c-MET FH, Hippo-YAP Hippo-YAP SMARCB1 TFE3/PI3K/A
targets: RTKs,mTOR 22q loss KT/mTOR
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Key finding 1: somatic genetic ablation of 9p
drives aggressive disease
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Key finding 2: Cross-species convergent evolution
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Ongoing work: cross species characterization of
metastatic organotropism

Patients’ genomic data
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Challenges: branched evolution drives clonal
diversity in RCC
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Second generation system: sequential mosaic model of RCC
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Second generation system: sequential mosaic model of RCC
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Second generation system: sequential mosaic model of RCC
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A lineage tracing model of in utero genetic mosaicism
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Phylogenesis is calculated by:

1) Barcode indels

2) Indels generated by sgRNA

3) Secondary passenger or driver mutations
4) scRNA-seq transcriptomic analysis
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