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Translocation renal cell carcinoma (tRCC)

ÅAggressive form of non-clear cell 
renal cell carcinoma. 

ÅDistinct WHO subtype (WHO, 
2016)

ÅMolecularly characterized by in-
frame gene fusions involving a 
member of the MIT/TFE 
transcription factor family (TFEB, 
TFEC, TFE3, MiTF)



Outcomes and treatment approaches in tRCC

ÅClinically aggressive with poor 
outcomes

ÅccRCC agents have some activity, 
but unclear standard of care

ÅNo molecularly defined 
approaches specifically tailored to 
the unique biology of the disease
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IRS-1/PI3K/AKT/mTOR Damayantiet al.CCR, 2018
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Leveraging integrative genomics to dissect the biology 
of tRCC

ÅWhat is the genomic, epigenomic, and transcriptional 
landscape of tRCC?
ÅWhat are the opportunities for therapeutic intervention? 



Defining the genomic landscape of tRCC

ÅMiT/TFE fusions are the defining 
alteration

ÅFew co-occurring genetic events

ÅPrior cohorts limited in size
ÅHistologic overlap with more common 

RCC subtypes may be used to assemble 
larger cohorts for analysis

Malouf et al., CCR, 2013/2014; Marcon et al., CCR, 2020; 
Sun et al., Nat Comm, 2021; Bakouny et al., bioRxiv, 2021



Sharpening the genomic landscape of tRCC via WGS



Sharpening the genomic landscape of tRCC via WGS
no major CN changes

Pre-Lenvatinib/everolimus Post-Lenvatinib/everolimus


