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Main Goals
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A Arbitrary designation
U Clear cell RCC 3p alteration/VHL pathway
U Papillary RCG Ch7/Chl17/MET abnormality
U ESC RCETSC1, TSC2, MTOR alteration
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WHO Category of
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Genital Tumours

A Rearrangement
A Amplification

A ELOCmutated RCC

A Fumarate hydratase- deficient RCC

A Succinate dehydrogenasedeficient RCC
A ALK-rearranged RCC

A SMARB1deficient renal medullary CA




TFE3Rearranged RCC
(Xpl1l translocation carcinoma)

A 40% of pediatric RCC (1-81% adults)
- <40 years of age = higher suspicion

A Similar metastatic rate to clear cell RCC

Origin Story

A Papillary RCC

A Type 2 papillary RC
A Clear cell RCC

A Unclassified RCC




TFE3Rearranged RCC

TFE3 Break Apart Probe (xp11.23)

A Fusion Partners

PRCC -
ASPSCR1 (ASPL)
NONO

SFPQ (PSF) -
RBM10 -
MED15 -
CLTC :

DVL2
PARP14
KAT6A
NEAT1
MATRS3
FUBP1
EWSR1
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TFE3rearrange . Papillary Patterns
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TFE3rearranged RCC: IHC Screening




TFE3 Immunohistochemistry
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TFES FISH

Major caveat: Paracentric inversions involving Xpl11

Xp11 Translocation Renal Cell Carcinomas (RCCs) With
RBM10-TFE3 Gene Fusion Demonstrating Melanotic
Features and Overlapping Morphology With t(6;11) RCC
Interest and Diagnostic Pitfall in Detecting a
Paracentric Inversion of TFE3
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RBM10-TFE3 renal cell carcinoma characterised by
paracentric inversion with consistent closely split signals in
break-apart fluorescence in-situ hybridisation: study of 10
cases and a literature review
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Tsunenori Kondo'’(® & Yoji Nagashima'®

RBM10-TFE3 fusions: A FISH-concealed anomaly in adult renal
cell carcinomas displaying a variety of morphological and
genomic features: Comprehensive study of six novel cases
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RBM10-TFE3 Renal Cell Carcinoma

A Potential Diagnostic Pitfall Due to Cryptic Intrachromosomal
Xp11.2 Inversion Resulting in False-negative TFE3 FISH

Pedram Argani, MD,*{ Lei Zhang, MD,} Victor E. Reuter, MD,} Satish K. Tickoo, MD,}
and Cristina R. Antonescu, MD}

Identification by FFPE RNA-Seq of a New Recurrent
Inversion Leading to RBMI0-TFE3 Fusion in Renal
Cell Carcinoma with Subtle TFE3 Break-Apart

FISH Pattern
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TFE3rearranged RCC

When to test with FISH?
A Red flags
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A Morphology in older patients
A Dimorphic
A Mixed clear/eosinophilic/papillary with or without psammoma bodies
A Low grade clear celltumor with abundant cytoplasm and broad alveolar growth

A IHC Screening

A Pan keratin: Weak patchy staining or negative

A CA9: Negative

A Cathepsin< i |1 ¢®t £t -1 sl }2®0 g2+ ~
A FISH:

A If you need TFE3, you need TFEB
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TFEBrearranged RCC
[t(6:11) RCC]

A Less common than TFE3
A Mean/median age is 31 years
A More indolent than TFE3

Origin Story

A Type 2 papillary RC
A Clear cell RCC

A Unclassified RCC
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TFEBrearranged RCC

A Fusion Partners
- Most common: MALAT1 -
- COL21A1 -
- CADM2 -
- EWSR1 -
- CLTC

ACTB
PPP1R10
NEAT1
KHDRBS?2
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11) Morphology
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TFEBrearranged RCC




TFEBrearranged RCC: Dimorphkdike
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