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Andrew Xiao and Greg Charville ; Stanford

/0-ish female with history of lung mass now wamew humerus
mass. She undergoes intralesional excision.
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DIAGNOSIS?




Recap

ALung
ABland spindle cells with indistinct cytoplasm
AHypocellulafibrocollagenousand cellular myxoid areas
AFascicular and/horlingarchitecture
AThinwalled vessels

AHumerus
AlIndividual cells and cords of small to medisimed epithelioid cells
APerinuclear clearing
ADensely hyalinized, sclerotic matrix
AReactive host bone



Differential Diagnoses (Lung)

APerineuroma

ADesmoid fibromatosis
AMyxofibrosarcoma
ALowgradefibromyxoidsarcoma
ANeurofibroma



Differential Diagnoses (Humerus)

AOsteosarcoma

APEComa

AMetastatic carcinoma
AOssifyingibromyxoidtumor
AMyoepithelial carcinoma

ASclerosing epithelioid fibrosarcoma
ASclerosing variant of rhabdomyosarcoma



|IHC Results




Diagnosis

ASclerosing epithelioid fibrosarcoma (SEF) arising in context of a
pulmonary lowgradefioromyxoidsarcoma (LGFMS)



FusionTargeted RNA Sequencing

Result
FPositive: Alteration(s) detected

Fusion 1
EWSR1::CREB3L1

A EWSR1::CREB3L1 gene rearrangement is identified that joins exon 11 of EWSR1
exon 6 of CREB3L1 (NM_052854.3) in frame. EWSR1, EWS RNA binding protein 1, 1is
FET family of DNA/RNA-binding proteins (PMID: 30962207) and is involved in mul
functions including gene expression and RNA processing (PMID: 21816343). EWSRI1
multiple gene partners, are frequently observed in sarcomas (PMID: 23329308, P
PMID: 32134119, PMID: 32039736). An EWSR1::TFE3 fusion has been Dbserved in re
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Sclerosing Epithelioid Fibrosarcoma (SEF)

AClinical Features
A Slight male predominance (59%)
AMedian age: 45 years

AMost common anatomic distribution
A Lower extremity
A Abdomen
A Visceral organs
A Limb girdle
A Trunk
A Bone

WarmkeLM, Yu WMeis JM. Sclerosing Epithelioid Fibrosarco®@argPatholClin 2024;17(1):119.39. doi:10.1016/j.path.2023.06.009



SEF & LGFMS

ASEF related to but distinct from LGFMS
APreviously thought of as a SEGBFMS spectrum
AHybrid SEEEGFMS tumors
ALGFMS can undergo local or distance transformation into SEF

1. ArbajianE, Puls F, Magnusson L, et al. Recurrent EMXCREB3L1 gene fusions in sclerosing epithelioid fibrosardamd. Suréathol
2014;38(6):804308. doi:10.1097/PAS.0000000000000158
2. Warmke LM, Yu W, Meis JM. Sclerosing Epithelioid Fibrosar&mgRatholClin 2024;17(1):1194.39. doi:10.1016/j.path.2023.06.009



SEF & LGFMS

ASEF related to but distinct from LGFMS
AMUCA4positive in both SEF & LGFMS
ADistinct fusion genes

Diagnosis Most Common Fusion Genes Less Common Fusion Genes
Sclerosing epithelioid EWSR1::CREB3L1 EWSR1::CREB3L2,
fibrosarcoma FUS::CREB3L2, FUS::CREM,

PAX5::CREB3L1,
EWSR1::CREB3L3,
YAP1::KMT2A
HEY1::NCOAZ,
PRRX1::KMT2D

Low-grade fibromyxoid FUS::CREB3L2 FUS::CREB3L1,
sarcoma EWSR1::CREB3L1

1. ArbajianE, Puls F, Magnusson L, et al. Recurrent EMXCREB3L1 gene fusions in sclerosing epithelioid fibrosardamd. Suréathol
2014;38(6):804308. doi:10.1097/PAS.0000000000000158
2. Warmke LM, Yu W, Meis JM. Sclerosing Epithelioid Fibrosar&mgRatholClin 2024;17(1):1194.39. doi:10.1016/j.path.2023.06.009



SEF & LGFMS

A"Pure" SEF

AMore aggressive clinically (speed Gverall Survival
& extent) vs LGFMS g ~— SEF (n = 45)

AHigher metastatic rate

AKey histologic distinction:
ASclerotic lesion
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ACytoIoglc atypia SEF 45 6 1ura(;°n oon 3 0 0

WarmkeLM, Yu WMeis JM. Sclerosing Epithelioid Fibrosarco®@argPatholClin 2024;17(1):119.39. doi:10.1016/j.path.2023.06.009



Gga'! Il GADTS { 9CE

ANow considered a distinct entity
ASEF withfAP1::KMT2Ar PRRX1::KMT2Dsion

AFibroblastic tumor with SHfke morphology andKMT2Agene
rearrangement

WarmkeLM, Yu WMeis JM. Sclerosing Epithelioid Fibrosarco®@argPatholClin 2024;17(1):119.39. doi:10.1016/j.path.2023.06.009



SEF Management

ASurgical
AEarly intervention with wide surgical resection
AReexcision is recommended for positive margins

ATherapy: recalcitrant to chemoradiation

WarmkeLM, Yu WMeis JM. Sclerosing Epithelioid Fibrosarco®@argPatholClin 2024;17(1):119.39. doi:10.1016/j.path.2023.06.009



Key Points

AOsteoidlike foci distinct challenge when in bone
Alntegrating histology, immunohistochemistry, and molecular testing
ALGFMS can transform into SEF



Questions?

AThank you, DCharvillé



25-1102
lain Miller, Cansu Karakas : Stanford

c n-¥earold female with history of right breast triple negative invasive
ductal carcinoma (per report, 2024) status post neoadjuvant
chemotherapy, lumpectomy (ypT1cNO(sn)), and radiation therapy now

presenting with an enlarging right lung nodule. Core biopsy of right
lung nodule was obtained.



ht lung nodule core biopsy
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Immunohistochemistry stains performed

IHC
Stain Result

A CDX2 Negative

A CK20 Negative

A CK7 Focal positive ¥
A GATA3  Focal positive J
A TTF1 Negative ‘

A Ki67 50-60%

A P63 Positive

A HER2 Negative (1+)

A CD117  Positive



Immunohistochemistry stains performed
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Stain
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Immunohistochemistry stains performed
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Immunohistochemistry stains performed

IHC
Stain

A CDX2
A CK20
A CK7

A GATA3
A TTF1
A Ki67
A P63

A HER2
A CD117

Result

Negative
Negative
Focal positive
Focal positive
Negative
50-60%
Positive
Negative (1+)
Positive
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Immunohistochemistry stains performed

IHC
Stain Result

A CDX2 Negative oy Se ey
A CK20 Negative AL T % §
A CK7 Focal positive = "\ OB
A GATA3  Focal positive Y R
A TTF1 Negative |

A Ki67 50-60% | -
A P63 Positive

A HER2 Negative (1+)

A CD117  Positive



Rereview of prior lumpectomy case



