
South Bay Pathology Society 
November 2025



Disclosures
November 3, 2025

Dr. G. Charville has disclosed an active financial relationship with Cartography Biosciences (consultant). South 
Bay Pathology Society has determined that this relationship is not relevant to the clinical diagnostic case being 
discussed. The activity planners and faculty listed below have no relevant financial relationship(s) to disclose 
with ineligible companies whose primary business is producing, marketing, selling, re-selling, or distributing 
healthcare products used by or on patients.

Presenters/Faculty: Activity Planners/Moderator:
Andrew Xiao, MD Kristin Jensen, MD
Iain Miller, MD Megan Troxell, MD, PhD
Cansu Karakas, MD Dave Bingham, MD
James Mathews, MD
Megan Troxell, MD, PhD
Sheren Younes, MD
Greg Rumore, MD
Salima Ali, MD
Emily Chan, MD



70-ish female with history of lung mass now witha new humerus 
mass. She undergoes intralesional excision.
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Prior lung mass









Current humerus mass











DIAGNOSIS?



Recap

ÅLung
ÅBland spindle cells with indistinct cytoplasm

ÅHypocellular fibrocollagenous and cellular myxoid areas

ÅFascicular and whorling architecture

ÅThin-walled vessels

ÅHumerus
ÅIndividual cells and cords of small to medium-sized epithelioid cells

ÅPerinuclear clearing

ÅDensely hyalinized, sclerotic matrix

ÅReactive host bone



Differential Diagnoses (Lung)

ÅPerineuroma

ÅDesmoid fibromatosis

ÅMyxofibrosarcoma

ÅLow-grade fibromyxoid sarcoma

ÅNeurofibroma



Differential Diagnoses (Humerus)

ÅOsteosarcoma

ÅPEComa

ÅMetastatic carcinoma

ÅOssifying fibromyxoid tumor

ÅMyoepithelial carcinoma

ÅSclerosing epithelioid fibrosarcoma

ÅSclerosing variant of rhabdomyosarcoma



IHC Results
Humerus. MUC4Lung. MUC4



Diagnosis

ÅSclerosing epithelioid fibrosarcoma (SEF) arising in context of a 
pulmonary low-grade fibromyxoid sarcoma (LGFMS)



Fusion-Targeted RNA Sequencing



ÅClinical Features
ÅSlight male predominance (59%)

ÅMedian age: 45 years

ÅMost common anatomic distribution
ÅLower extremity

ÅAbdomen

ÅVisceral organs

ÅLimb girdle

ÅTrunk

ÅBone

Sclerosing Epithelioid Fibrosarcoma (SEF)

Warmke LM, Yu W, Meis JM. Sclerosing Epithelioid Fibrosarcoma.Surg Pathol Clin. 2024;17(1):119-139. doi:10.1016/j.path.2023.06.009



SEF & LGFMS

ÅSEF related to but distinct from LGFMS
ÅPreviously thought of as a SEF-LGFMS spectrum

ÅHybrid SEF-LGFMS tumors

ÅLGFMS can undergo local or distance transformation into SEF

1. Arbajian E, Puls F, Magnusson L, et al. Recurrent EWSR1-CREB3L1 gene fusions in sclerosing epithelioid fibrosarcoma.Am J Surg Pathol. 
2014;38(6):801-808. doi:10.1097/PAS.0000000000000158

2. Warmke LM, Yu W, Meis JM. Sclerosing Epithelioid Fibrosarcoma.Surg Pathol Clin. 2024;17(1):119-139. doi:10.1016/j.path.2023.06.009



SEF & LGFMS

ÅSEF related to but distinct from LGFMS
ÅMUC4-positive in both SEF & LGFMS

ÅDistinct fusion genes

1. Arbajian E, Puls F, Magnusson L, et al. Recurrent EWSR1-CREB3L1 gene fusions in sclerosing epithelioid fibrosarcoma.Am J Surg Pathol. 
2014;38(6):801-808. doi:10.1097/PAS.0000000000000158

2. Warmke LM, Yu W, Meis JM. Sclerosing Epithelioid Fibrosarcoma.Surg Pathol Clin. 2024;17(1):119-139. doi:10.1016/j.path.2023.06.009



SEF & LGFMS

Å"Pure" SEF
ÅMore aggressive clinically (speed 

& extent) vs LGFMS

ÅHigher metastatic rate

ÅKey histologic distinction: 
ÅSclerotic lesion

ÅEpithelioid morphology

ÅCytologic atypia

Warmke LM, Yu W, Meis JM. Sclerosing Epithelioid Fibrosarcoma.Surg Pathol Clin. 2024;17(1):119-139. doi:10.1016/j.path.2023.06.009



άa¦/п-ƴŜƎŀǘƛǾŜ {9Cέ

ÅNow considered a distinct entity

ÅSEF with YAP1::KMT2A or PRRX1::KMT2D fusion

ÅFibroblastic tumor with SEF-like morphology and KMT2A gene 
rearrangement

Warmke LM, Yu W, Meis JM. Sclerosing Epithelioid Fibrosarcoma.Surg Pathol Clin. 2024;17(1):119-139. doi:10.1016/j.path.2023.06.009



SEF Management

ÅSurgical
ÅEarly intervention with wide surgical resection

ÅRe-excision is recommended for positive margins 

ÅTherapy: recalcitrant to chemoradiation

Warmke LM, Yu W, Meis JM. Sclerosing Epithelioid Fibrosarcoma.Surg Pathol Clin. 2024;17(1):119-139. doi:10.1016/j.path.2023.06.009



Key Points

ÅOsteoid-like foci distinct challenge when in bone

ÅIntegrating histology, immunohistochemistry, and molecular testing

ÅLGFMS can transform into SEF



Questions?

ÅThank you, Dr. Charville!



слΩǎ-year-old female with history of right breast triple negative invasive 
ductal carcinoma (per report, 2024) status post neoadjuvant 
chemotherapy, lumpectomy (ypT1cN0(sn)), and radiation therapy now 
presenting with an enlarging right lung nodule. Core biopsy of right 
lung nodule was obtained.
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Right lung nodule core biopsy



Immunohistochemistry stains performed
IHC 
Stain  Result

ÅCDX2 Negative 
ÅCK20 Negative
ÅCK7  Focal positive 
ÅGATA3 Focal positive 
ÅTTF-1 Negative
ÅKi67 50-60%
ÅP63  Positive
ÅHER2 Negative (1+)
ÅCD117 Positive
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Re-review of prior lumpectomy case


