JAN 2020 DIAGNOSIS LIST

20-0101: clear cell sarcor&e tumor of Gl tract (small bowel/GIl and soft tissue
pathology)

20-0102: polyphenotypic round and spindle cell sarcoma with E\FRRZ 1 fusion
(soft tissue/soft tissue pathology)

20-0103: lipogranuloma (c/w history of petroleum jelly injection) (penis/GU
pathology)

20-0104: endometrioid adenocarcinoma (c/w arising from endometriosis)
(bladder/GU pathology)

20-0105: placental site nodule (uterus/GYN pathology)

20-0106: sessile serrated polyp with dysplasia (large bowel/GI pathology)
20-0107: Glioblastoma H3 G34 mutation, WHO grade IV (brain/neuropathology)
20-0108: atypical renal cyst (kidney/GU pathology)

20-0109: low grade oncocytic papillary renal cell carcinoma (papillary renal
neoplasm with reverse polarity/type IV papillary renal cell carcinoma) (kidney/G
pathology)

20-0110: low grade oncocytic tumor (kidney/GU pathology)
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20-0101

Jeff Cloutier/GregCharville Stanford

63-yearold F with h/o breast carcinoma
and melanoma, presenting with 3.2cm
small bowel mass.



63yo F with history of breast
carcinoma
and melanoma, presenting with
3.2 cm small bowel mass (ileum).

Jeff Cloutier and Gre@harville
Stanford
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Additional negative stains

HMBA45
Desmin
CD30
CDA45



Additional diagnostic workup

A Negative immunohistochemical stains:

y CK5/6, CK7, CK20, CAM5.2, EMA, CDX2,
GATA3

y Melan A

y Myogenin

y CD117

y INSM1, chromogranin
y CD163, CD68

y INI1 (intact expression)

Stanford University



Additional diagnostic workup

A TFE3 immunohistochemistry and FISH
y Negative
Yy Rules out alveolar soft part sarcoma

Stanford University



Fusion-STAMP (Stanford
Actionable Mutation Panel for
Fusions)

A Targeted next generation sequencing panel to
detect potentially actionable gene fusion
events in cancer

A Captures mRNA transcript regions of interest
of 43 genes

A Result:
y Positive for EWSR1-ATF1 fusion

Stanford University



Tumors with EWSR1-ATF1 fusion

A Conventional clear cell sarcoma of tendon
sheath

A Clear cell sarcoma-like tumor of Gl tract
A Angiomatoid fibrous histiocytoma

A Hyalinizing clear cell carcinoma of salivary
gland

Stanford University



Clear Cell Sarcoma-Like Tumor of
Gl Tract

A High-grade sarcoma primary to the Gl tract
A Uncommon tumor (<100 reported cases)

A Younger to middle-aged patients (range: 13-
85 years)

A lleum (70%) > stomach > colon > esophagus
A Poor prognosis (median survival i 10 months)

WHO Classification of DigesTiuenSysadition Stanford University



Clear Cell Sarcoma-Like Tumor of
Gl Tract - Pathology

A Centered in muscularis propria

A Relativ
A Vesicu
eosino

ely uniform epithelioid cells

ar chromatin, +/- nucleoli, pale
ohilic cytoplasm

A Nesteo

, solid, pseudopapillary and

pseudoalveolar patterns
A 50% - osteoclast-like giant cells

A Mitotic

activity present

Stanford University



Clear Cell Sarcoma-Like Tumor of
Gl Tract - Immunohistochemistry

A Positive
y S100 and SOX10
y +/- synaptophysin, NSE
A Negative:
y Melanoma and PEComa markers (HMB45,
Melan A, MITF)

y GIST markers (CD117, DOG1)
y Epithelial markers (keratins)

Stanford University
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Clear Cell Sarcoma-Like Tumor of
Gl Tract T Molecular Pathology

A Harbor gene fusion involving EWSR1
y EWSR1-ATF1 (most common)
y EWSR1-CREB1

Stanford University



nNCl ear Cel | Sarncom
Terminology

A Clear cell sarcoma of tendons and
aponeuroses (melanoma of soft parts)

y Subcutis or deeper soft tissue, extremities

y Express S100, SOX10 and melanoma
markers (MelanA, HMB45, MITF)

A Clear cell sarcoma-like tumor of Gl tract

y Gl tract
y Express S100 and SOX10
y Negative for melanoma markers

Stanford University



nNCl ear Cel | Sancom
Terminology

A Malignant Gastrointestinal Neuroectodermal Tumor
(GNET)

y Proposed renaming of CCSLTGT (Stockman et
al. 2012 AJSP)

y Analysis of 16 cases:
A Positive immunohistochemical stains:
5 $100 and SOX10 (100%)
0 CD56 (70%), synapto (56%), NB84 (50%),
NSE (45%)
A Ultrastructural analysis:
5 Eeatures of nrimitive neuroectoduorduniversicy)




Clear Cell Sarcoma-Like Tumor of
Gl Tract 1
Summary

A Rare aggressive sarcoma of the Gl tract with
neuroectodermal differentiation

A Positive for SOX10 and S100

A Lacks expression of melanoma markers
A EWSR1 fusions

A Evolving terminology

Stanford University



20-0102
scanned slide available!

Keith Duncan: MillsPeninsula

52-yearold F with 2.6cm -¢haped
bilobed mass near right middle scalene
muscle originating near &34 facet.
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Spindle and Round Cell Sarcoma With EWSRI1
PATZ1 Gene Fusion: A Sarcoma With
Polyphenotypic Differentiation

Sheets and nests of round to spindle cells, fine
chromatin, tiny conspicuous nucleoli, moderate
cytoplasm, and thick bands of intratumoral
fibrosis.

HISTO: MULTILOBULAR NEOPLASM COMPROSED OF
SMALL ROUND CELLS WITH HIGH N/C RATIO & LIMITED
AMOUNTS OF PALELY EOSINOPHILIC CYTOPLASM. NO
SIGNIFICANT PLEOMORPHISM & MINIMAL MITOTIC
ACTIVITY.



Spindle and Round Cell Sarcoma With EWPARZ 1
Gene Fusion: A Sarcoma With Polyphenotypic
Differentiation

AEWSR1-PATZ1 fusion positive spindle and
round cell sarcomas show abundant
Intratumoral fibrosis and polyphenotypic
differentiation, thus mimicking a range of
tumors mcludlng desmoplastic small round cell

tumaor.

APrecise classification of this spindle and round
cell sarcoma and its relationship to the Ewing
sarcoma family of tumors remains to be
determined.



Am J Surg Pathol. 2019 Feb;43(2):220-228

Spindle and Round Cell Sarcoma With EWSR1-PATZ1 Gene Fusion:
A Sarcoma With Polyphenotypic Differentiation.

Chouqule A, Taylor MS1, Nardi V1, Chebib I, Cote GM?2, Choy
E2, Nielsen GP1, Deshpande V1.

Department of Pathology.

Center for Sarcoma and Connective Tissue Oncology, MGH, Boston, MA.


https://www.ncbi.nlm.nih.gov/pubmed/30379650
https://www.ncbi.nlm.nih.gov/pubmed/30379650
https://www.ncbi.nlm.nih.gov/pubmed/30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chougule A[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chougule A[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chougule A[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Taylor MS[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nardi V[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nardi V[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nardi V[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chebib I[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chebib I[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chebib I[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cote GM[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Choy E[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Choy E[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nielsen GP[Author]&cauthor=true&cauthor_uid=30379650
https://www.ncbi.nlm.nih.gov/pubmed/?term=Deshpande V[Author]&cauthor=true&cauthor_uid=30379650
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ESPNET  oNET 13 FEx) o
2212 (PATZ1) 2931(5P3) CCSSP
Sl AFH
Other 21921 (ERG) 2034 (CREB1)
ESIPNET 20q13(NFATC2) —
4q35(DUx4) RMS

MET 1903 @NF4M4)— ™ e
22q12 (EWSR1

)
17921 (ETV4)/ F Hidradenoma

ES/PNET 6p21 (POUSF1) Mucoepidermoid carc. salivary

Other
12013 (DDIT3) 7p22 (ETV1)
MLS ES/PNET
12013 (ATF1) 9922 (NR4A3)
CCSSP EMCS
AFH 12p12 (ZNF384) 11p13 (WT1)
Other AL 11q24 (FLI1) DSRCT
ES/PNET Other
RMS
Neuroblastoma
Olfactory neuroblastoma

Giant cell tumour of bone
Pseudopapillary tumour pancreas

AFH: Angiomatoid fibrous histiocytoma

AL: Acute leukemia

CCSSP: Clear cell sarcoma of soft parts

DSRCT: Desmoplastic small round cell tumour

EMCS: Extraskeletal myxoid chondrosarcoma EWSR1, partners, and tumours.
ES/PNET: Ewing sarcoma/Penipheral neurectodermal tumour Jean Loup Huret 08/2010

MET: Myoepithelial tumour

MLS: Myxoid liposarcoma

RMS: Rhabdomyosarcoma

Other: small round cell, undifferentiated, polyphenotypic tumours



20-0103
scanned slide available!

Emily ChanMarietya Lauw, UCSF
40-yearold M with a penile mass.
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Differential diagnoses

ALipogranuloma
AAdenomatoid tumor
AMalakoplakia
ALymphangioma
ASignet ring cell car inom

ess Ilc’f}ely given

ASclerosing liposarcorfg of eyiologie
atypia



Extra history

AThe patient had a history of petroleum jelly
Injection to his penis.



Diagnosis
ASkin, penis, excision:

Lipogranuloma

AOther names include Paraffinomdaselinoma
oleoma Tanchonodules.






Penile implants

AWide variety of implants:

To To T P> > T

Solid: Glass, stone, bullets, ivory, gems, gold, plastic.

Liquid: Silicone, paraffin, Vaseline, petroleum jelly, cod liver aill,
nandrolone decanoate, waxes, and mineral oll.

1989: RoberGersunydescribed injections of mineral oil as a medical
procedure.

Since then mineral oil injections have been used for a wide range of
cosmetic purposes, i.e., cleft palate, wrinkles, face deformities,
baldness, and muscle, breast and penile augmentation.

1906: Heidingsfeldoresented the first report of adverse effects
(disfiguring subcutaneous nodules) of human body oil injections.

After several reports of serious adverse effects, these treatment
modalities were omitted in traditional medicine.

Still used by nomedical personnel or as seifjections mostly for
cosmetic purposes.

More commonly performed in Asia and Eastern Europe.



Prevalence

AHigh prevalence in certain male populations:

- 7.5 % In a study of 639 Burmese fishermen In
Thalland (Ohnmar et al. Sex Health. 2009)

- 15.7% In another study among Hungarian
prisoners Rosecker  etal. J Sex Med. 2013).



90.0

- - Mild Moderate Severe Life threatening
C I I n I C a I p re S e r Penile pain Phimosis Induration Fournier's gangrene
Swelling Ulceration Necrosis Sepsis
Penile erythema Purulent secretion
Itching at injection area Pale penile skin colour change
Discharge Dysuria
Fever
Atrophy
Recurrent bleeding
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Penile pain  Swelling Induration  Purulent Ulcerations  Penile
secretion erythema

SvensgyN, et al. World J

Urol. 2018.



Penilelipogranuloma

AEtiology:

Primary: Unknown.
Secondary: Injection of substances such as paraffin, silicone
oll, or wax into the penis.

AHistology:
- Lipidvacuoles of varying sizesmbedded in a sclerotistroma.

- Usually accompanied by a histiocytic or foreign |
bodygranulomatousnfiltrate with or without eosinophils.

- No cytologic atypia.
- CD68&staining is strongly positive in multinucleated giant cells
and epithelioid histiocytic cells.

- H&E diagnosis (with good history) in most cases.



Acute, subacute anchronicphasesf Vaseline
|nJeCt|On Acute (<2

weeks)

Subacute (3.2 Chronic (2+
mo) yrs)

Nyirady P, at al. Urology. 2008
Jun;71(6):1132-7.



