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Outline
1. Case study
2. Clear cell sarcoma of the gastrointestinal tract (CS-GIT) and 

gastrointestinal neuroectodermal tumour (GNET)
o Definition and background
o Evolution of the entity
o Histopathological, immunohistochemical markers and molecular 

characteristics

3. Is there a difference?
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Clinical presentation 
Å 57F abdominal pain, vomiting, not passing flatus 

since yesterday.

Å PMHx: No history of melanoma. Nocutaneous 
lesions.

Å Imaging demonstrated 3.4cm soft tissue mass with 
§ª~¶s{^z isz^®s~| êzsykz· s| ykk§s|q µs®r ^| 
adenocarcinoma. It has atypical appearances of a 
57NPÏ g^ªgs|~si ®¯{~¯ª ~ª z·{§r~{^Îë
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Macroscopic
Å Proceeded to laparotomy and small 

bowel resection.
Å Clinically, multiple enlarged lymph 

nodes without peritoneal or omental 
disease during surgery.

Å Circumferential white solid mass, 
45mm, invading the bowel wall and 
abutting the serosa.
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Microscopic
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Infiltrative tumour



Microscopic
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Solid and trabecular architecture
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Microscopic
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Pseudo-alveolar and fascicular architecture
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Microscopic
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Epithelioid architecture and multinucleated giant cells
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Microscopic
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Prominent nucleoli, irregular nuclear membranes



Morphological DDx
Å GIST
Å Clear cell sarcoma of GIT/gastrotintestinal neuroectodermal 

tumour
Å Neuroendocrine tumour

Å MPNST

Å Leiomyosarcoma

Å Poorly differentiated carcinoma

Å Melanoma
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Microscopic
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S100 and SOX10
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Microscopic
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Melan A and CD56
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Microscopic

5/31/2024 14

CD68+ giant cells
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Microscopic
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Ki-67
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Immunohistochemistry             

Å Diffuse S100 and SOX10

Å Extensive CD56

Å Patchy weak synaptophysin

Å Focal weak Melan-A

Å HMB45

Å MITF

Å AE1/3

Å CK8/18

Å Desmin

Å CD34

Å CD117

Å DOG1

Positive Negative
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Overall morphological and 
immunohistochemical features
Å Spindled to epithelioid cells with oval to elongated nuclei 

and distinct nucleoli.

Å Moderate pale eosinophilic, and focally clear cytoplasm.

Å Solid, trabecular, pseudo-alveolar and fascicular 
architecture.

Å Scattered osteoclast-like giant cells.

Å Mitotic rate is 2-5 per 2mm2.

Å No tumour necrosis or lymphovascular invasion.

Å Diffuse SOX10 and S100 positivity. Extensive CD56, 
patchy weak staining for SYN, focal weak for melan-A.

Å Negative for HMB45, MITF, CK8/18, AE1/3, desmin, 
CD34, CD117 and DOG1.
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Refine DDx

Å GIST

Å Clear cell sarcoma/gastrointestinal neuroectodermal tumour

Å Neuroendocrine tumour

Å MPNST

Å Leiomyosarcoma

Å Poorly differentiated carcinoma

Å Melanoma
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FISH
Å Rearrangement of EWSR1 gene 

has been detected using Vysis LSI 
EWSR1 (22q12) dual colour break 
apart probe performed on the 
paraffin embedded tissue.

Å BRAF mutation analysis did not 
detect any variants.
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Summary
Å Morphology, immunoprofile and presence of a rearrangement 

of EWSR1 gene region by FISH are most consistent with a 
gastrointestinal clear cell sarcoma (CCS)/ malignant 
gastrointestinal neuroectodermal tumour (malignant GNET).

Å It is debated whether these should be considered different 
tumours or the same tumour.
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Clear cell sarcoma, clear cell sarcoma of the GIT, 
gastrointestinal neuroectodermal tumour, whats the 
difference?
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https://healthsmrjournal.com/2020/06/07/medical -art-in-pathology/
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Clear cell sarcoma 
Å Described by Enzinger in 1965, a soft tissue sarcoma of adolescents and 

young adults with melanocytic differentiation typicallyinvolving tendons 
and aponeuroses (1).

Å Distal extremities, foot and anklemost common sites.

Å S100, HMB45 positive. Presence of melanosomes well documented(2).

Å Lacking BRAF mutations but distinct EWSR1 rearrangements with ATF1 
t(12;22).

Å Beyond soft tissue, has been describedin sites including ear, bone, 
kidney, pleura and pancreas.
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https://tumourclassification.iarc.who.int/chaptercontent/33/124
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Clear cell sarcoma of the GIT
Å Tumours were identified in the duodenumwith 

similar features to clear cell sarcoma of softtissues 
raised the GIT as a possible location (3).
o EWSR1 gene rearrangement

o Therefore clear cell sarcoma-like tumour of the GIT or CCS of 
the GIT.

Å Increasingly, a proportion were identified that were 
described as S100 positivebut melanocytic marker 
negative.

Å Believed to be secondaryto anatomical location and 
the loss of potential todifferentiate towards a 
melanotic lineage.
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