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� PGY-1 Hartford Hospital
� MD degree Saint-Petersburg first State Pavlov 

University, Saint-Petersburg, Russia. 
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� First screening colonoscopy:
� Mass (submucosal) of the descending colon.
� Asymptomatic

� No other significant medical problems
� No family history of colorectal cancer or inflammatory

bowel disease, no immunosuppression.
� A subsequent follow-up CT performed:
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� Partial colectomy
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� DOG-1, CD117 (c-KIT) – Negative
� SMA - Negative
� ALK – Negative
� EMA - Negative 
� CD34, PanTRK – Negative 
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� A. LEFT COLON, PARTIAL COLECTOMY: 
� SCHWANNOMA, 4.4 CM,  WITH DEGENERATIVE/REACTIVE 

CHANGES.  

� COLONIC MUCOSA WITHOUT SPECIFIC HISTOPATHOLOGIC 
CHANGES.  

� REGIONALLY REACTIVE LYMPH NODES. 

� NEGATIVE FOR DYSPLASIA OR MALIGNANCY.
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� Benign nerve sheath tumor arising from 
differentiated Schwann cells

� More common in 30 - 60 years of age,  broad age 
range

� M = F
� 90% are sporadic 

� 3% with NF2, 
� 2% with Schwannomatosis 
� 5% with meningiomatosis with/without NF2
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� Loss of function of the tumor suppressor gene merlin 
(schwannomin)

� Direct genetic change involving the NF2 gene on 
chromosome 22 or secondarily to merlin inactivation

� Can occur in NF2 and spontaneous schwannomas
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� Schwannomas can arise in nearly all sites of the 
body

� Most frequently in the limbs with a predilection to the 
upper limbs, followed by the head and neck area.

� GIT schwannomas are uncommon
� Among GI Tract schwannomas (Virchows Arch (2010) 

456:411–422):
� 73% occur in the stomach, 
� 18% in large bowel, 
� Remining (<5%) in small bowel or ‘unspecified’ 
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� Classical features:
� Encapsulated, well circumscribed
� Most cases have a zonal pattern composed of cellular areas 

(Antoni A) with nuclear palisading (Verocay bodies) and a 
hypocellular component (Antoni B)

� Typically strongly, diffused S100 and Sox10+

� “Variant”, Non-classical Morphologies
� “Ancient” schwannoma
� Cellular schwannoma
� Epithelioid schwannoma 
� Microcystic/reticular schwannoma 
� Neuroblastoma-like schwannoma
� Plexiform schwannoma 



/�����"	���-���� �	01�(�����"���2

� Features include hyalinization, nuclear atypia, 
hemosiderin deposition

� Should not have conspicuous mitotic activity or other 
features suggestive of malignancy
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� Composed entirely of Antoni A tissue and devoid of 
Verocay bodies

� Most common in the paravertebral region

Virchows Arch (2010) 456:411–422
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� Single or small groups of epithelioid Schwann cells 
with moderate amphophilic cytoplasm and 
occasional nuclear pseudoinclusions

� Myxoid to hyalinized stroma, often with thick walled 
vessels
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� Has a preference for the GI tract and rarely in 

subcutaneous soft tissue
� Formed of strands of bland spindle cells in a myxoid 

background, with various proportions of microcystic 
structures

� No alternating Antoni A, Antoni B areas or Verocay 
bodies
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CK: negativeS100: positive
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� Rare variant defined by large, collagenous, rosette-
like structures surrounded by small, round, 
hyperchromatic Schwann cells
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� typically associated with NF2 and schwannomatosis;
� multilobulated (“plexiform”);
� may involve multiple nerve fascicles, making 

complete resection challenging. 
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� Top Differential diagnoses
� Gastrointestinal Stromal tumors (GIST)
� Leiomyoma

� Recently described mimic:  
� Low-grade spindled neoplasm with NTRK rearrangement
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� Most common mesenchymal neoplasm of GI Tract and 
leading ddx for schwannoma

� Most GISTs are spindle cell tumors with variable 
palisading, paranuclear vacuoles and collagen fibrils 

� Stomach is the most common site, though may occur 
anywhere along GIT (Stomach > Small Bowel >> 
Colon/Esophagus)

� Most GISTS are sporadic.   Syndromic associations 
include NF1, Carney Triad, Carney-Stratakis Syndrome, 
and familial GIST syndrome  

� Vast majority are CD117 and DOG1 positive by IHC (very 
rarely negative for both markers by IHC), negative for 
S100, Sox10, SMA.  

� ~90% or GISTS harbor activating mutation in KIT or 
PDGRFa (notable exception includes SDH-deficient 
epithelioid GISTs) 
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� 2nd most common spindled neoplasm of GIT
� Benign smooth muscle neoplasm composed of 

spindle cells with brightly eosinophilic cytoplasm,  
distinct cell membranes, and blunt ended nuclei.

� May show palisading and extensive degenerative 
changes in the form of hyalinization, calcification, 
myxoid changes and ancient nuclear atypia, 
mimicking schwannoma

� Most commonly found in the esophagus; less 
commonly in colon. 

� Markers of smooth muscle differentiation are positive 
(SMA, desmin, calponin, caldesmon). 

� CD117, DOG1, S100, Sox10, negative.  



https://www.pathologyoutlines.com/topic/colontumorleiomyoma.ht
ml
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� Case series, 8 spindle cell lesions of gastrointestinal 
tract (6 children, 2 adults)

� 3 Morphologies
� 1.  Infantile Fibrosarcoma-Like (n = 4)
� 2.  Low-grade CD34-positive, S100 protein-positive 

spindle-cell tumors, associated with NTRK1 fusions (n = 
2)

� 3.  Unclassified high-grade spindle-cell sarcomas, with 
NTRK1 fusions (n = 2)

� The low-grade CD34-positive, S-100 positive spindle 
cell tumors associated with NTRK1 fusions show 
morphologic overlap with GIST and/or Schwannoma 
and may represent a rare diagnostic pitfall



Atiq MA, Davis JL, Hornick JL, Dickson BC, Fletcher CDM, Fletcher JA, Folpe AL, Mariño-
Enríquez A. Mesenchymal tumors of the gastrointestinal tract with NTRK rearrangements: 
a clinicopathological, immunophenotypic, and molecular study of eight cases, emphasizing 
their distinction from gastrointestinal stromal tumor (GIST). Mod Pathol. 2021 Jan;34(1):95-
103.



S100: Positive, consistently 
Sox10 and cKIT/DOG1 negative

Atiq MA, Davis JL, Hornick JL, Dickson BC, Fletcher CDM, Fletcher JA, Folpe AL, Mariño-
Enríquez A. Mesenchymal tumors of the gastrointestinal tract with NTRK rearrangements: 
a clinicopathological, immunophenotypic, and molecular study of eight cases, emphasizing 
their distinction from gastrointestinal stromal tumor (GIST). Mod Pathol. 2021 Jan;34(1):95-
103.
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� Oncogenic gene fusions involving the neurotrophic 
receptor tyrosine kinase NTRK1, NTRK2, NTRK3  
are major oncogenic drivers in multiple tumor types. 

� Mesenchymal tumors in the gastrointestinal tract 
with NTRK fusions have been previously described 
as GIST, though lack cKIT/DOG1 immunoreactivity

� Initial series is very small, future studies with larger 
numbers necessary to better understand the 
behavior and implications of this newly proposed 
entity
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