GUT-C MEETING




CASE PRESENTATION

M 55 y/o male with sharp, crampy LUQ abdominal pain for approximately 7 years

B PMHx: bradycardia, LVH, diastolic dysfunction, HLD, glaucoma, colonic TAs and
hemorrhoids (rectal bleeding)

B November 2013: EGD — firm, submucosal 1.5 cm lesion along greater
curvature of the stomach, prepyloric region

' November 2020 — Gl consult for evaluation of continued rectal bleeding
) January 2021 — EGD shows increase in size to 2.5 cm and extension to pylorus

' February 2021 — EUS shows a hypoechoic lesion arising from submucosa and
muscularis propria. FNA showed a spindled cell neoplasm.

' March 2021 — Consulted for surgical removal of GIST due to persistent vague
abdominal pain related to PO intake



SURGERY AND POST-OPERATIVE COURSE

B May 2021:Patient underwent laparoscopic partial gastrectomy and umbilical
hernia repair

B Complications:

) Developed gastric outlet obstruction
= Treated conservatively with NGT and IV steroids
= Re-intervention: Billroth Il gastrojejunostomy and partial gastrectomy

J Near-syncope event due to upper Gl bleeding

B One month after both surgeries, Patient recovering well



STOMACH, PARTIAL GASTRECTOMY

M 3.0 x 2.5 x 2.3 cm tan, firm, rubbery mucosal mass, abutting the serosal
surface

M Intraoperative consult: spindle cell lesion












DIAGNOSIS?

B What immunohistochemical tests would help?



NEGATIVE IMMUNOHISTOCHEMICALTESTS

cDI17 DOG-1

S-100
CD34




POSITIVE IMMUNOHISTOCHEMICAL TESTS

o Bed




FINAL DIAGNOSIS:

PLEXIFORM FIBROMYXOMA

Miettinen et al. Am ] Surg Pathol 2009;33:1624-1632




PLEXIFORM FIBROMYXOMA

B Rare, benign multinodular myxoid mesenchymal tumor of the stomach

B Most arise from the muscularis propria or submucosa of the
antral/prepyloric region

B Both sexes equally affected

B Clinical symptoms:
M Upper Gl bleeding, hematemesis, anemia
M Pyloric obstruction

M Abdominal pain and distention
B Weight loss

B Recurrent translocations in MALAT |-GLI| or GLII upregulation



GROSS FEATURES

M Solitary, circumscribed, multilobulated mass arising from the muscularis propria
B Overlying mucosa smooth or ulcerated

M Size varies from |.5cm to 15cm

Miettinen et al. Am ] Surg Pathol 2009;33:1624-1632



HISTOLOGICAL FEATURES

B Multinodular proliferation of bland uniform spindle cells and arborizing
capillaries in a rich myxoid stroma

M Variable cellularity

B Rare or no mitotic figures

Positive
immunohistochemical
tests
« SMA (diffuse) * Desmin
* CDIO (focal) « S-100
* Caldesmon (focal) « CD34
« C-kit/CDI 17

DOG-I



GENETICS

B MALATI-GLII gene fusion and GLI| polysomy results in overexpression of the GLI/
protein

M Breakpointin intron 5 of the GLII gene
M Fusion of MALAT | promoter to 3’ end of GLII —increased expression of exons 6-12 of GLI|
M Both full-length and truncated GLI/ can activate their target genes

M Frequency of MALAT |-GLI| fusion in two studies by Spans, L et al. and Hu, G et al. and
was 18% and 37%.

M GLII immunopositive tumors seemed to show increased cellularity

** No fusions or mutations detected in the GLII gene for this
patient



TREATMENT AND PROGNOSIS

M Surgical or endoscopic resection

B Recurrence or metastasis following complete excision have not been
reported



DIFFERENTIAL DIAGNOSIS

B Gastrointestinal stromal tumor (GIST)
B SDH-deficient GIST

B Inflammatory fibroid polyp
B Plexiform neurofibroma

M Inflammatory myofibroblastic tumor

M Epithelioid inflammatory myofibroblastic sarcoma
M Malignant gastrointestinal neuroectodermal tumor (GNET)

B Schwannoma



DIFFERENTIAL DIAGNOSIS:

GASTROINTESTINAL STROMAL TUMOR (GIST)

Most common mesenchymal tumor of
the Gl tract (stomach)

M Spindle, epithelioid and mixed types

M Proto-oncogene KIT or PDGFRA gain of
function mutations in 85%

M Arises from interstitial cells of Cajal
within myenteric plexus of the muscularis
propria

M Spindle cell neoplasm, eosinophilic/clear
cytoplasm, elongated/round nuclei

M Positive: CD 117, DOG-1, CD34, SMA
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involvement; epithelioid morphology

lymphovascular invasion common

stomach
indolent

M Most common in children and young
adults
M 5% to 8% of gastric GISTs

M Multinodular, with plexiform mural
B Distant metastasis common but

B Arise almost exclusively in the
M Metastasis to lymph nodes and

B Often multifocal

M Loss of SDHB protein expression



DIFFERENTIAL DIAGNOSIS:

INFLAMMATORY FIBROID POLYP

Benign mesenchymal tumor (stomach and SB)
Predilection for the antrum/pylorus
Distinctive intraluminal pedunculated polyps

Arise from submucosa

Hypocellular; short spindle cells; onion-skin
fibrosis around vessels; fine chromatin,
small/indistinct nucleoli, scant cytoplasm;
edematous or myxoid stroma

B Prominent inflammatory infiltrate
(eosinophils)

M PDGFRA mutations
M Positive: CD34, PDGFRA, SMA (some)
B Negative: CD117,S-100, DOG-|

www.Pathologyoutlines.com



DIFFERENTIAL DIAGNOSIS:

PLEXIFORM NEUROFIBROMA

M Rare, benign peripheral nerve sheath
tumor associated with NFI

M Plexiform variant — involves plexus or
multiple fascicles and alters them into
complex tortuous masses

M Similar clinical presentation

B Schwann cells, spindled fibroblasts, and
perineural cells

M Nodular appearance, prominent myxoid
matrix, hypocellular

M Positive: S-100, SOXI10, Collagen Type
vV

B Negative: SMA, Desmin, CDI |7
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DIFFERENTIAL DIAGNOSIS:

INFLAMMATORY MYOFIBROBLASTIC TUMOR

Mesenchymal myofibroblastic spindle cell
neoplasm of intermediate biologic potential

M SB and colon > stomach (submucosa,
muscularis propria or mesentery)

M Abdominal pain, bowel obstruction, or
fever

M Children and young adults; no sex
predilection

B Loose fascicles of uniform spindle cells ,
with vesicular chromatin, small nucleoli and:
pale cytoplasm; myxoid or collagenous
stroma; prominent lymphoplasmacytic
infiltration

M 2/3Tyrosine kinase receptor gene SNEW
I"eal"l’angements (ALK then ROS I) www.Pathologyoutlines.com

Positive: SMA, ALK (variable), vimentin

Negative: S-100,CD117,DOG-1, CD34,
SOX10,EMA



Highly aggressive variant — high
mortality rate

Rapid local recurrences
Predilection for male gender

Plump round epithelioid cells with
vesicular chromatin, large prominent
nucleoli; amphophilic/eosinophilic
cytoplasm; abundant myxoid stroma

Prominent neutrophilic component
Positive: desmin, SMA, CD30,ALK |
Negative: S-100, EMA, caldesmon

PR e ,
EpltheI|0|d Inflammatory Myoflbroblastlc Sarcoma

B b %:Q "“‘@Wﬁ%ﬁgg ""“‘g;i -
Y ¥ e - AR
@ % }r é; iﬂﬁ’?"‘éw & w.. - u,-.



DIFFERENTIAL DIAGNOSIS:

MALIGNANT GASTROINTESTINAL NEUROECTODERMAL

Rare aggressive mesenchymal neoplasm of
Gl tract (spread to lymph nodes and liver)

Small bowel > stomach
No sex predilection; median age 35 years

Abdominal pain, intestinal obstruction

Sheets/nests of spindled or round
mesenchymal cells with eosinophilic
cytoplasm; vesicular chromatin, prominent
nucleoli and mitoses; occasional osteoclast-
like giant cells

B Positive: S-100, SOX10, synaptophysin,
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B Gene fusion translocations, EWSRI-ATFI or
EWSRI-CREBI






DIFFERENTIAL DIAGNOSIS:

Gl SCHWANNOMA

Benign nerve-sheath tumor arising from
differentiated Schwann cells

Age 50-60 years; female predominance

In Gl tract, most commonly described in
the stomach (submucosa or muscularis

propria)

B Mostly asymptomatic; Gl bleeding,
epigastric pain, palpable mass

M Well circumscribed, unencapsulated mural
nodule; Lymphocytic peritumoral cuff;
bland spindle cells with a
microtrabecular/microfascicular pattern;
focal nuclear atypia and low mitotic
activity

POSitive: S- I OO, GFAP (Variable) Plexiform pattern, www.Pathologyoutlines.com

Negative: desmin, SMA, DOG-I, KIT




Voltaggio et al. Hum Pathol. 2012 May; 43(5): 650-659
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