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Case 1 - IHC

Slide Seminar

ÅSpindle cells:

ïCytokeratins (AE1/AE3, CAM5.2, CK5/6, OSCAR) 

ïp63, p40: Negative 

ïVimentin positive (diffuse and strong)

ïDesmin focally

ïKi67: 5-10%   



Case 1: Spindle Cell Squamous Carcinoma (SCSC)

Definition

- Variant of squamous cell carcinoma composed of spindle and/or epithelioid 

pleomorphic cells, usually associated with intraepithelial dysplasia and/or 

invasive conventional squamous cell carcinoma

Synonym: Sarcomatoid carcinoma 
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SCSC - Clinical

- Represents less than 1% of all laryngeal malignancies                         
- Much more common in men than in women; occur over a wide age range 

but peak incidence is in the 5th and 8th decades of life                      
- In mucosal sites of the head and neck the oral cavity and larynx are most 

common sites of occurrence:
- larynx - glottic region is most common 

- Hoarseness is a common symptom; an exophytic firm mass limited to the 
vocal cords is usually seen on a laryngoscopy exam

- Etiology: Tobacco and alcohol abuse are strongly associated with SCSC; a 
history of radiation has been reported in subset of patients (i.e., 
radiation-induced carcinoma)  
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Polypoid lesions
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High-grade Dysplasia Invasive differentiated SCC
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Spindle cells Epithelioid cells
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SCSC

Granulation tissue-like

Collagenized/hypocellular

Atypical mitoses
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ÅCytokeratins (AE1/AE3, CAM5.2, CK5/6, 

OSCAR):

- Positive in 48-83% of cases 

Åp63, p40:

- tends to mirror CK staining 

ÅVimentin (100% + in 100% of cases)

ÅMesenchymal markers (actins, desmin, 

myogenin, myoglobulin) may be positive

ÅKi67: wide variation from 5-70%   

SCSC - IHC

AE1/AE3

CK5/6 OSCAR

p40/p63

CAM5.2
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Vimentin

100% of SCSC are VIM +

MSA DesminSMA
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PMID: 33982148 
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Spindle Cell Squamous Carcinoma
Epithelial Differentiation

ÅIdentical p53 expression patterns in biphasic (epithelial and spindle cell) 
components 
ÅSupport concept that phenotypically divergent cell populations share similar 
(epithelial) developmental pathway

Ansari-Lari MA, et al. Am J Surg Pathol 2002;26:1024-31. 
PMID: 12170089
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PMID: 25757816

Adamantinoma-like Ewing 
sarcoma 
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ÅSarcomas:
Åheterologous elements may be present in SCSC (e.g., 

rhabdomyosarcoma, osteosarcoma, chondrosarcoma)
ÅInflammatory myofibroblastic tumor
ÅReactive processes:
Åmyofibroblastic-based
ÅInflammatory (e.g., contact ulcers)
Åpost-radiation (reactive) changes

Spindle Cell Squamous Carcinoma
Differential Diagnosis
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Radiation-Induced Malignancy H&N 

- Criteria: 
- malignancy developing in irradiated field
- histologic confirmation of diagnosis
- latency period of at least 3 yrs between radiation and appearance of tumor
documentation region bearing tumor was normal prior to radiation therapy 

- Most common types: 
- UPS >> osteosarcoma, fibrosarcoma, MPNST, chondrosarcoma, angiosarcoma
carcinoma (SCSC) also develop following RTX 

- High-grade, advanced stage

- Poor prognosis:
- extremities better survival than other sites 
- possibly related to resectability

- Related to dose: Ó5000 cGy
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Case 2 - IHC
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ÅPositive:

ïCK7

ïp63  

ïS100 protein

ïSOX10 

ÅNegative:

ïp40  

ïPLAG1

ïDOG1/NR4A3



Case 2: Polymorphous Adenocarcinoma (PAC)
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ÅConventional PAC is a malignant epithelial tumor characterized by cytological 

uniformity, morphological diversity, and an infiltrative growth pattern, and it is usually 

associated with alterations in the PRKD gene family

ÅSynonyms: Previously referred to as polymorphous low-grade 

adenocarcinoma (PLGA)

ÅCribriform polymorphous adenocarcinoma (cribriform adenocarcinoma of the 

salivary glands; CASG) is characterized by a predominant papillary and glomeruloid

growth pattern, clear nuclei, and commonPRKD1, PRKD2, or PRKD3 fusions
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Classic Variant Cribriform Variant 

Genetics Mutation-associated Fusion-associated
Gender F>M F > M
Age 6th-8th decades 6th-7th decades
Most common site Palate (junction hard and soft palate Base of Tongue; posterior tongue
Histology Polymorphic growth with peripheral swirling 

pattern; not usually papillary; no glomeruloid
bodies 

Polymorphic growth not as diverse as classic & 
with ŷŷpapillary; presence of glomeruloid bodies 
may be present; PTC-like nuclei 

PTC-like nuclei Absent Present but not invariably seen
Molecular findings PRKD1 E710D hotspot mutations: in >70% of 

cases
Recurrent gene rearrangements in PRKD1, 
PRKD2, PRKD3: occurs in 80% of cases

Regional nodal metastasis Low (9-15%) High (up to 65%) often at presentation 
Distant metastasis Infrequent (<5%) (lungs; bone; skin/subcutis) Rare (3 reported cases to date * and **)

Treatment Wide local excision Wide local excision; elective neck dissection may 
be warranted given high percentage of nodal 
metastasis at presentation 

Prognosis Excellent long term prognosis 
5-year: 98.8%; 10-year: 94.7%
DSS 10 years 98% 

Excellent long term prognosis;
PRKD1 and PRKD3 rearrangements found in 
clinically aggressive tumors

Mortality Rare (1 reported case to date)* None reported to date 



Polymorphous Adenocarcinoma, Classic
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Polymorphous Swirling

Stroma



Polymorphous Adenocarcinoma, Cribriform
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Glomeruloid

Cribriform

7«~{~ª§rsg Ýêz~µ-qª^ikëÞ |¯gzks 

Papillary



Polymorphous Adenocarcinoma ïInvasion 
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Nodal metastasis

PNI PNI PNI

Invasion of MSG Skeletal muscle


