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Case 1A 
Man 56yo hard palate 









Case 1B 
Man 72 yo smoker oral cavity biopsy 

 



Oral epithelial disorder 

WHO 2017 



 













Cas 1O  
Man 42 yo smoker, oral cavity, 

palate  
 











Diagnosis criteria for epithelial dysplasia,  
adaped Barnes L 



Fig. 1 a OIN/CIS (JSOP) differentiated type, c immunohistochemistry for Ki-67/MIB1 
(differentiated type) [7]. b OIN/CIS (JSOP) basaloid type, d immunohistochemistry for Ki-
67/MIB1 (basaloid type) 



Fig. 2 a OIN/CIS(JSOP) differentiated type (left) (arrow shows the front 
line), b–c immunohistochemistry for Ki-67/MIB1 (b), cytokeratin 13 (c) and 
cytokerain 17  
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Dionne KR1, Warnakulasuriya S, Zain RB, Cheong SC. 
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Case 1N  
 Woman 63 yo smoker oral cavity 



 





 



 



Case 1C  
 Man 61 yo 













Verrucous carcinoma (Ackerman tumor, florid oral 
papillomatosis) 

• Most often older man (70 yo), rare 
 

• Very well differentiated  sqamous cell carcinoma with 
keratinisation without atypias.  
 

• No “invasive” aspect but can be the origin of important local 
damage 

 
• Oral cavity  (15-35%) and  larynx, mostly at the level of the true 

vocal cord (1-4%). Sometimes seen in the supraglottis, 
subglottis, trachea.. 

  
• Linked to tobacco smoking, no association with HPV 



Verrucous carcinoma (Ackerman tumor, florid oral 
papillomatosis) 

• Thickened, club-shaped projection and invaginations of well 
differentiated squamous epithelium. 
 

• One ore several basal layers. Rare mitosis, no abnormal 
mitosis. 
 

• Invasion of the stroma with a well defined pushing border  and 
invasion below the level of adjacent epithelium are usually 
difficult to be observed.  Be careful with the small biopsies 
 

• Lymphoplasmatic inflammation  common 
 

• Hybrid SCC/invasive SCC 



• No metastasis but possibility to transform in invasive SCC  : 
conventional SCC  with verrucous shape 
 

• Numerous differential diagnosis  :  well differentiated 
squamous cell carcinoma , papillary SCC, warts, papilloma, 
inverted Schneiderian papilloma or atypical verrucous 
hyperplasia    
 

• Surgery is the main treatment. Local control sometimes 
difficult 
 

• Excellent prognosis  if the surgery is complete. 5y survival rate 
>80% 

• Radiotherapy is less recommended (transformation?) 

Verrucous carcinoma (Ackerman tumor, florid oral 
papillomatosis) 





 



Case 1F  
Homme 34 ans biospies fosses 

nasales 







Case 1J  
Man 54 yo sinus cavity biopsy  

 











Sinonasal papilloma 

Squamous, transitional, mucinous, columnar 
No grade for dysplasia 
• exophytic  Thin axillary, fibrous, recurrence 20%  
• inverted: Multiple inversions of the surface epithelium 

into the underlying stroma edematous axes, exophytic 
papillary fringes and inverted aspects, "microabscess", 
– recurrence 30% 
– Association/transformation carcinoma (SCC, 

mucoepidermoid, adenocarcinoma or SNUC) 

• oncocytic : rare, same architecture, mucous microcysts 
and "microabscess«  
– recurrence 40%.  
– Association with carcinoma (SCC, mucoepidermoid, adenok 

or SNUC 



Sinonasal papilloma 
• Developed at the expense of the respiratory type epithelium, they represent 0.4 to 

4.7% of nasosinus tumors.  

• 2 to 5H / 1F, with a peak around 50 years old. Three histological types are 
described: 

Exophytique: 32% Inverted: 62% Oncocytic: 6% 

HPV role Perhaps important discussed no 

Localisation Anterior nasal 
septum 

 Nasal cavity and 
maxillary sinus 

paroi latérale 
nasale 

transformation exceptional 11-15% (1,9-27) 4 à 17% 

•      For all the cases, recurrence is the main evolution risk (30%) 









Be careful! Sometimes truly SCC can have “inverted sinonasal papilloma” 
shape  



Sinonasal papilloma inverted type  

• Most common form of sinonasal papillomas 
(schneiderian)   
 

• Differential diagnosis: epithelial respiratory 
adenomatoid hamartoma  
 

• Evolution:  
– recurrence in about 20-30% 
– Sampling ++ (inclusion if possible) due to possibility 

of transformation in transitional carcinoma or 
squamous cell carcinoma (10%) 

  
• Role of HPV to be defined 



Transformed 
inverted papilloma.  

Courtesy M Wassef 



Case 1K 
Man 51 yo nasal cavity lesion 















? 















• Heterogeneous group of lesions, ranging just as in the lung, 
from benign tumors to high grade carcinomas   

 

• The most common tumors are moderately  differentiated 
carcinomas (atypical carcinoids) followed by poorly 
differentiated carcinomas (small cell carcinomas)  

 

• Nests, cords, sheets, trabeculae +/- glands and / or rosettes.  

 

• Tumors most often richly vascularisation. Cells have variable 
cytological aspects depending on the tumor subtype 

 Neuroendocrine carcinomas 



(Modified) 2017 WHO Classification of Neuroendocrine 
carcinomas (NEC) of the Head and Neck 

 

Bayardo Perez-Ordoñez, USCAP 2018 



 

2017 WHO Classification of Lung Neuroendocrine Neoplasms 
(Modified) 





OMS 2017 OMS 2005 Caracteristics 

Well differentiated 

carcinoma 

60 yo 

Larynx 

Carcinoid tumor, well differenciated 

neuroendocrine carcinoma.  

Synonyms: carcinoid, mature 

carcinoid 

Round to slightly spindled cells 

with ample amphophilic to 

eosinophilic granular cytoplasm. 

Nuclei stippled or dispersed 

chromatin in salt and pepper 

pattern 

  < 2 mitoses /10HPFs (/2mm2)  

Moderately 

differentiated 

carcinoma 

Smokers 

Larynx 

Atypical carcinoid, moderately 

atypical differenciated. Synonyms: 

atypical carcinoid tumor (grade II), 

neuroendocrine carcinoma 

moderatly differenciated, 

malignant carcinoïde tumor, large 

cells neuroendocrine carcinoma  

Morphology 

neuroendocrin/carcinoid 

2 to 10 mitoses /10 HPFs  (/2mm2) 

and /or necrosis 



GEPSO 



GEPSO 



OMS 2017 OMS 2005 Caracteristic 

Poorly differentiated  

neuroendocrine 

carcinoma 

Men >60 

90% smokers 

Large cells  poorly differentiated  neuroendocrine carcinoma Morphology : neuroendocrine  differenciation. 

Small to medium size cells with hyperchomatic 

nuclei finely granular chromatin, indistinct 

nuclei. Crush artefacts.  

Large cell carcinoma cytological aspects 

≥ 11 mitoses /10 HPFs  (/2mm2), mean 70 

Necrosis, apoptosis 

At least 1 neuroendocrine marker and/or 

neuroendocrine granules  in electronic 

microscopy 

Poorly differentiated neuroendocrine small cell carcinoma. 

Synonyms: small cells neuroendocrine carcinoma (grade III), 

poorly small cells neuroendocrine carcinoma 

Small cells 

 ≥ 11 mitoses /10 HPFs  (/2mm2), mean 

necrosis  frequent 

Combined 

neuroendocrine 

carcinoma  

Small cell neuroendocrine carcinoma neuroendocrine + non 

small cell carcinoma  (SCC or adenocarcinoma..) 



• Immunohistochemistry: pancytokeratin (AE1 / AE3) + cells, 
synaptophysin +, chromogranin +, NSE +, NCAM +, 
neuroendocrine differentiation.  

 

• The tumor cells are sometimes labeled with antibodies to 
serotonin, calcitonin, bombesin and somatostatin.  

 

• Neuro-endocrine carcinomas can be confused with poorly 
differentiated squamous cell carcinomas, especially basaloid 

Neuroendocrine carcinoma 



AE1/AE3 

synaptophysin 





Differentiel diagnostic : paraganglioma 



Neuroendocrine carcinomas treatment, pronostic 

• well-differentiated neuroendocrine carcinoma 
–  Surgery  
– Extended survival C.  

 
• Moderately differentiated neuroendocrine 

– Surgery  
– 50%  5 years  
– 30% 10 years  

 
• Poorly differentiated ,euroendocrine 

– Chemotherapy - radiotherapy  
– 15% 2 years  
– 5% 5 years 



Case 1D  
woman 45 yo laryngeal lesion 



• 30 year old woman  

 

• Antecedent : cyst of the left ovary.  

 

• No alcohol-toxic intoxication.  

 

• Late 2012 dysphonia: squamous cell carcinoma of the right vocal 
cord and right ventricular band, p16 +.  

 

• 2013 laser resection T3N0 lesion: radiotherapy + cisplatin. 

 

Clinical history 



• Recurrence of the laryngeal tumor with progressive dyspnea.  

 

• In September 2014, PET-scan local laryngeal recurrence with 
bilateral subclinical suspicious cervical lymphadenopathy in the 
context and a pulmonary nodule of the left lower lobe.  

 

• Fibroscopic examination: voluminous anterior glotto-subglottic 
tumor bud treated by laser endolaryngeal disobstruction. 

Clinical history 



 



 



 



 



 



 



 
First biopsies 

 







AE1/AE3 



P16 





Pulmonary biopsies 





 



Reevaluation and complementary 
immunohistochemistry 



Ncam/CD56 



Chromogranin 



 

Synaptophysin 



P40 



Ki67 



    
Classification  
OMS 2005 



Mixed neuroendocrine-non-
neuroendocrine neoplasms 



Carcinome 
épidermoïde 

Carcinome 
neuroendocrine 

Courtesy Muriel Hourseau 



Courtesy Muriel Hourseau 



HPV and HN carcinomas  

• HPV infection is also found in various sub types of 
oropharyngeal squamous cell carcinoma such as 
lymphoepithelial, adenosquamous, papillary ...  

 

• HPV possibly found in other locations than 
oropharyngeal cancer (5-20%) 



 
 

 Neuroendocrine carcinoma and HPV? 
 
 







Chromogranin 

Synaptophysin AE1/AE3 

KI67 



P40 
CK5/6 

P63 



P16 

PCR HPV Innolipa négative 





 



• HPV found in cases of small oropharyngeal small cell 
neuroendocrine carcinoma T Bates, Head and Neck 2014; C Hojilla, 

Diag histopathology 2013; Bishop J, Am J Surg Pathol 2011; Kraft S, Am J Surg Pathol 2012 

 

• But also in large cell neuroendocrine carcinomas 

 

 

Thompson, Am J Surg Pathol 2016 

HPV and neuroendocrine carcinomas 



Alos, Virchows archives 2016 

HPV et carcinomes neuroendocrines 

 

No HPV et polyomavirus infection 



William Wectra, USCAP 2018 
Vancouver 



Case 1E  
Woman 49 yo nasal cavity 







 



 



 



NUT carcinomas 

•  Represents a rare subset of highly aggressive poorly differentiated 
carcinomas 

• Characterized by rearrangement of the NUT (aka NUTM1, nuclear 
protein in testis) gene, most commonly fused to BRD4.  

• Originally described as a mediastinal/thymic malignancy, NC has 
been reported in the upper and lower aerodigestive tract and rarely 
in intra-abdominal organs. 

• Patients are mainly young adults but the age range varies from the 
new-born to the elderly. 

• Originally considered strictly a neoplasm related to midline 
structures, recent case reports described this rare disease in 
lateralized organs  ( lungs and parotid gland).  

• WHO has changed the name from NUTmidline carcinoma to NC 
 





• Figure 1. A novel NSD3–NUT fusion is identifi 
ed in NMC. A, histology of the NMC from 
which the 1221 cell line was derived reveals a 
very poorly 

• differentiated tumor (magnifi cation, ×400). B, 
IHC of the tumor using the anti-NUT 
monoclonal antibody C52 (magnifi cation, 
×400). C, RNA-sequencing 

• reads spanning the junction of NSD3 and NUT . 
D, immunoblot of three NMC cell lines and 
293T control cells stained with AX.1 polyclonal 
antibody to NUT. 

• E, immunoblot of the 1221 cell line 48 hours 
following transfection with control (CTRL), 
NSD3 , and NUT siRNAs stained with the AX.1 
antibody 

• to NUT. F, NSD3–NUT dual-color bring-
together FISH assay (magnifi cation, ×1,000) 
using bacterial artifi cial chromosome (BAC) 
probes telomeric (3′) to 

• NUT (green), and BAC probes centromeric (5′) 
to NSD3 (red) as depicted in the chromosomes 8 
and 15 ideograms. Yellow arrows, NSD3–NUT 
fusions. 

• G, gel electrophoresis of PCR of TC-797 and 
1221 cell lines with (+) and without (−) reverse 
transcriptase reaction. H, schematic of the 
NSD3–NUT 

• predicted encoded protein in comparison with 
NSD3, NUT, and BRD4–NUT. PWWP, Pro–Trp–
Trp–Pro motif; PHD, plant homeo domain; SET, 
Drosophila 

• Su(var)3-9 and ‘Enhancer of zeste’; C/H, Cys-
His; NES, nuclear export signal sequence; 
Bromo, bromodomain. Arrows, breakpoints. I, 
NSD3 dual-color 

• split-apart FISH assay using BAC probes fl 
anking NSD3 , as depicted in the chromosome 8 
ideogram, depicted in three NMCs, not 
including 1221, designated 

• cases 1–3. All photomicrographs are of 
identical magnifi cation (×1,000). 



Histologic examination  

• Poorly differentiated neoplasms composed of 
poorly cohesive small sized to medium-sized 
cells with variable squamoid cell component 
that is focal and abrupt 

• Immunohistochemistry :uniform expression of 
p63 and distinctive punctate expression of the 
NUT antigen in the tumor cell nuclei. 



 



 



 



Case 1I  
woman 19 yo right parotide lesion 

with rapid growth 



 



 



 



 



 



 



 



NUT Carcinoma  

• New entity 
• Rare but certainly under diagnosed  
• Due to translocation t (15; 19)   
• Can be seen at any age but median age 

about 20 years old   
• Think about it in front of a very 

monotonous AE1 / AE3 proliferation 
with abrupt keratinization  (or large 
clear cells) 

• Anti-NUT immunochemistry 
• Very aggressive  
• Targeted therapy   
• Register patients in the database: 

www.nmcregistry.org 

Courtesy V Costes 



 



• Sinonasal tract malignancies are uncommon, representing no 
more than 5% of all head and neck cancers. 

• Several recent studies and reviews have emphasized the 
propensity of this relatively small anatomic area of the body 
to develop a plethora of histogenetically and biologically 
distinctive, but morphologically highly overlapping neoplasms 

• sinonasal undifferentiated carcinoma (SNUC) as a distinctive 
and highly aggressive sinonasal carcinoma 

• Consequently, the group of SNUCs has been diminishing as 
new specific entities have emerged including NUT-rearranged 
carcinoma 

• HPV-related adenoid cystic-like carcinoma 

• Adamantinoma-like Ewing sarcoma 

• Variant of sinonasal carcinoma characterized by loss of 
nuclear SMARCB1 expression.  



Histological examination 

 
• Cellular monotony with relatively monomorphic small-to-medium 

sized rounded nuclei  
 

• Dispersed chromatin, variably prominent nucleoli and indistinctive 
cytoplasmic borders.  
 

• Mitotic rates are uniformly high, and necrosis is common.  
 

• Conventional squamous dysplasia/carcinoma in situ was not seen.  
• Presence of non-specific, clear, “empty” cytoplasmic vacuoles  

Agaimy, AmJ Surg Pathol 2017 



 

Agaimy, AmJ Surg Pathol 2017 



 

Agaimy, AmJ Surg Pathol 2017 



Loss of SMARCB1, SMARCB2 reduced, SMARCB4 and ARID1A intact  



 Nasopharyngeal carcinoma 

• Keratinizing squamous cell carcinoma  (Well differentiated )  

• Basaloid squamous cell carcinoma 

• Non-keratinizing squamous cell carcinoma (eg UCNT)  

• Node metastases ++ .  

• Epidemiology Tabacco, salted and fermented food (nitrosamine), 

EBV (EBER +, less diffuse in keratinizers).  

 



EBER 



Take home message 

• Histological grade of neuroendocrine carcinomas is quite well 
correlated with prognosis.  
 

• Neuroendocrine large cell carcinoma of the head and neck 
should be recognized by the WHO.  

 
• Think about new entities  

– NUT carcinoma  
–  INI1 deficient 
– HPV-induced carcinoma with CAK / HPV + C Neuroendocrine 



Case 1L  
Man70 yo exophalmia 

nasopharygeal biopsies  



 



 



 



 



 

• Rare malignant mesenchymal tumor 
with skeletal muscle differentiation 

• Embryonal, alveolar, pleomorphic and 
spindle cell subtypes 

• Most common sinonasal sarcoma in 
both children and adults, pic first 
decade 

• Round to spindle cells, and scant 
cytoplasm hyperchromatic nuclei 

• Alveolar rhabdomyosarcomas harbour a 
PAX3-FOXO1 fusion and the PAX7-
FOXO1 fusin less detected 

 

 

Rhabdomyosarcoma 

Courtesy Michel Wassef 



Courtesy Michel Wassef 

DESMIN MYOGENIN 

• Myogenin (MYF4) MYOD1, desmin, 
fast myosin, myoglobin + 
 
• SMA + 10% 
 
•AE1/AE3, EMA, chromogranin, 
CD56, synaptophysin, CD20, CD99 
can be positive!!  



Neuroectodermic et neuroendocrine tumors  
and their differential diagnosis 

• Olfactory neuroblastoma 
• Neuroendocrine carcinoma 
• PNET / sarcome d'Ewing 
• Melanoma 

 
 

• Nasosinusal undifferentiated carcinoma 
 

• Plasmocytoma and lymphoma 
• Rhabdomyosarcoma 
• synovialosarcoma 
• Nasal hemangiopericytoma /glomangiopericytoma 



Olfactory Neuroblastoma 

• Rare, described in 1924 par Berger 

• 3% to 5% nasosinal tumors 

• Peak 2 to 6 decade 

• No known risk factor 

• often voluminous at the time of diagnosis 

• top of the nasal cavity 

• others origins (sinus ou endocrâne) discutables 

• rare expression hormonale : Cushing, SIADH 



Courtesy Michel Wassef 



NSE 

KL1 synapto 

No expression of CD99, no Ewing/PNET translocation 

S-100 

Courtesy Michel Wassef 



Case 1H  
woman 37 yo  

sudden anosmia nasal cavity biopsy  
 
 









Mucosal melanoma 

 

• Tumor rapidly evolutive  

• 1% of all melanomas 

• Incidence peak 70y 

• Often located on nasal septum or 
vestibule 

• Surgery  :sinuses wide excision, 
followed by radiotherapy despite 
relative radioresistance 

• Immunotherapy +++  

• metastatic potential 5-year 
survival of 20 to 30% 



Case 1M 
woman 19 yo right parotide lesion 

with rapid growth 



 



 



 


