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Laryngeal Lymphoepithelial Carcinoma 
(LLEC)

• Aggressive neoplasm 
• 0.2% of laryngeal carcinoma
• No definitive etiological factor has been determined

Marioni et al. Acta Otolaryngol 2002

Role of Epstein–Barr virus in the pathogenesis 
is difficult to determine

Few cases reported (41)



Reference No. of cases Demostration of EBV
Calvet et al. Fr Otorhinolaryngol 1968 1 Not performed
Ferlito et al. J Laryngol Otol 1977 1 Not performed
Toker et al. Arch Otolaryngol 1978 1 Not performed
Micheau et al. Clin Otolaryngol 1979 3 Not performed
Stanley et al. Laryngoscope 1985 4 Not performed
Friedmann et al. Churchill Livingstone, 1988 2 Not performed in 1 case, Negative ISH en 1 case
Meyer-Breiting et al Springer-Verlag, 1988 1 Not performed
Navarret et al. Head and Neck Surgery 1989 1 Not performed
Wu et al. Am J Pathol 1991 1 Negative ISH
Caversaccio et al. HNO 1995 1 Negative Immunohistochemistry
Frank et al. Ann Otol Rhinol Laryngol 1995 1 Positive ISH, positive PCR, positive serology testing
Andryk et al. Am J Otolaryngol 1996 1 Positive Immunohistochemistry
Mc Millan et al. Hum Pathol 1996 4* Negative ISH in all cases
Krecicki et al. Oral Oncol 1998 1 No data

Zbaren et al. Otolaryngol Head Neck Surg 1997 3 Negative ISH in 1 case, Positive ISH in 2 cases

Tardio et al. Histopathology 1997 2 Negative ISH, negative PCR in both cases

Becker et al. Eur Radiol 1998 4 Not data
Dubey et al. Cancer 1998 2 Not data
Dray et al. Am J Otolaryngol 1998; 1 Negative ISH
Narozny et al. Head Neck 1998 1 Not performed
Sone et al. Otolaryngol Head Neck Surg 1998 1 Positive ISH
Lopez et al. Acta Otorrinolaringol Esp 2000 1 Negative serum anti-EBV antibodies
Marioni et al. Acta Otolaryngol 2002 1 Negative ISH, negative PCR
Coskun et al. Auris Nasus Larynx 2005 1 Negative Immunohistochemistry
Kermani et al. Head and neck diseases 2015 1 Positive ISH
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EBV may play a limited role in 
carcinogenesis of LLEC

To date only 6 cases with 
demonstrated association with EBV 

infection

Kermani et al. Eur Ann Otorhinolaryngol 2015



HPV infection has a known role in 
oropharyngeal and sinonasal

carcinogenesis

Larque et al. Modern Pathology 2014

Its role in carcinogenesis of LLEC has 
not been studied



Objective

• To investigate the involvement of 
Human papillomavirus (HPV) in 
Laryngeal & Hypopharyngeal 
Lymphoepithelial Carcinoma (LLEC)
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Methods

• EBV in situ hybridization
– In situ INFORM EBER probe (Ventana, Medical 

Systems, Tucson, USA)
• HPV Detection and Typing 

– PCR fragment (SPF10) primer set (Innogenetics
Diagnostica, Gent, Belgium)

– AutoLipa (Innogenetics Diagnostica) system for 
48 strips.



• p16 immunohistochemistry 
– CINtec® p16INK4a Mouse monoclonal 

immunohistochemistry assay (Ventana Medical 
Systems, Tucson, USA) 

• p53 immunohistochemistry
– Clone DO-7 (Ventana Medical Systems, Tucson, 

USA) 

Methods



Results

• 4952 laryngeal/hypopharyngeal 
carcinomas

• 10 laryngeal/hypopharyngeal 
lymphoepithelial carcinomas
– 3 from attended population
– 4 pathology consultations
– 3 referred patients



Results

Prevalence=
10

4952
= 0,2%

Incidence=
Cases from reference population
Reference population x years

3

X 100,000

Incidence=
1.319,723 x 18

X 100,000 = 0,01/100,00 year
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Id Age (years) Location EBV HPV p16 p53 Nodal metastases Treatment Follow‐up (months)

Conclusive association with HPV
1 76 Supraglottis Neg. 16 Pos. Neg. Yes Surgery + CT‐RT 40 DOC

2 58 Glottis Neg. 16 Pos. Neg. No Surgery + CT‐RT NA

8 49 Supraglottis Neg. 16 Pos. ND No RT 24 AWED

Non‐conclusive association with HPV
6 46 Supraglottis Neg. Neg. Pos. Neg. Yes Surgery + CT‐RT 141 AWED

7 68 Pyriform sinus Neg. 16 Neg. Neg. No Surgery 24 DOC

3 53 Supraglottis Neg. 58 Neg. Pos. Yes Surgery + CT‐RT 96 DOC

No association with HPV
4 71 Pyriform sinus Neg. Neg. Neg. Pos. Yes Surgery 111 DOC

5 80 Pyriform sinus Neg. Neg. Neg. Pos. No Surgery 68 DOC

9 74 Glottis Neg. Neg. Neg. Pos. NA Surgery + RT 84 DOC

10 65 Supraglottis Neg. Neg. Neg. Pos. Yes Surgery + CT‐RT 108 AWED

ND: Not done. NA: Not available, CT: Chemotherapy; RT: Radiotherapy, AWED: alive without evidence of disease, DOC: Dead of other causes

Results



Results



• L&HLEC is a rare neoplasia

• The causative role of EBV in L&HLEC is 
unlikely

• HPV+/p16+ cases indicate a causative role of 
HPV in a fraction of laryngeal lymphoepithelial 
carcinoma

Conclusion 




