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Hamartomatouspolyps:

ÅNew item

ÅRare,benign, andoften polypoidlesionsof the palatinetonsil

ÅAvoid interpretingthem asmalignant.

ÅAlsocalledlymphangiectaticfibrouspolyp, fibrovascularpolyp, polypoid
lymphangioma, papillarylymphoidpolyp, benignhamartomatouspolyp
or lymphangiectaticfibrolipomatouspolyp.

ÅAdipocytes,muscle fibers, or a lymphocytic infiltrate may be seen
mixedin with this submucosalproliferation of lymphovascularchannels
that usuallycontainproteinaceousfluid andlymphocytes.

ÅThereisno recurrenceafter completesurgicalexcision.



Lymphoid and fibrous component.

WHO Classification 2022





Lymphoid and dilated vascular channels
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Squamous cell carcinoma

ÅApproximately 800,000 new cases and 400,000 deaths per year 

ÅOropharyngeal cancers : 100,000 new cases/year worldwide. 

ÅTypical risk factors : smoking and alcohol consumption, human 
papillomavirus (HPV) 

ÅThe new WHO Oropharyngeal Chapter 2022 makes a clear distinction 
between HPV-associated and HPV-independent OPSCCs. 

ÅDifference in their carcinogenesis based on the potential involvement of 
a transcriptionally active high-risk HPV (HPV16, HPV18, HPV31, HPV33, 
HPV35, HPV39, HPV45, HPV51, HPV52, HPV56, HPV58, HPV59 and 
HPV68).  



HPV-associated squamous cell carcinoma

Epidemiology and etiology

ÅHPV infection is present in approximately 20% to 60% of OPSCCs, 
depending on geographic location.



HPV-associated squamous cell carcinoma

Epidemiology and etiology

ÅMale (male to female ratio of 4:1), white, and of high socioeconomic 
status. More often in nonsmokers, but this is highly country dependent, 
with the proportion of smokers exceeding 60% in some countries . 

ÅNumber of oral sex partners is one of the major risk factors for HPV-
associated OPSCCs. Partner profile and sexual intensity may be relevant 
indicators. 

ÅImmunosuppression is also a risk factor.

Åyounger age group: more recent research indicating that HPV-associated 
carcinomas occur in older patients in certain geographic areas and social 
conditions.



HPV-associated squamous cell carcinoma

Histopathology

ÅThe tonsillar crypt epithelium and surface epithelium are distinct. 

ÅThe surface epithelium is a stratified, non-keratinizing, morphologically 
mature and polarized tissue, whereas the tonsillar crypt epithelium is 
reticular with a discontinuous basement membrane, lymphoepithelial. 

ÅCrypt cells overexpress PD-L1, promoting immunotolerance and cell
proliferation.

ÅThe concept of dysplasia or carcinoma in situ remains highly controversial 
in HPV-associated OPSCCs. 



FM Zaidi, and al, Microbes and Infection, 2017



ÅNonkeratinizingSCC 

ÅTumor cells with 
Åhigh nuclear/cytoplasmic ratios, 

Åoval or spindle-shaped nuclei, 

Åsyncytial cytoplasm without intercellular bridges 

Åusually no significant cytoplasmic keratinization

HPV-associated squamous cell carcinoma-Histology







All subtypes of SCCs have been observed and described among HPV-
associated OPSCCs, including 
Åpapillary, 

Åadenosquamous, 

Åciliated, 

Ålymphoepithelial(undifferentiated), 

Åsarcomatoid/spindle cell 

Åbasaloid carcinomas. 

HPV-associated squamous cell carcinoma





All subtypes of SCCs have been observed and described among HPV-
associated OPSCCs, including 
Åpapillary, 

Åadenosquamous, 

Åciliated, 

Ålymphoepithelial(undifferentiated), 

Åsarcomatoid/spindle cell 

Åbasaloid carcinomas. 

HPV-associated squamous cell carcinoma



WHO Classification 2022



All subtypes of SCCs have been observed and described among HPV-
associated OPSCCs, including 
Åpapillary, 

Åadenosquamous, 

Åciliated, 

Ålymphoepithelial(undifferentiated), 

Åsarcomatoid/spindle cell 

Åbasaloid carcinomas. 

HPV-associated squamous cell carcinoma



Am J Surg Pathol. 2015; 39(11):1591-5 
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Keratinisation
100% maturecells with 
squamous cell 
differentiation

No keratinisation, with
maturation
>10% but <100%of 
squamous cell 
differentiation

Nonkeratinisation
<10%of differentiation

Différentiation is not applicable anymore



ÅIt may sometimes be necessary for the less keratinizing forms to 
confirm the epithelial or and squamous phenotype of these carcinomas 
by immunohistochemicalstaining using p40, p63, or CK5/6. 

ÅThe new WHO OPSCC classification sets the threshold at 70% of tumor 
cells staining positive for p16 in both nuclear and cytoplasmic staining.  
Immunostaining for p16 is strongly recommended as a first-line 
diagnostic tool and is considered sufficient to identify high-risk HPV 
infection in OPSCC and metastases from these carcinomas. 

ÅAccording to WHO guidelines, all OPSCC samples should be tested for 
HPV

HPV-associated squamous cell carcinoma-
Immunochemistry



ÅOther testing can be suggested
ÅPCR (detection of HPV DNA), 

ÅRT-PCR (detection of E6 and E7 
mRNA), 

ÅDNA-targeted in situ hybridization 
(DNA HSI), 

ÅRNA-targeted in situ hybridization 
(RNA HSI). 

ÅThese HPV tests may be useful in 
specific situations (e.g., uncertain 
immunostaining results, P16+ 
keratinizing carcinoma, inclusion 
in a research study) . 

HPV-associated squamous cell carcinoma



DETECTION TECHNIQUE BENEFITS DRAWBACKS

HPV PCR - High sensitivity
- HPV genotype information
- FFPE manageable
- Easy-to-use and inexpensive       technique
- Routine use with automation

- No information about viral 
transcription
- High risk of contamination (intrinsic 
and extrinsic)
- Morphological pre-validation of the 
sample quality might be needed

E6/E7 mRNA RT-PCR - High sensitivity and specificity
- Active detection of viral infection

- Time-consuming
- Non FFPE manageable (fresh or frozen 
tissue only)
- RNA fragility
- Technical expertise required

E6/E7 mRNA IN SITU 

HYBRIDIZATION

- High specificity and good sensitivity
- In situdetection of a transcriptionally 
active HPV infection
- FFPE manageable
- Automation possible

- RNA degradation over time
- Expensive technique
- Technical expertise

HPV DNA IN SITU HYBRIDIZATION- in situdetection of HPV DNA
High specificity
- FFPE manageable
- Routine use

- Reduced sensitivity (requires a 

minimum DNA copy number) 

P16 IMMUNOCHEMISTRY - High sensitivity
- Inexpensive technique
- FFPE manageable
- Easy routine use
- First-intention staining

- Moderate specificity
- Surrogate marker of HPV infection




