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Update from the 5th Edition of the World
Health Organization Classification of Head
and Neck Tumor©ropharynx
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6.1.1.2:  Squamous cell carcinoma, HPV-independent




Hamartomatoupolyps

ANew item
ARare benign and often polypoidlesionsof the palatinetonsil
AAvoidinterpreting them asmalignant

AAlsocalledlymphangiectatidibrous polyp, fibrovasculampolyp, polypoid
lymphangiomapapillarylymphoid polyp, benignhamartomatouspolyp
or lymphangiectatidibrolipomatouspolyp.

A Adipocytes, muscle fibers, or a lymphocytic infiltrate may be seen
mixedin with this submucosaproliferation of lymphovasculachannels
that usuallycontainproteinaceoudluid andlymphocytes

AThereis no recurrenceafter completesurgicalexcision



WHO Classification 2022

Lymphoid and fibrous component. }
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WHO Classification 2022

Lymphoid and dilated vascular channels



Squamousellcarcinoma

AApproximately800,000 new cases and 400,000 deaths per year
AOropharyngeatancers 100,000new cases/yeaworldwide.

ATypicalrisk factors. smokingand alcohotonsumption, human
papillomavirus (HPV)

AThenew WHO Oropharyngeal Chapter 2022 makes a clear distinction
betweenHP\fassociated and HRPYdependent OPSCCs

ADifferencein their carcinogenesis based on the potential involvement of
a transcriptionally active highsk HPV (HPV16, HPV18, HPV31, HPV33,
HPV35, HPV39, HPV45, HPV51, HPV52, HPV56, HPV58, HPV59 and
HPVG6ES8).



HPVassociated squamous cell carcinoma

Epidemiologyand etiology

AHPV infection is present in approximately 20% to 60% of OPSCCs,
depending on geographlocation.

Incidence pour 100.000 individus de cancers de l'oropharynx en 2017.
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HPVassociated squamous cell carcinoma

Epidemiologyand etiology

AMale (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% Iin some countries

ANumber of oral sex partners is one of the major risk factors for HPV
associated OPSCCs. Partner profile and sexual intensitigamalevant

Indicators.
Almmunosuppressiois also a risk factor.

Ayoungeragegroup: morerecent research indicating that HRMsociated
carcinomas occur in older patients in certain geographic areasacidl

conditions.



HPVassociated squamous cell carcinoma

Histopathology
AThetonsillar cryptepithelium and surface epithelium are distinct.

AThesurface epithelium is a stratified, nekeratinizing, morphologically
mature and polarized tissue, whereas the tonsillar crypt epithelium is
reticular with a discontinuous basememtembrane Jymphoepithelial

AQypt cells overexpress PDL1, promoting immunotolerance and cell
proliferation.

ATheconcept of dysplasia or carcinoma in siumainshighly controversial
In HPVassociated OPSCCs.
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HPVassociated squamous cedircinomaHistology

ANonkeratinizingSCC

ATumor cells with
Ahighnuclear/cytoplasmic ratios,
Aovalor spindleshaped nuclei,
Asyncytialcytoplasmwithout intercellular bridges
Ausuallyno significant cytoplasmiceratinization









HPVassociated squamous cegircinoma

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

Apapillary

Aadenosquamous

Aciliated,

Alymphoepithelialundifferentiated),

Asarcomatoidspindlecell

Abasaloid carcinomas.
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ORIGINAL ARTICLE

Am J Surg Pathol. 2015; 39(11):1591-5

Ciliated HPV-related Carcinoma

A Well-differentiated Form of Head and Neck Carcinoma
That Can Be Mistaken for a Benign Cyst

Justin A. Bishop, MD*{ and William H. Westra, MD* 1}

] ] outcomes.! These HPV-OPCs are widely perceived as
Abstract: Although human papillomavirus (HPV)-related or- hoorly or undifferentiated carcinomas on the basis of the
opharyngeal carcinomas (HPV-OPCs) are generally regarded as - immature appearance of a tumor cell that widely diverges
“poorly differentiated,” they actually maintain a close resem- from (he stratified squamous epithelium that lines the
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Keratinisation

100% maturecellswith
squamous cell
differentiation
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nisation, with
maturation
>10% but <100%f
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HPVassociated squamous cedlircinoma
Immunochemistry

Alt may sometimes be necessary for the less keratinizing forms to
confirm the epithelial or and squamous phenotype of these carcinomas
by iImmunohistochemicastaining using40, p63, orCK5/6.

AThe new WHO OPSCC classification sets the thresholdabf tumor
cells staining positive for p16 in both nuclear and cytoplasmic staining
Immunostaining for p16 is strongly recommended as alimst
diagnostic tool and is considered sufficient to identify higlk HPV
Infection in OPSCC and metastases from these carcinomas.

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



HPVassociated squamous cell carcinoma

AOthertestingcanbe suggested
APCRdetection of HPV DNA),

ARTFPCRdetection of E6 and E7
MRNA),

ADNAtargetedin situ hybridization
(DNA HSI),

ARNAtargetedin situ hybridization
(RNA HSI).

ATheseHPV tests may be useful in
specific situations (e.g., uncertair
Immunostaining results, P16+
keratinizing carcinoma, inclusion
In a research study)




DETECTION TECHNIQUE BENEFITS DRAWBACKS

HPV PCR - High sensitivity - No information about viral
- HPV genotype information transcription
- FFPE manageable - High risk of contamination (intrinsic
- Easyto-use and inexpensive techniq and extrinsic)
- Routine use with automation - Morphological prevalidation of the
sample quality might be needed
E6/E7 mMRNA RFPCR - High sensitivity and specificity - Time-consuming
- Active detection of viral infection - Non FFPE manageable (fresh or fro
tissue only)
- RNA fragility
- Technical expertise required
E6/E7 mRNA IN SITU - High specificity and good sensitivity - RNA degradation over time
HYBRIDIZATION - In situdetection of a transcriptionally |- Expensive technique
active HPV infection - Technical expertise

- FFPE manageable
- Automation possible

HPV DNA IN SITU HYBRIDIZAT|ON situdetection of HPV DNA - Reduced sensitivity (requires a
High specificity minimum DNA copy number)
- FFPE manageable
- Routine use
P16 IMMUNOCHEMISTRY |- High sensitivity - Moderate specificity
- Inexpensive technique - Surrogate marker of HPV infection

- FFPE manageable
- Easy routine use
- Firstintention staining







