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71-year-old female with a 4 cm vulvar mass
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P53 IHC



DIAGNOSIS?





ÅP16 IHC



HR-HPVISH



Invasive squamous cell 
carcinoma, HPV-associated



"Typical" morphology of HPV-associated precursors

ÅCytological atypia with nuclear 
hyperchromasia

ÅHigh nuclear: cytoplasmic ratio

ÅLoss of maturation



"Typical" morphology of differentiated VIN (dVIN): HPV-
independent, p53mutant 

ÅTypically thickened epithelium

ÅElongated and/or fused rete ridges

ÅProminent parakeratosis

ÅDyskeratosis/abnormal keratinization



"Typical" morphology of differentiated VIN (dVIN): HPV-
independent, p53mutant 

ÅProminent basal atypia:
ÅHyperchromasia

ÅNuclear enlargement

ÅProminent nucleoli

Å+/-atypical mitoses

ÅProminent intercellular bridges in 
absence of inflammation



Interpretation of p53 in vulvar squamous 
lesions
ÅIn the vulva, p53 staining pattern is evaluated in the basal layer (+/- 

extension into parabasal layer)
ÅOverexpression pattern: Uniform, moderate to strong staining in basal layer 

(>70%), ideally with extension into parabasal layers

ÅNull pattern: Complete absence of p53 staining in basal and parabasal layers



p53 interpretation in vulvar squamous lesions and cancers

In situ lesions

Invasive VSCC

Tessier-Cloutier B et al. Mod Pathol. 2020 Aug;33(8):1595-1605.



What type of pattern is this P53 staining in our case? 

ÅWild type pattern (basal sparing)

PITFALL



Moderate parabasal/mid-epithelial p53 positivity with 
sparing of the basal layer is seen in HPV-associated HSIL 
with LSC

Watkins et al, Int  J of Gyn Path 2018 



Interpretation of p16 in vulvar squamous 
lesions

ά.ƭƻŎƪέ ǎǘǊƻƴƎ ǇƻǎƛǘƛǾƛǘȅΥ Strong positive cytoplasmic and nuclear p16 
immunostaining of all basal epithelial cells, with variable extension into 
the superficial layers, often into 1/3 -2/3 of epithelial thickness



P16 negativeexampleP16 positive examples



Our case demonstrating p16 block positivity and HR-
HPVISH expression



Morphologic overlap, pitfalls
dVIN HSIL

Bigby et al, Int J Gynecol Pathol Vol. 35, No. 6, November 2016 
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