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Lesions of the Vulva
_Non—NeoIastic Lesions

I Lichen SCIerosuls(formerly lichen sclerosusalrophlcus

Most common in postmenopausal women.

Autoimmune disease. ;/_

Clinically appears as white to red plaques with = .. @
wrlnkllng and hypopigmentation resembling
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Causes pruritis and pain.

Sclerosis of papillary dermis and atrophy of
overlying epithelium.

1) Hyalinizatiorand edema in papillary dermls
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2) Some degree ofacuolar degeneratioof
basal keratinocytes

3) Bandlike lymphocytic infiltratdbeneath L
homogenized collagen. ¥, e
4) Epidermal atrophy =

Increases risk of differentiated V.IN

L_Lichen Simplehronicus]|

Non-specific pattern in response thronic rubblnq/scratchlnq
Can be seen in association with other disorder (e.g., Candid

infection, contact dermatitis) or due to clothing or other w0 \.ﬁ
irritation. =% Q:&:Z
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Marked hyperkeratosigsometimes parakeratosis) » B
Hypergranulosis e

Irreqular epidermal hyperplasia i
Papillary dermis is thickened with vertical dense collagen ',
between papillae :

Lots of spongiosis® considercontact dermatitis Nl
Neutrophils in stratum corneumg considerfungalA PAS/GMS" :

. F NIK2fJAyQa [/ ead Bartholin Glands

(can be seen in wall of Bartholin cyst)

Vulvar cyst due to Bartholigland duct outlet R N —

obstructionwith subsequent retention of mucinous - L. :;Q x R g W -

secretions (Du@ Cyst). ‘ dpe wezs 1) G @ o |

Located in posterior vestibule. : -‘“f R @)
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Unilocularwith smooth inner liningof nonkeratinizing ' o ¢ ‘ AN ’ " e
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squamous, transitional, or mucinous epithelium. - P ey =V~ '3 )7’ ;\ 3‘
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Tumors in the Epithelium

| Seborrheic Keratosif
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Varying degrees ofAcanthosis hyperkeratosis, #
interlacing pigmented epidermal strands
papillomatosis, anthorn cysts

| Hidradenoma Papilliferuﬁl

Benign Often presents as an
asymptomatianodule.

Virtually identical to intraductal
papilloma of the breast

Well-circumscribedsubepitheliainodule
Papillary proliferation with tubular glands
Apocrine differentiation with apical snouts
Two cell layerginner epithelial and outer
myoepithelial) can be seen on IHC.

| Squamous Intraepithelial Lesion (QIL)

Intraepithelial (in situ, noAnvasive), squamoudysplasia due to HPV infection
Clinically, can be flat or plaqgtiée, white to reddiskorown in color, and asymptomatic or pruritic

Lowgrade Squamous Intraepithelial Lesion (LSIL)
Vulvar Intraepithelial Neoplasia grade 1 (VIN1)

Can be due to High or Lensk HPV. Most common during

reproductive age. Low risk of progression to cancer. Xo @ SRS S :
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Cells differentiate (gain cytoplasm) in upper epithelium AL ;'A 6 AN T ein
Mitoses confined to lower zone. Epithelium often thickened. A / s f/ ”: 4“@[ o e
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Koilocytes= large superficial cells G iy e S a- ¢ 3,.""

with perinuclear halos and large,

\ @ & & ‘h “ ’J‘
ANNB Idzf F NI awl &AM - y dzO t | io ) "-":”.".J"
Sometimes binucleated. T8y CEP A 5 sorg"f ):’“@}' {
2 Ny R PN B - "'."l
91888 6N -n

Often spontaneously regresses, so § 4 ’: é_;“ ,!\,:’ e ."ﬁ:,-ro‘,-: A
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Condylomaacuminatum? grossly evident variant of LSIL. Often composed of papillary fronds.



| Squamous Intraepithelial Lesion (alb)/ 2 y GAYydzZSRX0

High-grade Squamous Intraepithelial Lesion (HSI|

Associated with Highisk HPV (usually type 16). Higher ris™®=
of progression to invasive carcinoma if left untreated
compared to LSIL, but not super high absolute risk.

Proliferation ofhyperchromatic basdike cellsthat extend
2/3 of the way up (VIN)r full-thickness (VIN3/CI8j the
epithelium

Cells havenlarged, hyperchromatic nuclei with irreqular
nuclear contours and increased N:C ratios

Little to no superficial maturation.
Mitoses common all levels, including atypical mitoses

Nucleoli are unusud raise the possibility of inadequately| '
sampled invasive carcinoma (pl16+) or metaplasia{pl6

Cancolonize skin appendagdsmimickinginvasion!

Treatmentincludes:excision, laser ablation, topical

chemotherapy EN N \ 2N AN
When to use P16 Immunohistochemistry i‘\ @ g&“ﬁ \ |
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Used as surrogate marker of Higek HPV infection \ Q - T
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A When the morphologi®DX is between HSIL (P16 +) andiianic (P16-) @&, T8 -'@‘
A When you are consideringx of VIN2 which should be P16+ (vs. LSIL®_ 2

which should be P1§ h.,' drg |\
A When there igdlisagreementoetween pathologists .;,3” t& \Q'
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P16 Positive P16 Negative . D @,
Strong, diffuse, nuclear and cytoplasmic, A Weak/Patchy o e =
block staining along the basal layer going| A ®S®3 ! ye U KAy 3 | = & % e " 3 -
at least 1/3 of the way up < "“. ‘P
When P16 Immunohistochemistry will NOT help «‘."‘c . 9.8
A When the biopsy is unequivocally LSIL, HSIL, or Negative morphologic" = " ";"'

A When the DDX is between LSIL and Negative, as both processes are F¢ &g ?” !
negative. . eP_  Lew,



| Differentiatedtype Vulvar Intraepithelial Neopla5|h
HPVnegativesquamous dysplasia. gﬁ‘k ,A.r. \ m.’?/.";g‘;
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IHC:p16 negativgnon-block positive)p53 =8/

mutant with strong staining of all basal cells (s¢... « _
example), Ki67 profoundly increased.

Higher risk/quicker progression to invasive SCC
than normal VIN3, so treat with excision.

p53 IH@,

| (Extramammary) Paget Disealse

Intraepithelial proliferation of apocrinéke cells.

[ NHSZ NRdzyR atl 3Si¢ OS¢ fg
cytoplasm and nucleoli spreading throughout
epithelium. Can be single cells or in groups/glands.
Can extend down adnexal structures.

Important to rule out cutaneous pagetoid spread of
urothelial or Gl cancer wittHC (see below)

Treatment:Resectionput high rates of recurrence.

Can progress to invasive adenocarcinoma. NG PR -

CK20 | GCDFHA5 | CDX2| CEA| S100MelanA | UPKIII| HER2 | GATA3
eteX

Primary

Paget Disease + - + - + - - + +

Urothelial + + _ _ _ - + - +

carcinoma

Anorectal +/- + _ + + ) _ _ _

carcinoma

Melanoma - - - - - + - - -



| Squamous Cell Carcinonha

Aninvasiveepithelial tumor composed of squamous cellgh varying degrees of differentiation.
Derived from HSIL (HPMlated) or Differentiated VIN fiot HPVtrelated)

Most common vulvar malignancy. Most common in elderly.

Most important factor determining outcon# Lymph node status

Most important factor determining Lymph node metasta8esdepth of invasion
Femoral and inguinal lymph nodes are the sites of regional spread

Sheetlike growth with infiltrating bands and single ¢

Often desmoplastic/inflammatory stroma
Two main morphologic types:

Keratinizing Basaloid
Squamous Squamous
Carcinoma Carcinoma
High-risk HPV No Yes (Type 16>18)
association
Associated Differentiated-type VIN Classic VIN
precursor lesion
Association with | Common. Often Lichen Rare

inflammatory sclerosus

condition

Morphology Keratinizing Warty, Basaloid

Age Older females Younger females

Distribution Usually unifocal Often multifocal

Prevalence More common Less common
(approximately 80%) (approximately 20%)

IHC p53: Some cases positive | p53: Negative

p16: Negative pl6: Positive

Modified from: CAP Cancer Protocol Template: Vulva. 2020.
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Keratinizing SCC
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Basaloid SCC

Verrucous Carcinomedighlydifferentiated,
exophytic SCC variant with promineadanthosis
minimal nuclear atypia, superficial cells with
abundant eosinophilic cytoplasm, abdoad
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associated inflammatory infiltrate. Lymph node
metastases are very rare.

| Other Tumorsl

Melanocyticnevi [ A1 S Yy SOA
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such, there can be concerning (but benign) changes including Pagetoid spread, moderate cytologi
atypia, an adnexal spread. There should be dermal maturation and no dermal mitoses.

Melanomar Malignant. Variable appearances (epithelioid to spindled). Large nuclei, prominent
nucleoli. Absence of maturation. Lots of mitoses. Extensive pagetoid spread.

Basal Cell Carcinomalike elsewhere on the skin. Basaloid cells with peripheral palisading.

Bartholin Gland Carcinomascan be SCC, adenocarcinomas, transitionalete)k

Mammary-type Adenocarcinoma like breast cancers in the breast, thought to arise from anogenita
mammarylike glands. Notably, you can get phyllodes tumors too!

Adenocarcinoma of Skene glandsesembles prostate cancer. Stains with PSA



Unique Vulvar Mesenchymalesions
| Fibroepithelial Stromal Polyp

Benign.

Polypoid growthwith variably cellular central
fibrovascular core covered in squamous epithelium

Stroma contains predominantly bland spindled cells. Can
see multinucleated stroma cells with degeneratiype _
&

atypia including significant pleomorphism\>
Most common in reproductive age women '
Cangrow duringpregnancy.

| Massive Vulvar Edemf
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(or other, similar, names)

Reactive (nomeoplastic), likely duto lymphatic
obstruction.
Associated witlobesityand immobilization.

May present with generalized vulvar enlargement,
papillomatous plaques, polyps, or pedunculated
masses.

Dermal edema with uniformly distributed cells
Dilated lymphaticgarrows).
Perivascular inflammatian

| Aggressive Angiomxxomd

Benign(despite name!), but with a tendency to
recur after incomplete recurrence
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Large (>5 cmpoorly-circumscribedlinfiltrative .
Gelatinous consistency.

Low-grade, hypocellular Composed of small,
bland spindled cells with scant cytoplasm.
Numerous blood vessels of varying sizes,
including thinwalled capillarylike andthick-
walled arteries with radiating perivascular
smooth muscle.

Invades fat and muscle. Extravasated RBCs.
No mitotic activity of atypia.

IHC: (+)ER, P&smin (+/-)CD34
Molecular:HMGAZ2 rearrangements

Treatment: Complete surgical resection. Most
people treated with first surgery.



