








Conventional DiagnosisConventional Diagnosis--
Skin, Scalp, Biopsy:Skin, Scalp, Biopsy:

SquamousSquamous cell carcinoma involving cell carcinoma involving 
the biopsy margins.the biopsy margins.



BetterBetter

Skin, Scalp, Biopsy:Skin, Scalp, Biopsy:
SquamousSquamous cell carcinoma, well cell carcinoma, well 

differentiated, involving the biopsy differentiated, involving the biopsy 
margins. margins. 





SquamousSquamous Cell CarcinomaCell Carcinoma……
Good Grades Are Not Enough!Good Grades Are Not Enough!
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Should We Report These?Should We Report These?

ThicknessThickness
Grade of differentiationGrade of differentiation
HistologicHistologic typetype
Growth patternGrowth pattern
PerineuralPerineural invasioninvasion
LymphovascularLymphovascular invasioninvasion



Poor Prognostic FeaturesPoor Prognostic Features

Thickness (ClarkThickness (Clark’’s level and s level and 
BreslowBreslow depth)depth)

Recurrence riskRecurrence risk
<10% for lesions <2 cm<10% for lesions <2 cm
30% for lesions >2 cm30% for lesions >2 cm

SurvivalSurvival
3 YRS was 98% if tumor <3.5 3 YRS was 98% if tumor <3.5 
mm in depthmm in depth
84% >3.5 mm in depth84% >3.5 mm in depth

Growth patternGrowth pattern
Small nestsSmall nests
Infiltrative patternInfiltrative pattern
Diffuse haphazard growthDiffuse haphazard growth
Isolated strandsIsolated strands
Clusters of cells or single cells Clusters of cells or single cells 



Poor Prognostic FactorsPoor Prognostic Factors

PerineuralPerineural invasioninvasion
Present in 2.4Present in 2.4--14% of 14% of 
tumorstumors
More frequent in More frequent in 
recurrencesrecurrences
2 year cure rate of only 2 year cure rate of only 
2% if 2% if perineuralperineural invasion invasion 
was found was found 

Degree of differentiationDegree of differentiation
HistologicHistologic typetype
Recurrence after treatmentRecurrence after treatment



Questionable SignificanceQuestionable Significance

Location (nonLocation (non--mucosal mucosal 
surfaces excluded)surfaces excluded)
UlcerationUlceration
InflammationInflammation

DermatolDermatol SurgSurg 2002 Mar;28(3):2682002 Mar;28(3):268--73 73 



Low Risk of Aggressive BehaviorLow Risk of Aggressive Behavior

BowenBowen’’s s 
Disease/Carcinoma in Disease/Carcinoma in 
situ/situ/ErythroplasiaErythroplasia of of 
QueyratQueyrat
Actinic Actinic keratosiskeratosis//
KIN IKIN I--IIIIII
KeratoacanthomaKeratoacanthoma
VerrucousVerrucous
Papillary Papillary 



High Risk of Aggressive BehaviorHigh Risk of Aggressive Behavior

MarjolinMarjolin’’ss UlcerUlcer
AcantholyticAcantholytic
DesmoplasticDesmoplastic//
SarcomatoidSarcomatoid
Invasive Invasive BowenoidBowenoid
AdenosquamousAdenosquamous
LymphoepitheliomaLymphoepithelioma--
like carcinoma like carcinoma 
Transplant relatedTransplant related













KeratoacanthomaKeratoacanthoma



KeratoacanthomaKeratoacanthoma Clinical VariantsClinical Variants

GiantGiant
MultipleMultiple--Ferguson Smith Ferguson Smith 
Type Type 
MultipleMultiple--GrzybowskiGrzybowski
(Eruptive) Type (Eruptive) Type 
SubungualSubungual



HistopathologyHistopathology

ExoExo--endophyticendophytic proliferation proliferation 
Keratin filled crater Keratin filled crater 
Buttressing or Buttressing or lippinglipping of the of the 
epidermal edgesepidermal edges



HistopathologyHistopathology

EosinophilicEosinophilic cytoplasm cytoplasm 
of of keratinocyteskeratinocytes
Bland cytologyBland cytology
Rare mitotic figuresRare mitotic figures
Frequent Frequent eosinophilseosinophils and and 
neutrophilsneutrophils



Solitary Solitary keratoacanthomakeratoacanthoma is a is a 
squamoussquamous--cell carcinoma: three cell carcinoma: three 

examples with metastases.examples with metastases.

HodakHodak E, E, Jones REJones RE, , Ackerman ABAckerman AB..
DermatopathologyDermatopathology Unit, New York University Medical Center, NY 10016. Unit, New York University Medical Center, NY 10016. 

Am J Dermatopathol. 1993 Aug;15(4):332-42



KAKA--Differentiation from SCCADifferentiation from SCCA

SyndecanSyndecan--1, 1, heparanheparan sulfate sulfate 
proteoglycansproteoglycans that mediates that mediates 
intercellular and cell to matrix intercellular and cell to matrix 
adhesionadhesion
All 24 All 24 KAsKAs positive for syndecanpositive for syndecan--1 1 
expression. expression. 
Invasive SCC diminished staining. Invasive SCC diminished staining. 
Expression mirrors SCC in situ and Expression mirrors SCC in situ and 
normal epidermisnormal epidermis
KA may be closely related to SCC KA may be closely related to SCC 
in situ but distinctively different in situ but distinctively different 
from invasive SCCfrom invasive SCC

Mod Mod PatholPathol 2002;15:452002;15:45--49 49 











SubungualSubungual KeratoacanthomaKeratoacanthoma



HistopathologyHistopathology

More More dyskeratoticdyskeratotic cells and cells and 
fewer fewer neutrophilsneutrophils and and 
eosinophilseosinophils
More vertical in orientation More vertical in orientation 
(longer than it is broad)(longer than it is broad)
Tendency to destroy boneTendency to destroy bone
Failure to regress Failure to regress 
spontaneouslyspontaneously
Longer courseLonger course
KeratoacanthomaKeratoacanthoma more more 
destructive than SCC in same destructive than SCC in same 
locationlocation











VerrucousVerrucous CarcinomaCarcinoma



HistopathologyHistopathology

ExoExo or or endophyticendophytic tumors tumors 
often growing at sites of often growing at sites of 
chronic irritationchronic irritation
Pushing borderPushing border
Minimal Minimal cytologiccytologic atypiaatypia
Numerous Numerous dyskeratoticdyskeratotic cellscells
Classified based upon Classified based upon 
locationlocation

OralOral
PlantarPlantar
BuschkeBuschke--Lowenstein tumors Lowenstein tumors 













Papillary Papillary SquamousSquamous Cell CarcinomaCell Carcinoma



HistopathologyHistopathology

ExophyticExophytic verrucousverrucous growthgrowth
High grade nuclear changesHigh grade nuclear changes
Prominent papillary growth pattern Prominent papillary growth pattern 
with several layers of notably with several layers of notably 
atypical atypical squamoussquamous epithelium epithelium 
overlying a fibrooverlying a fibro--vascular core in vascular core in 
Mitoses frequentMitoses frequent
Lack deep invasion although focal Lack deep invasion although focal 
invasion of the stalk may occurinvasion of the stalk may occur
No local recurrence or No local recurrence or metastaticmetastatic
disease after 18 months followdisease after 18 months follow--upup
LowLow--grade malignancygrade malignancy



Aggressive VariantsAggressive Variants







MarjolinMarjolin’’ss UlcerUlcer



HistopathologyHistopathology

Aggressive form of Aggressive form of 
squamoussquamous cell carcinoma cell carcinoma 
that arises from sites of that arises from sites of 
chronic injury, scars, chronic injury, scars, 
burns, or irradiation sitesburns, or irradiation sites
Usually conventional Usually conventional 
histopathologyhistopathology







AcantholyticAcantholytic
SquamousSquamous Cell Carcinoma Cell Carcinoma 

((PseudovascularPseudovascular))



HistopathologyHistopathology

Associated with recurrences following Associated with recurrences following 
radiation therapyradiation therapy
PseudoglandularPseudoglandular acantholyticacantholytic changeschanges

InteranastomosingInteranastomosing cordlike arrays of cordlike arrays of 
polygonal or flattened tumor cells, with polygonal or flattened tumor cells, with 
internal internal pseudoluminapseudolumina that contained that contained 
detached tumor cellsdetached tumor cells
Connection between the dermal Connection between the dermal 
neoplasm and the epidermis was neoplasm and the epidermis was 
apparent in three cases, but it was focalapparent in three cases, but it was focal
Erythrocytes were seen in Erythrocytes were seen in 
pseudovascularpseudovascular spaces spaces 

IPOXIPOX
Positive for CK and EMAPositive for CK and EMA
Negative for FVIII and CD34Negative for FVIII and CD34

Am J Am J SurgSurg PatholPathol 1992 May;16(5):4291992 May;16(5):429--38  38  







Poorly Differentiated/Poorly Differentiated/
SarcomatoidSarcomatoid SCCASCCA



HistopathologyHistopathology

Variety of synonymsVariety of synonyms
Spindle cellSpindle cell
DesmoplasticDesmoplastic
CarcinosarcomaCarcinosarcoma

Minimal Minimal keratinizationkeratinization
Marked Marked pleomorphismpleomorphism
Increased MFIncreased MF











Invasive Invasive BowenoidBowenoid SCCASCCA



HistopathologyHistopathology

In situ carcinoma with In situ carcinoma with 
neoplasticneoplastic keratinocyteskeratinocytes
invade the dermisinvade the dermis
HPV 2 associated in HPV 2 associated in 
extragenitalextragenital lesionslesions
HPV 16 most common HPV 16 most common 
in genital lesionsin genital lesions

ClinClin DermatolDermatol 1993;11:431993;11:43--4646











AdenosquamousAdenosquamous Cell CarcinomaCell Carcinoma



HistopathologyHistopathology

RareRare
Less than 15 wellLess than 15 well--documenteddocumented
Term such as Term such as mucoepidermoidmucoepidermoid
carcinomas and carcinomas and acantholyticacantholytic
squamoussquamous cell carcinomas usedcell carcinomas used

Two componentsTwo components
Conventional Conventional squamoussquamous cell cell 
carcinoma merging with carcinoma merging with 
adenocarcinomaadenocarcinoma

PrognosisPrognosis
Local recurrence with later lymph Local recurrence with later lymph 
node metastasesnode metastases
No evidence of disease 8 months No evidence of disease 8 months 
laterlater

Always exclude metastases to skinAlways exclude metastases to skin

Journal of Journal of CutaneousCutaneous Pathology 2001;28 (10), 542Pathology 2001;28 (10), 542--
545545



Unusual VariantsUnusual Variants









MucinousMucinous SquamousSquamous Cell CACell CA



HistopathologyHistopathology

MucinousMucinous changechange
Differentiate from Differentiate from 
basosquamousbasosquamous CACA
Rule out Rule out metastaticmetastatic
adenocarcinomaadenocarcinoma















Pigmented Pigmented SquamousSquamous Cell CACell CA



Pigmented SCCAPigmented SCCA

RareRare
5/46,791 archived cases5/46,791 archived cases
Relative frequency of approximately Relative frequency of approximately 
0.01%0.01%

Rapidly growing crusted papule on actinic Rapidly growing crusted papule on actinic 
damaged skin of the facedamaged skin of the face
Mixture of Mixture of keratininizedkeratininized squamoussquamous cells and cells and 
melaninmelanin--producing producing dendriticdendritic melanocytesmelanocytes. . 
IPOXIPOX

SquamousSquamous cells stained for epithelial cells stained for epithelial 
membrane antigen, low and high membrane antigen, low and high 
molecular keratinsmolecular keratins
MelanocytesMelanocytes stained for Sstained for S--100 and 100 and 
HMBHMB--4545
Matched series of 31 Matched series of 31 SCCsSCCs failed to failed to 
show show intratumoralintratumoral melanocytesmelanocytes. . 

J J CutanCutan PatholPathol 2000 Sep;27(8):3812000 Sep;27(8):381--6 6 



SquamousSquamous Cell CarcinomaCell Carcinoma……

Good Grades Are Not Enough!Good Grades Are Not Enough!
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