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Objectives

ÅTo make a few points about squamous dysplasia of the esophagus

ÅTo comment on colitis-associated dysplasia

ÅTo save the anus for LAST  



Esophagus



Precursors to Squamous Cell Carcinoma

ÅBasal cell hyperplasia ςŦŀƛƭǎ ǘƻ ǊŜǘŀƛƴ [ǳƎƻƭΩǎ ƛƻŘƛƴŜΤ 
>15% basal cell thickness

Åά[ŜǳƪƻǇƭŀƪƛŀέ όƻǊǘƘƻƪŜǊŀǘƻǘƛŎ ŘȅǎǇƭŀǎƛŀκŜǇƛŘŜǊƳƻƛŘ 
metaplasia) ςnot well-established as a precursor but 
provocative

ÅLow-grade Intra-epithelial neoplasia/ squamous 
dysplasia (lower half of epithelium ςmild cytologic 
alteration).

ÅHigh-grade (over half thickness; more striking 
cytologic alterations)



Epidermoid Metaplasia 

ÅPlaques of white, thickened mucosa, or red areas 
which are typically more prominent toward the 
distal third of the esophagus. 

ÅBiopsies show epithelial hyperplasia and 
hyperkeratosis and a granular layer just like skin. 





Leukoplakia (orthokeratotic 
dysplasia/epidermoid metaplasia) 

ÅSignificantly greater history of alcohol consumption, head and neck pathology 
(squamous carcinoma/dysplasia, leukoplakia, and lichen planus), esophageal squamous 
dysplasia and/or squamous carcinoma when compared to those surveyed due to 
Barrett esophagus.

ÅOur cases were also associated with squamous neoplasia but we had far fewer
Å Singhi AD, Arnold CA, Crowder CD, Lam-Himlin DM, Voltaggio L, Montgomery EA. Esophageal leukoplakia or epidermoid metaplasia: a 

clinicopathological study of 18 patients. Mod Pathol. 2014 Jan;27(1):38-43. 

Å Taggart MW, Rashid A, Ross WA, Abraham SC. Oesophageal hyperkeratosis: clinicopathological associations. Histopathology. 2013Oct;63(4):463-73. 



Esophageal epidermoid metaplasia ςnote 
granular layer and orthokeratosis ς

presents as a plaque to the endoscopist



Esophageal epidermoid 
metaplasia with granular layer 

and orthokeratosis



Epidermoid metaplasia 
and mass ςCourtesy of 

Dr. Christina Arnold



Epidermoid 
metaplasia

Epidermoid 
metaplasia 
ςCourtesy 
of C. Arnold





Epidermoid 
metaplasia and 

squamous dysplasia





Epidermoid Metaplasia

ÅThe molecular alterations are identical to those in the 
associated squamous cell carcinomas!

ÅSinghi AD, Arnold CA, Lam-Himlin DM, Nikiforova MN, Voltaggio L, Canto MI, McGrath KM, 
Montgomery EA. Targeted next-generation sequencing supports epidermoid metaplasia of the 
esophagus as a precursor to esophageal squamous neoplasia. Mod Pathol. Mod Pathol. 2017 
Nov;30(11):1613-1621.PubMed PMID: 28731047.



Squamous cell 
carcinoma ςintra-
epithelial  spread









Colon

ÅThe big issue is dysplasia associated with 
inflammatory bowel disease



Dysplasia

/ƭŀǎǎƛŎŀƭƭȅ ŘŜŦƛƴŜŘ ŀǎ άŀŘŜƴƻƳŀ-ƭƛƪŜέ ōǳǘ ŜŀǊƭȅ ƻōǎŜǊǾŜǊǎ ƴƻǘŜŘ ǾŀǊƛŀƴǘ ǇŀǘǘŜǊƴǎ

Riddell RH, Goldman H, RansohoffDF, Appelman HD, FenoglioCM, HaggittRC, AhrenC, Correa P, 
Hamilton SR, MorsonBC, et al. Dysplasia in inflammatory bowel disease: standardized classification 
with provisional clinical applications. Hum Pathol. 1983 Nov;14(11):931-68. PubMed PMID: 
6629368.

Over time, variant patterns better described 

Choi WT, YozuM, Miller GC, Shih AR, KumarasingheP, Misdraji J, Harpaz N, Lauwers GY. 
Nonconventional dysplasia in patients with inflammatory bowel disease and colorectal carcinoma: a 
multicenter clinicopathologic study. Mod Pathol. 2020 May;33(5):933-943. PMID: 31822800. 

Colleagues also noted unusual serrated changes 

Kilgore SP, Sigel JE, Goldblum JR. Hyperplastic-like mucosal change in Crohn's disease: an unusual 
form of dysplasia? Mod Pathol. 2000 Jul;13(7):797-801. PubMed PMID: 10912940.

Parian A, Koh J, Limketkai BN, EluriS, Rubin DT, Brant SR, Ha CY, Bayless TM, Giardiello F, Hart J, 
Montgomery E, Lazarev MG. Association between serrated epithelial changes and colorectal 
dysplasia in inflammatory bowel disease. GastrointestEndosc. 2016 Jul;84(1):87-95. PMID: 
26709112



Colitis-associated 
high-grade 

dysplasia; the 
pattern is similar 
to that seen in 

colorectal 
adenoma



Colitis-associated 
high-grade 

dysplasia; this 
example shows a 
Ǉро άƴǳƭƭέ ǇŀǘǘŜǊƴ



άbƻƴ-ŎƻƴǾŜƴǘƛƻƴŀƭ ŘȅǎǇƭŀǎƛŀέ

ÅHypermucinous

Åά{ŜǊǊŀǘŜŘ ƭŜǎƛƻƴǎέ ςTSA-like, SSA-ƭƛƪŜΣ άbh{έϝ

ÅDysplasia with increased Paneth cell differentiation

ÅGoblet cell deficient dysplasia

Å* Said to have BRAF mutations ςthese are often simply serrated 
polyps that happen to arise in inflammatory bowel disease (in my 
opinion)  -

Å Ko HM, Harpaz N, McBride RB, Cui M, Ye F, Zhang D, Ullman TA, PolydoridesAD. Serrated colorectal polyps in inflammatory bowel disease. Mod 
Pathol. 2015 Dec;28(12):1584-93. PMID: 26403785.



Hypermucinous
dysplasia


