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Abstract

Dysplasia in Barrett’s esophagus (BE) occurs as a flat, grossly
undetectable lesion. Dysplasia growing as a polypoid lesion in BE
is extremely rare. Only a handful of cases are reported in the liter-
ature. BE associated polypoid dysplastic lesions have been referred
to as “adenomas” because of their histologic similarity to a colonic
adenoma. We describe a patient with esophageal polypoid lesion
associated with BE and review clinical and pathological features of
other cases of BE associated polypoid dysplasia or “adenomas” as
reported in the literature. (Acta gastro enterol. belg., 2012, 75, 49-
54).

Key words : Barrett’s ; esophagus ; dysplasia ; polyp ; adenoma ;
 adeno carcinoma.

Introduction

Barrett’s esophagus (BE) is associated with an

increased risk of adenocarcinoma (1). Adenocarcinoma

is believed to develop through a metaplasia-dysplasia-

carcinoma sequence (2). Dysplasia, the main precursor

of carcinoma, most commonly occurs as a flat, grossly

undetectable lesion. Rarely, dysplasia in BE may grow as

a polypoid lesion. Most BE associated polypoid dysplas-

tic lesions have been referred to as adenomas because of

their histologic similarity to a colonic adenoma.

Although much is known about BE- associated flat dys-

plastic lesions but little is known about BE-associated

polypoid dysplasia. Only a handful of cases are reported

in the literature. We report a 72-year-old-man with BE-

associated polypoid dysplasia and adenocarcinoma along

with the review of literature.

Case report

A 79-year-old Caucasian man was referred for an

endoscopic ultrasound to evaluate a previously detected

esophageal polypoid lesion on upper endoscopy that was

performed 2 weeks ago for evaluation of dysphagia.

Patient was also noted to have BE that measured C3 M5

according to the Prague C and M criteria. Biopsies were

performed according to the standard protocol, 4 quadrant

every 2 cm of BE, and additional biopsy of the polypoid

lesion arising in the BE. The biopsy from the esophageal

polypoid lesion showed high grade dysplasia (HGD).

However, no dysplasia was found in the adjacent BE. His

past medical and surgical history was unremarkable. An

upper endoscopy with endoscopic ultrasound (EUS) was

performed under deep sedation using fentanyl, midazo-

lam, and propofol. A large polypoid lesion with villous

appearance was seen in the distal esophagus (Fig. 1A and

B) in the setting of BE. The lesion appeared hypo-echoic

on EUS and was largely confined to the superficial layers

of the esophagus (Fig. 2). No local or regional adeno -

pathy was identified. The polypoid lesion was resected

en-block using a hot snare (Fig. 1C) with no immediate

or late complication. Histological sections revealed a

large adenomatous polyp arising in glandular mucosa

with focal intestinal metaplasia adjacent to squamous

mucosa (Fig. 3A). Focal high grade glandular dysplasia

as well as small foci of intramucosal adenocarcinoma

was seen (Fig. 3B). No invasion into tunica muscularis

or submucosa was identified. Patient declined invasive

 therapy including surgery. Approximately 1 year later he

developed recurrence resulting in near complete obstruc-

tion of the esophagus. At this point he opted for hospice

care.

Discussion

Adenomas, defined as neoplastic masses of dysplastic

epithelium, are found throughout the gastrointestinal

tract and have the potential for containing or developing

carcinoma. This risk is best established for colon adeno-

mas that are considered the major precursor of colorectal

carcinoma. BE is associated with an increased risk of

adenocarcinoma (1). Adenocarcinoma is believed to

develop through a metaplasia-dysplasia-carcinoma

sequence (2). Dysplasia, the main precursor of carcinoma,

most commonly occurs as a flat, grossly undetectable

lesion. Very rarely, dysplasia in BE may grow as a poly-

poid lesion (3). Most BE associated polypoid dysplastic

lesions have been referred to as “adenomas” because of

their histologic similarity to a colonic adenoma.

Although much is known about BE- associated flat dys-

plastic lesions but little is known about BE-associated

polypoid dysplasia. A retrospective study of 250 cases of

BE-associated dysplasia showed only 5 cases of poly-
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a total of 25 cases. One case report did not describe clin-

ical or pathological information and only the location of

the lesion was reported in 3 case reports (16-18). These

patients were excluded. Of 21 remaining cases, 76%

were male (average age, 59 years ; range, 20 to 81 years).

Like our patient, most patients presented with dysphagia

poid dysplasia corresponding to a prevalence rate of

2 percent in a highly selected population (3).

We performed a comprehensive MEDLINE search

using MeSH terms, “esophagus”, “polyp”, “adenoma”,

“dysplasia” for esophageal polypoid lesions classified as

“adenomas”. Only English language articles were

included. Our review was limited to lesions that were

derived from BE. Published articles were reviewed for

the patients’ demographics, presenting signs and symp-

toms, endoscopic features, size and location of the poly-

poid lesion, histological features including a suspicion

with BE, treatment and follow-up, where available (3-

15). Patients without BE were excluded. These data are

shown in Table 1.

Esophageal adenomas are extremely rare and have

been reported infrequently. There are no published data

on the incidence of polypoid dysplasia in BE because

these lesions have been reported only as case reports.

Our Medline search revealed 16 manuscripts comprising

Fig. 2. — Endosonographic image of esophageal polypoid

lesion.

Fig. 1. — Endoscopic views of the distal esophageal polypoid

lesion, A. Forward view, B. Retroflexed view, C. Post- resection.

A

B

C

A

B

Fig. 3. — A. Section of the esophageal polypoid lesion show-

ing a large adenomatous polyp resembling tubulovillous adeno-

ma (H&E, ×40) ; B. Foci of high grade dysplasia within the

polyp (H&E, 100×).
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 setting of HGD are more at risk for harboring occult

 cancer than flat dysplasia (16). Furthermore, the type of

lesion is correlated with risk of submucosal invasion

(Table 2). Protruding or depressed lesions are at higher

risk than those slightly raised or flat areas (17,18). These

observation are comparable in some ways to that of

 dysplasia associated lesion or mass (DALM) in patients

with colitis associated dysplasia (Table 3).

EUS with or without fine-needle aspiration (FNA)

cytology is a reasonable procedure in patients with poly-

poid lesion in the setting of BE because of higher risk of

occult cancer. Any patient found with lymph node

involvement should be referred for esophagectomy.

However, EUS is not optimal for differentiation between

intramucosal cancer and submucosal cancer in patients

with flat HGD (19). Endoscopic mucosal resection

(EMR) is better suited for depth staging in this setting.

One of the advantages of EMR specimens is that pathol-

ogists are better able to stage lesions because they

 provide large and intact pathological specimens.

Patients with BE who are most likely to benefit from

endoscopic eradication therapy are those with

esophageal adenocarcinoma (EAC) limited to the

mucosa and those with HGD. Esophagectomy has tradi-

tionally been the primary treatment in patients with HGD

because of high reported prevalence of coexisting EAC

(up to 40% in some surgical series) and a high risk of

progression of HGD to cancer (20). However, a recent

systematic review showed a 12.7% prevalence of inva-

sive EAC among patients undergoing esophagectomy for

HGD ; this prevalence was lower than previous esti-

mates (16). There is now acceptance of endoscopic ther-

apy for HGD and intramucosal carcinoma, and

esophagectomy is no longer standard of care (21).

Endoscopic modalities include tissue acquiring therapies

that include focal EMR, complete Barrett’s EMR, and

endoscopic submucosal dissection. Tissue acquiring

modalities are important to stage a polypoid or visible

lesion in the setting of HGD or for treatment of intramu-

cosal carcinoma. HGD might also be treated with abla-

tive therapies, such as photodynamic therapy, which has

the longest experience of the ablative therapies, radiofre-

quency ablation, which has demonstrated initial success,

and cryoablation, which is a newer therapy (21).

or epigastric pain. Endoscopically, 14 lesions were pres-

ent in the distal esophagus or at the gastroesophageal

junction, and two were located in the mid-esophagus.

Five cases did not report the location of the polyp. The

lesions averaged 2.3 cm in size (range, 0.2 to 10 cm).

Twelve lesions were polypoid ; one was described as a

“multicenteric polypoid mass”, 3 as sessile polyps, and 4

as nodules and one as a sessile and polypoid lesion. Our

patient didn’t have prior known BE ; however, his cur-

rent endoscopy showed BE. Endoscopically, our patient

had large, irregular polypoid mass in the distal esopha-

gus. Endosonographically, the polypoid lesion appeared

 limited to the superficial layers of the esophageal wall.

No EUS information was available in the previously

reported cases.

All 21 polyps were associated with BE. Two polyps

comprised “intestinal-type” epithelium only (6,15) and

the rest of 19 polyps were considered adenomas with

foci of adenocarcinoma in 11 polyps (5 invasive, 6 focal

and superficial). Several studies have shown hyperprolif-

erative and cell-cycle abnormalities in BE- associated

flat dysplasia that precede the development of malignan-

cy. Thurberg et al performed immunohistochemical and

molecular study of five cases of polypoid dysplasia in

BE (3). The cases were immunostained for MIB-1 and

p53 and genotyped for loss of heterozygosity (LOH) at

the adenomatous polyposis coli (APC) locus. All polyps

showed increased cell proliferation in the form of surface

MIB-1 staining and showed positive p53 staining. Three

of 3 informative cases showed LOH at the APC locus in

the dysplastic epithelium and in areas of adenocarcino-

ma. All 5 flat dysplasia controls also showed surface

MIB-1 staining and p53 positivity, and 3 of 3 informative

controls showed LOH for APC. None of the nondysplas-

tic controls showed any of these findings. Thus suggest-

ing that a similar molecular pathogenic pathway proba-

bly occurs for both flat and polypoid dysplasia.

Our patient had a large adenomatous polyp resem-

bling a tubulovillous colon polyp with foci of intestinal

metaplasia, high grade dysplasia (HGD) and intramucos-

al carcinoma.

Of 21 patients with adenomas, 16 underwent

esophagectomy. Two patients had polypectomy and 2

declined therapy. One patient died 45 days postopera-

tively from complications related to anastomotic dehis-

cence, and others were alive from 2 months to 6 years

later. Our patient underwent polypectomy because of

high surgical risk for esophagectomy. Additionally,

patient declined invasive options including complete BE

eradication endoscopic mucosal resection.

In our review, out of 22 cases (our patient and 21 pre-

viously reported) of BE-associated dysplasia described,

all except 1 (95%) had HGD or adenocarcinoma. Flat

dysplasia was reported in the adjacent BE in13 cases,

however, not all previously reported cases commented

on the presence or absence of dysplasia. Biopsy of adja-

cent BE in our patient did not show dysplasia, however,

 polypoid lesion showed HGD. Visible lesions in the

Table 2. — Relative risk of submucosal invasion associated

with endoscopic appearance of esophageal lesions in

Barrett’s esophagus

Endoscopic appearance Relative risk of submucosal invasion

Polypoid Higher

Sessile Higher

Slightly raised Low

Flat Low

Slightly depressed Higher

Excavated Very high

03-sushil-_Opmaak 1  31/01/12  10:30  Pagina 52



Polypoid dysplasia in Barrett’s Esophagus 53

Acta Gastro-Enterologica Belgica, Vol. LXXV, January-March 2012

Endoscopic ablation has emerged in recent years and

there are ongoing trials combining EMR and endoscopic

ablative therapy. Two forms of endoscopic ablation are

available : radiofrequency ablation (RFA) and spray

cryotherapy. In a recent randomized, sham-controlled

trial, RFA completely eradicated intestinal metaplasia in

74% of patients with HGD at 12 months (22). Recently 2

retrospective, multicenter cohort studies evaluated the

efficacy and safety of spray cryotherapy for esophageal

cancer and Barrett’s esophagus with HGD (23,24). Both

trials reported a high success rate in eradicating

esophageal cancer and HGD (61% to 97%) ; however,

both studies were limited by short-term follow-up (mean

follow-up 10.5 months. Failure to eradicate intestinal

metaplasia either superficial or beneath the neosquamous

epithelium (“buried glands”) is an issue with ablative

therapies (23,24). Ablative therapies are procedures with

low mortality compared with esophagectomy ; however,

the long-term follow-up data after cryoablation or RFA is

not yet available. EMR can both be potentially curative

and diagnostic because deeper layers of Barrett’s tissue

can be staged. Results of ongoing trials combining EMR

and endoscopic ablative therapies are awaited.

Conclusions

In conclusion, polypoid and flat dysplastic lesions in

BE have similar clinical, pathological, and molecular

features. Polypoid dysplastic lesions are usually associ-

ated with flat dysplasia and invasive adenocarcinoma.

Pathogenetic pathway of carcinogenesis appears similar

to that in non-polypoid dysplastic epithelium. EUS

should be used to stage polypoid dysplasia and

esophagectomy should be considered as treatment of

choice for patients with lymph node involvement or

invasive cancer. Endoscopic resection is the gold stan-

dard for HGD and intramucosal carcinoma.
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