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Esophageal papillomatosis complicated by squamous cell carcinoma in situ
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SUMMARY. We present a case of esophageal papillomatosis with underlying squamous cell carcinoma in
situ. An esophageal lesion resected from a 74-year-old woman demonstrated histological findings characteristic
of squamous cell papilloma (fibrovascular core and numerous finger-like projections covered with hyperplastic
squamous epithelium) and severe dysplasia characteristic of squamous cell carcinoma. The relation of squamous
papilloma and squamous cell carcinoma is discussed. It is suggested that esophageal squamous cell papilloma
is a premalignant lesion.
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CASE REPORT

A 74-year-old woman with a history significant
only for ovarian dermoid cyst presented with a
6-month history of  coughing and intermittent
dysphagia for solids. The patient denied heartburn,
regurgitation, weight loss, emesis and melanotic or
bloody stools. Upper endoscopy with biopsy demon-
strated a circumferential, pearly, friable, exophytic
growth between 20 and 30 cm from the incisors
(Fig. 1). Multiple biopsies were non-diagnostic for
cancer and presumptive treatment for fungal
esophagitis did not improve her dysphagia. A
biopsy obtained at rigid endoscopy demonstrated
squamous papilloma with areas of  hyperkeratosis,
inflammation and atypia (Fig. 2). Due to the dysphagia
and the concern of occult squamous cell carcinoma,
the patient underwent laparoscopic transhiatal
esophagectomy with cervical gastroesophageal
anastomosis.

The resected esophageal specimen contained
papillomas with in-situ squamous carcinoma showing
foci of microinvasion into the lamina propria (Fig. 3).
Dysplasia was observed primarily in the lower half
of  the papillomatous squamous epithelium. Resec-
tion margins were free of  malignancy, as were eight
regional lymph nodes. Immunohistochemical staining
for herpes virus was negative. Human papillomavirus

(HPV) DNA of both low risk (types 6,11,42,43,44)
and high risk (types 16,18,31,33,35,39,45,51,52,56,
58,68,70) were not identified by in-situ hybridization.

DISCUSSION

Papillomas of  the uterine cervix,1 anogenital
region,2 and larynx are thought to be premalignant
lesions.3 The association of  HPV with malignant
transformation in these areas has been well demon-
strated. Esophageal squamous cell papillomatosis
(ESP) and esophageal squamous cell carcinoma
(ESCC) have also been associated with HPV.
However, the progression of  ESP to ESCC and the
association of  HPV with this malignant transfor-
mation are subject to debate. We found two reports
of  esophageal squamous papillomatosis with
malignant degeneration, one of which had concomitant
HPV infection.4,5

Esophageal squamous papillomatosis is a rare
lesion that is usually found incidentally on upper
endoscopy or at autopsy. The reported incidence of
this lesion at endoscopy varies widely, from 0.077%
to 0.35%.6,7 Esophageal papillomas are usually soli-
tary small lesions, measuring 2–6 mm in diameter.8,9

A study of  ESP and ESCC from China and
South Africa found HPV in seven of  11 papillomas
and 19 of  63 esophageal carcinomas.10 In ‘high risk’
areas, evidence of  HPV infection, especially with
types 6, 11, 16 and 18, is often found in about half of
analyzed cases of  ESP and ESCC.10–14 Conversely,
in ‘low-risk’ areas such as France, Italy, Finland
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and the United Kingdom, the incidence of  HPV
infection is low in both ESP and ESCC.6,7,15,16 One
exception to this pattern is reported by Lavergne
et al. who found evidence of HPV infection in
seven of  11 cases of  ESP in Europe.10 Previously

unknown types of  HPV have been demonstrated in
ESP and ESCC, and it should be noted that still
unknown strains could remain undetected in lesions
that test negative for more common HPV types.10

This could explain why lesions that have a histo-
logic appearance characteristic of  HPV infection
test negative for HPV by polymerase chain reaction
(PCR) or in-situ hybridization.

The natural history of  ESP is variable. Several
cases in the literature describe esophageal papillo-
mas that spontaneously regress or remain static
with minimal treatment.8,17–19 ESP has also been
reported to cause esophageal stricture.20 One report
describes papillomatosis of  the distal esophagus
that, over the course of  two years, spread through
the bronchial tree and ultimately caused the patient’s
death.21 Adenocarcinoma of  the esophagus has
been found within a squamous papilloma that was
removed at flexible endoscopy.22 We found two
reported cases of  ESCC in association with esoph-
ageal papillomatosis.4,5

Several etiologies have been proposed for ESP.
The high incidence of  papillomas in the lower
esophagus raises suspicion that chronic irritation
due to esophageal reflux could be a cause. However,
ESP has also been found in the upper third of  the
esophagus.9 Many investigators feel that a viral
etiology is likely, given the lesion’s similar appear-
ance to viral papillomas in other locations. However,
viral DNA is not consistently recovered from ESP,
even with very sensitive molecular analysis tech-
niques such as PCR.7,10

The premalignant potential of  ESP has long
been debated in the literature. The first histological
description of ESP by Adler et al., in 1959, is accom-
panied by four other cases in which lesions that
were initially believed to be ESP were later found
to be an unspecified type of  ‘carcinoma.’23 Syrjanen
et al. first demonstrated HPV in association with
ESP in 1982.11 Since then several studies have detected
HPV in ESP as well as ESCC.10,12–14,24,25 However,
on other occasions investigators have failed to find
HPV infection in ESC and in ESCC.6,26 This dis-
parity suggests that although HPV has been shown
to be associated with these lesions, other factors are
involved. Other viruses such as herpes simplex
virus, cytomegalovirus and Epstein-Barr virus have
also been implicated in ESCC.27

Histologic changes characteristic of  documented
HPV infection in other body sites have been demon-
strated in esophageal papillomas as well as
esophageal squamous cell carcinoma.24,28 These
characteristics include koilocytosis (vacuolated cells
with clear cytoplasm or perinuclear halos and
nuclear pyknosis), cytologic atypia (giant cells,
multinucleate cells and koilocytosis combined with
anisonucleosis), maturation and keratinization dis-
turbances in squamous epithelium (hyperkeratosis,

Fig. 1 Endoscopic view of the legion, a circumferential growth, 
which extended from 20 to 30 cm from the incisors.

Fig. 2 A biopsy obtained at rigid esophagoscopy demonstrated 
squamous papilloma.

Fig. 3 The resected esophageal specimen contained squamous 
carcinoma with microinvasion (arrow) into the lamina propria.

D
ow

nloaded from
 https://academ

ic.oup.com
/dote/article/17/4/345/2419652 by guest on 10 April 2024



Esophageal papillomatosis with SCC in situ 347

acanthosis, papillomatosis, and dyskeratosis) and over-
morphologic patterns (differing types of  elevated,
flat or inverted verrucous or papillary-type lesions).24

The recovery of  HPV nuclear material from both
ESP and ESCC, especially in ‘high risk’ areas such
as China and South Africa, strongly indicates an
association between HPV infection and both clin-
ical entities. This association may be similar to that
seen in the cervix, anogenital region and larynx,
where HPV-mediated progression from papilloma
to carcinoma is well accepted. Such a progression
may be in effect in the esophagus as well, possibly
mediated by environmental factors that are present
more often in ‘high risk’ areas. In Scottish upland
cattle, ESP caused by HPV infection transforms to
ESCC when bracken fern is present in the diet.29

The association between ESP, HPV and the risk
of ESCC is less obvious in ‘low risk’ areas such as
Europe and the United States. Clinicians in these
‘low risk’ areas faced with ESP have managed these
lesions conservatively, even in some cases where the
lesions were large or multiple.18,20,25 Conversely, the
literature contains one report of  adenocarcinoma
and two reports of  SCC in ESP treated with
esophagectomy in ‘low risk’ areas.4,5,22

We present a case of  squamous cell carcinoma
in situ within a large squamous papilloma of the
esophagus, diagnosed after esophagectomy. To our
knowledge this is the third such reported case in a
‘low risk’ area. Patients with large or multiple squa-
mous papillomas should be advised that these
lesions have malignant potential.
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