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1 | Case Presentation

A 53-year-old woman with a medical history of rheumatoid
arthritis and methotrexate-associated MALT lymphoma was
referred for evaluation of the gastrointestinal tract. She had oc-
casional alcohol consumption and no smoking history. An upper
gastrointestinal endoscopy at our institution was performed. A
whitish and flat elevated lesion involving half the circumfer-
ence of the mid-esophagus was observed. Due to the presence
of a white coating, no intraepithelial papillary capillary loops
were observed by magnifying endoscopy with narrowband
imaging, and the lesion exhibited no iodine staining reduction
(Figure 1a-d). Neither unstained nor faintly stained areas were
observed in other regions of the esophagus during iodine stain-
ing. Serum tumor markers, including carcinoembryonic anti-
gen (CEA), carbohydrate antigen (CA) 19-9, and squamous cell
carcinoma antigen (SCCA) were not elevated (CEA 1.6ng/mL,
CA19-9 33.2U/mL, and SCCA 1.3U/L). Upon thorough history
taking, it was found that the patient had undergone routine
screening upper gastrointestinal endoscopies as annual medical
check-ups at another health screening center for the past 8 years
(Figure 1e). Compared to the previous records of the health
screening center, a slightly elevated whitish lesion of less than
1cm had gradually expanded to a 4cm tumor that involved ap-
proximately half of the esophageal circumference over 8 years.

2 | Question

What is a slow-growing whitish flat elevated lesion of the esoph-
agus, and how should it be managed?

3 | Answer

Verrucous esophageal carcinoma (VEC) and en bloc resection
with endoscopic submucosal dissection (ESD).

Endoscopic biopsy performed at our institution revealed super-
ficial epithelial differentiation with evident cellular atypia in
the parabasal layer. Based on the clinical course and endoscopic
findings, the possibility of highly keratinized esophageal squa-
mous cell carcinoma or VEC was considered, and we performed
ESD with bloc resection. Hematoxylin and eosin staining re-
vealed papillary thickening of atypical squamous epithelium
with partial dyskeratosis. Histopathological diagnosis was VEC,
pT1la-MM (muscularis mucosae invasion), INFa, Ly0, VO, pHMO,
pVMO, and RO resection (Figure 2). Based on the standard crite-
ria for ESCC [1], the risk of lymph node metastasis in this case
was considered relatively low. Close surveillance was chosen as
the follow-up strategy, following shared decision-making with
the patient.
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FIGURE1 | Findings of upper gastrointestinal endoscopy. (a) White light imaging and (b) narrowband imaging showed whitish and flat elevated
lesion. (c) No intraepithelial papillary capillary loops were observed by magnifying endoscopy with narrowband imaging. (d) No reduction of iodine
staining was observed. (¢) Endoscopic images over the past 8 years.
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FIGURE2 | Enblocresection with endoscopic submucosal dissection. (a) Macroscopic view of the whole specimen and (b) iodine staining ex vivo.
(c,d) Hematoxylin and eosin staining showed papillary thickening of atypical squamous epithelium with partial dyskeratosis. Yellow arrows in (c)

indicate the partial dyskeratosis, and (d) showed a typical round and layered keratin structure (cancer pearl). (¢) Immunohistochemical staining for
pl6 was negative.
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Verrucous carcinoma (VC) is first described in the context of
oral lesions characterized by slow progression [2]; however,
the primary esophageal origin of VC is rare. The pathological
feature of VC is characterized by mild cytological atypia and
prominent surface keratinization, often leading to difficulty in
making a definitive diagnosis via biopsy [3]. Consequently, VEC
is frequently misdiagnosed as a benign lesion. The relationship
between VEC and human papillomavirus remains controver-
sial; however, p16 immunostaining was negative in this case.

We report a rare case of VEC, with a long-term clinical course
documented through serial annual endoscopic images, which
was successfully treated with ESD. Accurate recognition of the
lesion is essential to avoid missing the optimal timing for endo-
scopic treatment.
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