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Dear Editor,

We wish to bring to your attention a noteworthy case 
concerning the management of esophageal squamous 
papillomatosis (ESPs) with associated low-grade dys-
plasia, treated successfully using endoscopic submuco-
sal dissection (ESD). Esophageal squamous papilloma 
(ESP) is a rare (incidence = 0.01%-0.45%) benign epi-
thelial tumor of the esophagus, and it is usually detected 
incidentally and asymptomatic.1 Tumor size is typically 
2-8 mm. Esophageal squamous papillomatosis (ESPs) is 
an extremely rare pathology that occurs when multiple 
papillomata come together and is predominantly symp-
tomatic.2 Esophageal squamous papillomatosis may pres-
ent in many clinical manifestations, such as symptomatic 
dysphagia, anemia, and hematemesis.3 Although the pos-
sibility of malignant transformation in ESP/ESPs has been 
demonstrated in a small number of cases, no defined risk 
factors for malignant transformation have been reported 
thus far. Both the possibility of malignant transforma-
tion and the fact that patients are mostly symptom-
atic highlight the need for treatment in these patients. 
However, there is no clear consensus on the treatment of 
these patients. Endoscopic submucosal dissection (ESD) 
is the first-line endoscopic treatment method recom-
mended by the guidelines as it allows en bloc resection of 
large superficial epithelial tumors of the esophagus and 
facilitates accurate histopathological examination. To 
the best of our knowledge, no study in the literature has 
examined the suitability and safety of the ESD method in 
ESPs treatment. In the current report, we present a case 
of broad-based ESPs with dysphagia who was treated 
with ESD.

A 66-year-old female patient presented to our clinic 
with dysphagia to solids and liquids for the last year. 

The  patient  was on valsa​rtan/​hydro​chlor​othia​zide for 
arterial hypertension. She had no history of smoking 
or alcohol use. The patient’s blood tests were checked 
for human papillomavirus (HPV), but the tests were 
negative in this regard. No chronic inflammatory pro-
cess was detected in the patient’s examinations. The 
patient did not have symptoms of gastroesophageal 
reflux. Esophagogastroduoden​oscop​y (EGD) showed a 
flat area with wart-like protrusions in the middle third of 
the esophagus (25-31 cm from incisors) that the lesion 
involved 60% of the esophageal lumen (Figure 1). The 
application of Lugol’s iodine solution stains the normal 
squamous epithelium dark brown, whereas dysplastic or 
neoplastic areas appear as unstained or light yellow due 
to the lack of glycogen in the cells. This area was stained 
and subsequently observed via Lugol chromoendos-
copy (Figure 1). Histopathology of the biopsy was con-
sistent with ESPs. The radial echoendoscope (Olympus) 
showed that ESPs were confined to the mucosa layer 
(Figure 1). The settings for this examination included a 
frequency of 7.5  MHz, a depth of 5 cm, and the use of 
a balloon for optimal contact with the mucosal surface. 
Due to the presence of dysphagia and the likelihood of 
dysplasia associated with ESPs, we obtained informed 
consent from the patient. We removed the ESPs en-bloc 
(lesion size: 55 × 36 mm) through ESD during ESD, a pro-
cedure lasting approximately 55 minutes (Figure 1). For 
the ESD procedure, Olympus DualKnife (KD-650L/Q) and 
HookKnife (KD-620LR) were used.

The lesion had irregular borders (Figure 3). Histopathologic 
examination revealed papillomatous projections with 
fibrovascular cores and free-floating papillary fragments. 
Some parts of the lesion showed basal cell hyperplasia 
and low-grade dysplasia accompanied by rare koilocy-
tosis. Ki-67 was restricted to the proliferative layer, and 
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p16, which was supposed to show strong positivity in 
HPV-related tumors, was negative immunohistochemi-
cally. The patient was re-presented to our clinic 2 months 
after ESD due to dysphagia, and follow-up EGD showed 
a stricture at the ESD site (Figure 2). The stricture was 
treated with balloon dilatation. By the first month after 
balloon dilatation, it was observed that the dysphagia had 
almost completely resolved. Follow-up EGD at 6 months 
showed no recurrence (Figure 3).

To the best of our knowledge, fewer than 20 cases 
have been reported thus far.3 ESPs is an extremely rare 
esophageal tumor thought to be benign. Esophageal 
squamous papillomatosis seem more common in middle-
aged male individuals in Western countries, but in Asian 
countries, women are more commonly diagnosed with 
ESP than men. Esophageal squamous papillomatosis are 

commonly found in the middle and distal thirds of the 
esophagus, although they have been found in all parts of 
the esophagus.

The etiology of Esophageal Squamous Papilloma (ESP) 
is not fully understood, with both a hyper-regenera-
tive response from factors like gastroesophageal reflux 
disease, alcohol consumption, smoking, and Human 
Papillomavirus (HPV) infection considered primary influ-
ences. The association between HPV, particularly high-risk 
strains, and the development of ESP and squamous cell 
carcinoma (SCC) is an area of ongoing research. Despite 
varying HPV detection rates in ESP, the direct identifica-
tion of HPV in cases of ESP with malignant transforma-
tion has proven challenging. Reports have indicated a 
significant risk of malignant transformation within ESPs, 
with both SCC and adenocarcinoma identified among 

Figure 1.  White light endoscopy shows a raised mucosal area with wart-like protrusions in the middle esophagus (A) With Narrow Band 
Imaging, wart-like protrusions on the raised area of the mucosa are observed as more prominent (B). Raised area from the mucosa stains in 
chromoendoscopy with Lugol dye (C); Defined area in the radial echoendoscope is limited to the mucosa (D). Esoph​agoga​strod​uoden​oscop​y 
(EGD) shows the area with esophageal squamous papillomatosis that was resected by the endoscopic submucosal dissection (ESD) method 
(E). The specimen after en-bloc resection of the esophageal squamous papillomatosis area with ESD (F). EGD, esoph​agoga​strod​uoden​oscop​
y; ESD, endoscopic submucosal dissection.

Figure 2.  The characteristics papillary projections of the lesion (hematoxylin–eosin, ×2.5) Inset: Macroscopic appearance of the lesion with 
irregular borders (A); basal cell hyperplasia and focal dysplasia (hematoxylin–eosin, ×10) (B); mild atypia consistent with low-grade dysplasia 
and koilocytosis (hematoxylin–eosin, ×20) (C).
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documented cases. This underscores the importance of 
early detection and intervention, particularly in the pre-
cancerous stages of ESPs.

Diagnostically, ESP is characterized endoscopically by 
wart-like projections and exophytic growth, with tech-
niques such as narrow-band imaging (NBI) and Lugol 
chromoendoscopy aiding in differentiating ESPs from 
SCC. Lugol chromoendoscopy has been valuable in 
assessing the malignant potential within ESPs.

Endoscopic submucosal dissection (ESD) is highlighted 
as a preferred treatment for superficial epithelial tumors 
of the esophagus, including ESPs, despite the lack of 
specific treatment guidelines.4,5 ESD’s minimally inva-
sive nature, compared to traditional surgical resection, 
offers advantages such as enabling comprehensive 
histopathological examination and the potential for 
complete lesion removal. However, ESD is technically 
demanding and associated with a higher risk of compli-
cations, such as stricture formation following extensive 
resections. Effective management strategies, including 
post-ESD stricture treatment with balloon dilatation, 
are critical for patient recovery and highlight the need 
for advancements in preventive measures against such 
complications.

In conclusion, ESPs is a rare benign tumor of the esopha-
gus but has a risk of malignant transformation. In cases 
with ESPs, treatment should be strongly recommended 
in the presence of persistent symptoms and suspicion of 
dysplasia. As demonstrated by the case presented in this 
report, ESD can be an effective and reliable option in the 
treatment of large ESPs.
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Figure  3.  Control EGD shows stenosis in the endoscopic submucosal dissection (ESD) area (A). The appearance of the ESD scar at 
6 months (B).
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