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Abstract
A 62-year-old male with a history of type 2 diabetes mellitus and alcoholic liver disease presented with dysphagia, 

heartburn, and appetite loss. He had lost 10 kg weight within 1 month. The patient gave a history of excessive 
alcohol intake and a smoking habit of 60 cigarettes per day for 40 years. Upper gastroenteroscopy revealed a wart-
like, whitish, protruding mass with circumferential stricture at a point 35 cm from the incisor down to the cardia. 
Although esophageal cancer was suspected, repeated biopsies of the mass revealed no malignant findings. 
Concurrent esophageal candidiasis was treated with an antifungal drug. Increased esophageal stricture made food 
intake impossible; therefore, total parenteral nutrition was initiated. Endoscopic mucosal resection revealed highly 
keratinized, well-differentiated squamous cell carcinoma with invasion into the submucosa. A diagnosis of verrucous 
squamous carcinoma was confirmed. Subtotal esophageal resection and esophagostomy was performed with 
video assistance. Postoperative pathological findings were compatible with the diagnosis of verrucous squamous 
carcinoma, which is known to be a slow-growing tumor that rarely metastasizes to lymph nodes or distant organs. 
However, verrucous squamous carcinoma is rarely diagnosed by endoscopic biopsy. Moreover, endoscopic mucosal 
resection or surgery should be considered in cases when endoscopic examination fails to confirm the diagnosis of 
carcinoma and if the lesion presents some characteristics of verrucous squamous carcinoma.

Introduction 

Case Report
A 62-year-old male with a history of type 2 diabetes mellitus and 

alcoholic liver disease was admitted to our institution with complaints 
of dysphagia, heartburn, and appetite loss. He reported weight loss 
of 10 kg within 1 month along with recurrent vomiting and minimal 
oral intake. The patient had a history of excessive alcohol intake and 
a smoking habit of 60 cigarettes per day for 40 years. Initial clinical 
examination revealed a weight of 49.0 kg and height of 174.0 cm. With 
a body mass index was 16.2; the patient appeared to be emaciated.

Physical examination revealed mild anemia and a soft, flat 
abdomen with no palpable mass and normal bowel sounds. Blood 
chemistry analysis revealed mild anemia (red blood cell count: 337 
× 104/μl; haemoglobin: 10.6 mg/dl), mild renal dysfunction (serum 
creatinine: 1.17 mg/dl; serum urea nitrogen: 21.1 mg/dl), elevated 
gamma-glutamyl transpeptidase (117 IU/l), elevated C-reactive protein 
levels (3.3 mg/dl), and abnormal glucose tolerance (glucose: 206 mg/dl; 
hemoglobin A1c: 7.2%). In tumor marker analysis, carcinoembryonic 
antigen levels were within normal limits (3.3 ng/ml) and squamous 
cell carcinoma antigen levels were slightly elevated (4.8 ng/ml). Plain 
chest and abdominal radiography revealed no abnormalities. Contrast-
enhanced abdominal computed tomography revealed a mass in the 
lower esophagus with no swollen lymph nodes or local invasion, and a 
marginally enhanced mass at the fundus of the stomach (Figures 1a and 
1b). Upper gastroenteroscopy revealed a wart-like, whitish, protruding 
mass with a circumferential stricture at a point 35 cm from the incisor; 
the mass extended into the cardia of the stomach (Figures 1c and 1d). 

Although esophageal cancer was suspected, repeated biopsies of the 
mass revealed only chronic inflammation with no malignancy. Upper 
gastroenteroscopy performed 9 days after admission revealed a more 
severe stricture with a whitish mass in the lower esophagus (Figure 2a). 
Several biopsies taken from the mass at that time revealed no features 
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Figure 1: (a,b) Contrast-enhanced abdominal computed tomography 
revealed a mass in the lower esophagus with no swollen lymph nodes or 
local invasion, and a marginally enhanced mass at the fundus of the stomach. 
(c,d): Upper gastroenteroscopy revealed a wart-like, whitish, protruding 
mass with a circumferential stricture at a point 35 cm from the incisor; the 
mass extended into the cardia of the stomach.

Verrucous squamous carcinoma (VSC) of the esophagus is an 
extremely rare variant of squamous cell carcinoma and was first 
reported by Minielly et al. [1] in 1967. It is a low-grade, slow-growing, 
locally invasive tumor with a cauliflower-like appearance. Metastasis to 
lymph nodes or distant organs is rare. Here we present a case of VSC of 
the esophagus in which diagnosis could not be confirmed by endoscopy 
and several repeated endoscopic biopsies. The final diagnosis was 
confirmed by endoscopic mucosal resection (EMR).
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of malignancy. However, esophageal candidiasis was suggested, and 
an anti-fungal drug, dose of 300mg amphotericin B per day, was 
initiated. Moreover, total parenteral nutrition was initiated due to lack 
of oral intake and low nutritional status. Endoscopic ultrasonography 
performed on day 40 after admission revealed a thickened esophagus 
wall with no tumor invasion into the submucosal layer (Figure 2b). 
Esophageal fluoroscopy performed on day 42 revealed an irregular, 
circumferential tumor with a longitudinal diameter of 8 cm, in the 
lower esophagus (Figure 2c). EMR performed on day 54 revealed a 
highly keratinized, well-differentiated squamous carcinoma with local 
invasion to the lamina propria (Figure 2d). A diagnosis of Verrucous 
Squamous Carcinoma (VSC) of the esophagus was confirmed. Subtotal 

esophageal resection using video-assisted surgery and esophagostomy 
was performed on day 102 after admission. Gross morphology of 
the resected specimen revealed a wart-like, whitish, circumferential 
tumor, 14.0 × 5.0 cm in size (Figure 3a). Microscopic examination 
revealed mild atypical cells with slightly irregular nuclei, obvious 
nuclei, and irregular arrangement on the basal membrane; moreover, 
partial invasion to the muscularis propria was observed (Figure 3b). 
These observations were compatible with the diagnosis of VSC of the 
esophagus. Histological analysis staged the lesion as pT3, pN0, M0, ly0, 
v0, pM0, pDM0, pEM0, and stage II. The patient was asymptomatic 
with no evidence of recurrence at the 12-month follow-up. 

Discussion
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Figure 2a: Upper gastroenteroscopy performed 9 days after admission 
revealed a more severe structure with a whitish mass in the lower esophagus.
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Figure 2b: Endoscopic ultrasonography performed on day 40 after 
admission revealed a thickened esophagus wall with no tumor invasion into 
the submucosal layer.
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Figure 2c: Esophageal fluoroscopy performed on day 42 revealed an 
irregular, circumferential tumor with a longitudinal diameter of 8 cm, in the 
lower esophagus.
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Figure 2d: EMR performed on day 54 revealed a highly keratinized, well-
differentiated squamous carcinoma with local invasion to the lamina propria.

a
Figure 3a: Grossmorphology of the resected specimen revealed a wart-like, 
whitish, circumferential tumor, 14.0×5.0 cm in size.

b
Figure 3b: partial invasion to the muscularis propria was observed.

VSC was first reported by Ackermann [2] in 1948. Usually, 
VSC develops in the oral cavity, larynx, nasal cavity, penis, vagina, 
and scrotum. VSC of the esophagus was first reported by Minielly et 
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pneumonia develops as a result of the fistula formation and patients die 
because of respiratory failure; therefore, VSC of the esophagus requires 
surgical therapy. Microscopic specimens obtained from biopsies from 
the mucosal surface of VSC tumors usually present features of acute or 
chronic inflammation; therefore, diagnosis of VSC of the esophagus 
from microscopic specimens or endoscopy could be challenging. 
Kojima et al. [6] reported that in some cases of VSC, few atypical tumor 
cells make alveolar formations; in addition, severe hyperkeratosis of 
the mucosal surface may prevent malignant cell collection in the 
deeper sections of the mucosa. Hence, endoscopic biopsy must be 
carefully performed for accurate diagnosis. If VSC of the esophagus 
is suspected due to clinical presentation despite a lack of evidence 
of malignancy on endoscopic biopsy, surgical resection should be 
planned. VSC has been reported to respond poorly to radiation therapy 
and chemotherapy [7]. Radiation therapy may induce malignant 
transformation of high-grade tumors into low-grade or anaplastic 
tumors, resulting in rapid metastasis [8]. Very few reports support 
the effectiveness of chemotherapy in treatment of VSC. Although one 
case has been reported documenting the effectiveness of bleomycin 
[9], the effect of chemotherapy on VSC of the esophagus generally 
remains controversial. About 30 cases of VSC of the esophagus have 
been reported in the literature (Table 1). The male–female ratio is 

Author Year Age Sex Complaint Past History Location Size Treatment Prognosis
Minielly 1) 1967 58 M Dysphagia Achalasia U 8.5cm Surgery Death after 1 month
Minielly 1) 1967 70 F Dysphagia Diverticulum U Giant Radiation NA
Minielly 1) 1967 70 F Dysphagia Achalasia U Giant Radiation Death after 2 months
Minielly 1) 1967 36 M Dysphagia Diverticulum L 9*8cm Surgery Death after 2 months
Minielly 1) 1967 57 M Dysphagia - L NA Supportive Death after 5 months
Parkinson 10) 1970 76 M Melena Stricture M 7.5cm Supportive Death after 1 month
Meyerowitz 11) 1971 45 M Melena - L 8.0*5.5cm Surgry+Radiation Death after 9 months
Sridhar 12) 1980 54 M Dysphagia Hiatus hernia L 2cm Surgery NA
Sakurai 9) 1983 78 F Dysphagia - U 10*5cm Chemotherapy NA
Agha 13) 1984 66 M Dysphagia Diverticulum U Giant Supportive Death after 2 months
Barbier 14) 1987 50 F Dysphagia Hiatus hernia L NA Surgery Death after 10 months
Koerfgen 15) 1988 75 M Dysphagia Stricture L NA Surgery Alive 3 years follow up
Koerfgen 15) 1988 54 NA Dysphagia - L 6.5*6.5cm Surgery Alive 18 months follow up
Kojima 6) 1988 70 M Dysphagia Achalasia U 6.0*5.5cm Surgery Alive 30 months follow up
Jasim 16) 1990 79 M Dysphagia Hiatus hernia L 9*6*2cm Supportive Death
Biemond 17) 1991 76 F Dysphagia Reflux esophagitis M 15cm Supportive Death after 1 month
Roach 18) 1993 67 NA Dysphagia Hernia Achalasia  U  7cm Supportive Death after 2 months
Garrard 4) 1994 51 F Dysphagia - M 10cm Surgery Alive 9 months follow up
Kavin 19) 1996 76 NA Odynophagia - L NA Supportive Death after 1 month
Malik 20) 1996 66 M Dysphagia Reflux esophagitis L 5cm Surgery Alive 3 years follow up
Tajiri 21) 2000 40 Na No symptom - L 8*6cm EMR Alive 4 years follow up
Ereno 22) 2001 65 F Dysphagia - L 11 Surgery NA
Osborn 3) 2003 67  M Dysphagia Achalasia  L  8*8cm Surgery Alive 9 months follow up
Mizutani 23) 2004 72 M Hematomenesis, melana - L 8*7cm Surgery Alive 2 years follow up
Devlin 24) 2004 56 F Heart burn - L 2.7cm Surgery Alive 14 months follow
Wong 25) 2005 59 M Heart burn - M 4.8*2.5cm Surgery Alive 18 months follow up
Oh 26) 2009 73   F Heart burn Reflux esophagitis U 3.5cm Supportive Alive 23 months follow up
Na 27) 2009 50 M Dysphagia Reflux esophagitis L 7.5*4.8*0.7cm Surgery+Radiaton Alive 6 months follow
Macias-Garcia 
28)

2009 71 F Dysphagia, Heart burn, 
Hematoemesis

Reflux esophagitis M 3.9*2.5cm Surgery NA

Tonna 5) 2010  61 M Dysphagia, Odynophagia Candidasis NA  10cm Surgery Alive 1 year follow
Chu 29) 2011  45 M Dysphagia , Odynophagia - M 5cm Surgery NA
Lagos 30) 2012 74 M Anorexia - L  9cm Surgery Death after 4 days
This study 2012 62 M Dysphagia , Heart burn - M 14*5cm Surgery Alive 1 year follow up

NA: not available, EMR: endoscopic mucosal resection 
Table 1: Verrucous squamous carcinoma of the esophagus reported in the literature.

al. [1] in 1967. In total, no more than 30 cases have been reported 
worldwide. VSC of the esophagus is a high-grade tumor forming 
an irregular warty mass that develops slowly and invades locally 
to adjacent organs. It tends to develop in heavy drinkers or heavy 
smokers [3]. Endoscopy reveals a warty mass proliferating laterally 
with a cauliflower-like appearance and papillary growth. VSC of the 
esophagus is sometimes misdiagnosed as papilloma, leiomyoma, 
inflammatory tumor associated with reflux esophagitis, or squamous 
epithelial hyperplasia. Pathological analyses reveal squamous 
carcinoma cells with hyperkeratosis and marked papillary growth. VSC 
and other squamous carcinomas differ histologically; VSC proliferates 
externally and internally into the muscularis propria, while papilloma 
proliferates only internally. Irritation and inflammation in the 
esophageal mucosa have been associated with VSC of the esophagus 
[4]. Retained esophageal contents resulting from achalasia along with 
esophageal hernia, esophageal diverticulum, reflux esophagitis, and 
chronic inflammation may be involved in the pathogenesis of VSC. 
Moreover, some authors have reported an association between VSC 
and the human papilloma virus [5]. Although VSC of the esophagus is 
a high-grade tumor, it has a tendency towards severe local invasion, forming 
fistulae to adjacent organs such as the lungs, pleura, and trachea. However, it 
rarely metastasizes to lymph nodes or distant organs. In some cases, 
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about 2:1, and age at which diagnosis is generally made ranges 36-76 
years. Characteristic signs and symptoms include dysphagia (76%), 
heartburn (12%), odynophagia (9%), and melena (9%). Patients with 
VSC may have past histories of reflux esophagitis (15%), hiatus hernia 
(9%), achalasia (9%), and diverticulum (9%). About half of esophageal 
VSC lesions (52%) are located in the lower portion of the esophagus. 
Tumor size at the time of diagnosis is relatively large. Most cases (64%) 
reported in the literature were treated surgically. The prognosis of VSC 
of the esophagus was poor in the past, but has improved in recent years 
probably because of the technical improvement of surgical treatment. 
The etiology of VSC of the esophagus is unknown, but an association 

Conclusion
We presented a rare case of VSC of the esophagus. In cases of 

whitish, wart-like tumors with no evidence of malignancy on repeated 
biopsy, the possibility of VSC of the esophagus should be considered, 
although it is an extremely rare tumor. Moreover, EMR or surgery 
should be considered to confirm this diagnosis if no evidence of 
malignancy can be obtained from repeated biopsy.
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