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Case Report
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Abstract

Urethral malignant tumors are rare and can lead to stenosis, causing dysuria. We report a case of urethral metastasis secondary to
esophageal cancer. At the time of diagnosis, a patient with esophageal squamous cell carcinoma presented with voiding difficulties, fee-
ble stream, terminal dribbling and incomplete voiding. The urethral tumor was diagnosed using cystoscopy, and biopsy was thereafter
performed. Histopathology of the urethral tumor microscopically resembled to that of esophageal cancer. On immunohistochemistry,
the urothelium markers uroplakin 2 and GATA3 were negative in the carcinomatous component; however, GATA3 was detected on the
lesion’s surface. This case demonstrated that esophageal cancer metastasized to the urethra. Medical oncologists should consider this
diagnosis in patients with cancer presenting with dysuria.

INTRODUCTION
More than 30% of patients with esophageal cancers are diagnosed
with metastatic diseases [1]. The most common metastatic sites
are the lymph nodes, liver, lungs, adrenals and bone. Urethral
malignancies are rare, accounting for less than 1% of malignant
tumors, and can cause urethral stenosis, which often occurs with
dysuria [2]. Urethral metastasis commonly arises from prostate
and bladder cancers [3]. No previous information was found in lit-
erature reporting on urethral metastases secondary to esophageal
cancer. We report a case of urethral metastasis of esophageal
cancer that was diagnosed via urethrocystoscopy in a patient
complaining of dysuria.

CASE REPORT
A 61-year-old Japanese man presented with anorexia noted 2
months prior. The patient’s medical history was unremarkable.
He had been drinking three bottles of beer daily for over 40 years
and smoking one to two packs of cigarettes daily for more than
45 years. The patient was diagnosed with esophageal carcinoma
of the lower thoracic segment based on the upper gastrointestinal
endoscopy findings. At the same time, endoscopy also exposed a
superficial hypopharyngeal cancer as a synchronous malignancy.
Endoscopic biopsy and histopathology revealed non-keratinizing
squamous cell carcinoma. Computed tomography showed
multiple pulmonary and liver masses and multiple enlarged
lymph nodes. This included the right supraclavicular, mediastinal,
paraaortic and right inguinal lymph nodes. Accordingly, he

was diagnosed with esophageal cancer with distant metastases
(cT4aN4M1, stage IVB, according to the Union for International
Cancer Control/American Joint Committee on Cancer staging
classification system 8th edition).

At the time of esophageal cancer diagnosis, the patient also
reported voiding difficulties, specifically, a poor stream, terminal
dribbling and incomplete voiding. Routine urine tests revealed no
traces of blood or protein remnants. The urine red blood cell count
was 2.2/HPF and the white blood cell count was 2.6/HPF. Atypical
cells were not detected on urine cytology. The patient was referred
to a urologist, who performed a cystourethroscopy for a palpable
penile lump. Cystourethroscopy revealed a smooth nodular, 5-mm
mass in the penile urethra (Fig. 1). A transurethral biopsy was then
performed. The bladder mucosa was smooth, and there were no
notable abnormalities in the left and right urethral openings.

Microscopically, the urethral tumor showed abundant nuclear
pleomorphism and was identified as a non-keratinizing squa-
mous cell carcinoma. Its characteristics were similar to those
of the esophageal tumor (Figs 2 and 3). Immunohistochemically,
the tumor cells were positive for p40, indicating a squamous cell
carcinoma (Fig. 2B). On immunohistochemistry, the urothelium
markers, uroplakin 2 and GATA3 were negative in the carcino-
matous component (Fig. 2C and D); however, GATA3 was detected
on the surface of the lesion (Fig. 2E). Accordingly, the urethral
tumor was diagnosed as a metastatic esophageal squamous cell
carcinoma.

The patient underwent immediate radiotherapy and chemother-
apy with 5-fluorouracil (5-FU) and cisplatin (CDDP) to achieve
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Figure 1. Cystourethroscopy revealed a 5-mm smooth nodular mass in
the penile urethra.

Figure 2. The urethral tumor showed moderately differentiated
squamous cell carcinoma consistent with esophageal cancer (A);
immunohistochemical section of urethral tumor was positive for (B) p40
and negative for (C) uroplakin 2 and (D) GATA3; GATA3 expression at the
normal urothelium was observed (E).

local control. After concurrent chemoradiotherapy, the patient
underwent chemotherapy with 5-FU and CDDP for metastatic
disease. Following treatment, his dysuria was resolved, and he
could urinate without discomfort. The follow-up period was
∼3 months.

DISCUSSION
We have reported a case of urethral metastasis secondary to
esophageal cancer. This case highlights two essential findings.
First, esophageal cancer can metastasize to the urethra, resulting
in voiding difficulties. Second, cystoscopy is a useful diagnostic
tool for metastatic urethral tumors.

Esophageal cancer can metastasize to the urethra, and urethral
metastatic tumors should be suspected in cancer patients

Figure 3. The esophageal tumor contained moderately to poorly
differentiated squamous cell carcinoma.

presenting with dysuria. Metastatic tumors of the urethra
occur more frequently than primary tumors [3]. Several reports
of metastasis from the colon and rectum, lungs and breast
are reported [4–6]; however, urethral metastasis secondary to
esophageal cancer has not previously been reported.

Urethral metastasis was diagnosed by histopathological anal-
ysis of the sample obtained via transurethral biopsy. Cystoscopy
revealed a smooth nodular mass that did not extend to the sur-
rounding urothelium. Primary urethral tumors commonly extend
beyond or above the surface. Moreover, they exhibit a cobbled
appearance with a papillary surface [2]. In our case, the tumor’s
characteristics differed from the typical primary urethral carci-
noma. Microscopically, it was diagnosed as a squamous cell car-
cinoma. The carcinomatous component was negative for GATA-
3 and uroplakin II on immunohistochemical analysis. However,
these markers were positive on the surface of the normal urothe-
lium surrounding the tumor. GATA-3 and uroplakin II are novel
markers for primary urethral carcinoma and are positive in 99
and 80% of malignant urothelial tumors, respectively [7]. The
immunohistochemical findings, in this case, indicated metastasis
of esophageal cancer to the urethra, and the tumor might have
arisen from the stroma, which is beneath the urothelium.

The proposed hypotheses for urethral metastasis include the
lymphatic, arterial or venal routes or direct invasion, although
direct invasion is anatomically impossible. Kaushal et al. [8]
reported a case of inguinal lymph node metastasis from a
gastroesophageal junction carcinoma. The patient had bilateral
inguinal lymph node swelling with multiple enlarged paraaortic,
iliac and pelvic lymph nodes. The authors hypothesized that
metastasis was due to the retrograde flow through paraaortic
nodes to the pelvic and inguinal nodes. While our patient had
right inguinal node swelling, he did not have pelvic lymph node
metastasis; therefore, it is likely that the underlying mechanisms
differ. In a study describing unexpected sites of metastases
secondary to esophageal cancer, distal isolated metastases via the
lymphatic route were scarcely explained. The authors postulated
that tumor embolisms pass through the main artery to the
distal isolated organs [9]. We propose that distal urethral tumors
flow into the right inguinal lymph node via the hematologic
route. Although inguinal lymph node metastasis secondary to
esophageal cancer is rare, we should consider the possibility of a
urethral tumor in patients presenting with inguinal lymph node
swelling.

Herein, we report a case of urethral metastasis secondary to
esophageal squamous cell carcinoma. Despite its rarity, medical
oncologists should consider this diagnosis in cancer patients pre-
senting with dysuria.
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