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A Challenging Nonsurgical Management to Locally
Advanced Urethral Squamous Cell Carcinoma
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Abstract— Urethral squamous cell carcinoma (SCC) is a rare
entity, comprising less than 1% of all cancers. The diagnosis is
often late because the symptomatology is not specific. Its
treatment is essentially surgical but often mutilating. The
prognosis remains unfavorable in the majority of cases. The
current hope is the combination of chemotherapy and
radiotherapy.

We report a case of squamous cell carcinoma of the urethra
which was discovered at a locally advanced stage and treated by
neoadjuvant chemotherapy then concomitant
chemoradiotherapy that showed complete response to this
treatment.

Index Terms— Concomitant chemoradiotherapy, Locally
advanced tumor, Neoadjuvant chemotherapy, Urethral
squamous cell carcinoma

. INTRODUCTION

Squamous cell carcinoma (SCC) of the urethra is rare,
accounting for less than 1% of all cancers [1]. It occurs most
often around the sixties [2]. The main predisposing factors
are chronic inflammation, urethral stricture, radiotherapy, and
urethritis in sexually transmitted diseases [3].

The diagnosis of these tumors is generally difficult because
the symptomatology is not very specific and dominated by the
presence of a palpable mass on the path of the urethra and the
existence of an obstructive urinary syndrome [4].

Patients usually present with advanced stage disease and
often have a poor outcome with a 5-year overall survival of
approximately 40% [5]. Moreover, there are a limited number
of randomized controlled trials to evaluate the optimal
management of locally advanced urethral SCC because of its
rarity [6].

Here, we present the successful use of the concomitant
chemoradiation  after  traditional ~chemotherapy in
neoadjuvant in a patient with locally advanced urethral
squamous cell carcinoma (SCC).

Il. CASEREPORT
A 35-year-old man presented with a 3-month history of
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difficulty urinating. Physical exam revealed an induration of
the bulbar urethra with right inguinal lymphadenopathy. MRI
of the penis showed a perineal tumor lesion extended to the
spongy body and the membranous urethra measuring 35 mm
in section and extending over a length of 80 mm to the
prostate behind, the external sphincter of the anal canal
behind and bottom and corpora cavernosa above, associated
with right inguinal lymphadenopathy. A right inguinal lymph
node dissection has been performed; the anatomopathological
examination was in favor of a lymph node localization of a
well-differentiated squamous cell carcinoma. A CT scan of
chest, abdomen and pelvis and bone scintigraphy were
negative for distant disease. Nevertheless, it was considered
inoperable. In view of the extensive disease, the patient
received three cycles of neoadjuvant therapy with
5-flurouracil and cisplatin with the intention of downstaging
the tumor.

Figure 1: CT scan showing the urethral tumor before neoadjuvant chemotherapy
a: Sagittal reconstruction b : Axial plan

Restaging imaging showed a 98% regression in tumor
volume, confirming an excellent response to neoadjuvant
chemotherapy. Afterward, the patient underwent concomitant
chemoradiotherapy .The patient subsequently received
perineal radiotherapy with Volumetric modulated arc therapy
(VMAT). A dose of 66.6 Gy to the target volume
(urethra), with a simultaneous dose of 45 Gy to the nodal
volumes and 2 integrated boosts in 37 fractions of 1.8Gy was
planned, with concomitant weekly cisplatin chemotherapy
at 40 mg/m2 .We performed a pelvic MRI 2 months after
the chemoradiation that shows a complete response with no
residual tumor.
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Figure2 : CT scan showing 98% regression of the tumor after neoadjuvant chemotherapy
2: Coronal reconstruction b : Sagittal reconstruction c: Axial plan

I1l. DISCUSSION

Urethral SCC is a rare malignancy and its management is
particularly difficult due to the lack of evidence from
randomized trials to inform practice. Multimodal therapy
including chemotherapy, radiotherapy, and surgery is
commonly used for invasive urethral SCC, unlike the
management of SCC of other organs such as the vulva or
anus, which can be managed nonsurgically [7].

Historically, urethral carcinoma was treated primarily with
surgery, involving combinations of urethterectomy, partial
penectomy, cystoprostatectomy with urinary diversion, and
lymph node dissection [5]. It is important to note that surgery
is often associated with complaints of reduction in the quality
of life, reports of dissatisfaction of genital appearance, need
for urinary diversion, and interference with daily activities
[8]. Furthermore, treating patients with surgery alone has
unfavorable results, with a treatment failure rate up to 75%

[9].

Otherwise, Human papilloma virus (HPV) has been
implicated in both male and female urethral cancers [1].
Wiener and colleagues found metastatic disease in 75% of
HPV subtype 16-positive cases and also demonstrated a trend
toward prolonged survival in HPV-positive cases compared
with HPV-negative cases. Patients with HPV-positive
urethral SCC tend to have better survival outcomes than
HPV-negative cases [10].

The employment of radiotherapy alone in cases of
bulbomembranous cancer resulted deleterious in several case
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reports [11], while combined use with chemotherapy showed
positive results [12]. Kent et al reported on 29 men who were
treated with chemoradiotherapy of 45 to 55 Gy plus
5-fluorouracil and mitomycin-C, which resulted in complete
clinical response in 79% of patients [13]. Cohen et al
analyzed 18 men who were treated with CRT, with 5-year
overall and disease-free survival rates of 60% and 80%,
respectively [12].

Chemaotherapy alone or concurrent chemoradiation can be
used in the neoadjuvant setting, and cisplatin-containing drug
regimens, in particular, have been shown to have good
response [7].

Surgical consolidation and wide resection are still commonly

used after neoadjuvant therapy [14]. Current National
Comprehensive Cancer Network guidelines recommend
chemoradiation for cT3/T4 and cNO-2 disease, with or
without consolidative surgery [15].

In a series of 124 patients with clinically advanced tumor
stage and/or node positive disease, Gakis et al demonstrated
an advantage of neoadjuvant chemotherapy and neoadjuvant
chemoradiotherapy over surgery alone or with adjuvant
chemotherapy [16].

Nevertheless, with chemotherapy and radiation therapy,
common toxicities such as cytopenia, skin necrosis, diarrhea,
neuropathy, and sexual dysfunction can be seen.

In order to establish genital preservation for urethral SCC,
Intensity modulated radiotherapy (IMRT) allows a more
conformal dose distribution and may allow for dose
escalation to the primary tumor with better sparing of organs
at risk such as bladder and rectum [1].

Our experience suggests that wusing neoadjuvant
chemotherapy to downstaging the tumor followed by
chemoradiaotherapy, is highly effective in the treatment of
locally advanced urethral SCC and that surgical consolidation
can add little to no benefit with a high morbidity.

IV. CONCLUSION

There is no consensus in literature about the most effective
treatment for locally advanced SCC urethral. There may be an
important role of nonsurgical management, which needs to be
more studied. The current hope lies in the combinations of
chemotherapy with radiotherapy.
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