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Introduction

Urethral cancers are rare in women. They account for 

approximately 0.02% of all cancers in women. As with 

other types of cancer in the urinary system, there are no 

specific diagnostic symptoms. Dysuria, hematuria, 

urethrorrhagia, weak urine stream, pollakiuria, acute uri-

nary retention, recurrent urinary tract infections, perineal 

pain are major complaints with which patients apply to 

clinics. This nonspecific clinical presentation often leads to 

delays in diagnosis, and urethral cancers are highly agg-

ressive for both sexes . An in-depth analysis shows that (1)

studies into female urethral cancers with large case series 

are quite limited. Unlike other urogenital system tumors 

such as kidney, bladder and prostate, there is no detailed 

information about risk factors, diagnosis, follow-up and 

treatment approaches . Aim of the present case report (2)

was to demonstrate clinical approach we used, with a 

literature review, for a 79 years old female patient who 

applied to our clinic with hematuria complaint and had 

primary urethral cancer diagnosis.

Case Report

Seventy-nine years old woman admitted to our clinic 

about three months ago with intermittent hematuria comp-

laint. Our patient, who was in the postmenopausal period, 

had a 20-year history of smoking packs. She had no sur-

gery, radiotherapy or chronic disease except for dementia. 

In the medical history of our patient, it was determined that 

urethral catheterization was not performed for any reason.  

Results of laboratory examinations were as follows: serum 

creatinine 1.01 mg/dl, urea 36.11 mg/dl, hemoglobin 
311.14 g/dl and white blood cell count 9100/mm . Urine   

analysis confirmed gross hematuria (RBCs full number), 

albumin +1, white blood cells 6-11/high power field (HPF), 

negative nitrite and casts absent. Plain abdominal x-ray 

appeared normal. Renal ultrasonography showed normal 

kidney measurements and echogenicity and it excluded 

hydronephrosis, masses or stones. On axial contrast-

enhanced computed tomography examination, the 2 cm 

size mass lesion showing predominantly peripheral 

contrast enhancement, with a slightly irregular border, soft 
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tissue density, which is indistinguishable from the muscle 

plans extending to the periurethral area by filling the 

urethra. No pathological lymph node was detected in the 

parailiac or inguinal region adjacent to the mass lesion 

(Figure 1a,b). Images were evaluated by two radiologists, 

and no finding was found indicating metastatic disease 

within the limitations of contrast-enhanced computed 

tomography. Detailed physical examination showed papil-

lary tumor mass in external urethral meatus. In cystoureth-

roscopy, tumors were observed throughout the urethra. On 

the other hand, no tumor was observed in both bladder 

neck and bladder. It was observed that the lesion was fra-

gile and hyperemic in the endoscopic evaluation, however 

it did not cause complete obstruction in the urethra. Cold 

cup biopsy was taken from the mass during endourological 

evaluation. In pathological evaluation of specimens, 

malignant tumoral infiltration was observed in the form of 

trabecular, insular and solid areas, indicating invasiveness 

in large areas. Tumoral structures were found to consist of 

large hyperchromatic malignant cells with pleomorphic 

nucleus, unclear margins, narrow eosinophilic cytoplasm 

and high nucleus/cytoplasm ratio. These cells had solid 

trabecular development forming focal follicle-like struc-

tures in some places. It was observed that they had quite 

pronounced pleomorphism and bizarre nuclear forms in 

some places with frequent and atypical mitosis (Figure 2a, 

b). Pathologists of our clinic reported that the tumor was 

an invasive high-grade urothelial carcinoma. Radical 

cystourethrectomy was performed with bilateral pelvic 

lymph node dissection, hysterectomy, salpengectomy and 

anterior vaginal wall excision followed by ileal urinary 

diversion. In accordance with the results of the urethra 

biopsy examination, histological evaluation of radical 

cystourethrectomy material showed tumor cells with large 

hyperchromatic and pleomorphic nucleus, unclear mar-

gins and pale eosinophilic cytoplasm. These tumor cells 

were observed to have frequent and atypical mitosis 

(Figure 2c). Pathology showed high grade urethral 

carcinoma (TCC) without metastases in other urogenital 

organs examined within the surgical specimen. After a 

Figure 1a,b. The 2 cm size mass with predominantly peripheral 
contrast enhancement in the urethra in whole abdominal contrast-
enhenced tomography.

Figure 2a. Cold cup urethra biopsy material. 
Infiltration of malignant tumor which had 
invasion in large areas and developed as 
trabecular, insular and solid areas. Tumor 
areas include fibrovascular stromal 
proliferation (red arrows) and cystic necrotic 
areas (green arrows) (Magnification x 10).  

Figure 2b. Urethra biopsy material. Malignant 
cells with hyperchromatic and pleomorphic 
nucleus, unclear margins, narrow eosinophilic 
cytoplasm and high nucleus/cytoplasma ratio 
and with solid trabecular development forming 
focal follicle-like structures in some areas.  
Pleomorphism in cells is quite prominent and 
occasionally bizarre nuclear forms (green 
arrows) and frequent and atypical mitosis 
(red arrows) are observed (Magnification x 40).  

Figure 2c. Radical cystourethrectomy material. 
Tumor cells with coarse hyperchromatic and 
pleomorphic nuclei, whose borders are not 
clearly selected, are observed. Frequent and 
atypical mitosis are evident in tumor cells 
(red arrows) (Magnification x 40).   
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three-month postoperative follow-up, she was asympto-

matic without any findings in the physical examination and 

in whole abdomen contrast-enhanced computed tomog-

raphy. The patient was consulted to the medical oncology 

department, and after detailed evaluation, adjuvant 

chemotherapy was not suggested. The patient's follow-ups 

are still continuing in our clinic. Written consent was obtai-

ned from the  patient.

Discussion

Urethral cancers account for only 0.003% of all uro-

genital malignancies in women. In broad-based epidemio-

logical studies, on the other hand, this cancer was repor-

ted to have an annual incidence rate of 1.5 cases per 

million in the USA. The female urethral lumen is covered by 

transitional epithelial cells proximally and by a non-

keratinized stratified squamous cell layer distally . Many (1)

factors such as recurrent urinary tract infections, urethral 

diverticulum and human papillomavirus are blamed for its 

etiology . Traditional imaging methods such as voiding (3)

cystourethrography and retrograde urethrography could 

help in diagnosis. Urethrography often shows focal, 

irregular narrowing of the urethra. However, extraluminal 

or periurethral spread cannot be characterized with these 

imaging methods. A high-resolution transvaginal, transpe-

rineal and transurethral ultrasonography performed by an 

experienced radiologist help in diagnosis, but time consu-

ming and the operator-dependent nature of the examina-

tions constitute some disadvantages in this approach. In 

computed tomography, urethral cancers are observed as a 

contrast-enhanced mass in soft tissue attenuation. In 

magnetic resonance imaging, squamous cell carcinomas 

or transitional cell carcinomas of urethra exhibit 

heterogeneous contrast enhancement with hypointense 

signal feature in T1A images and hypointense-interme-

diate signal feature in T2A images compared to normal 

corporal tissue whereas adenocarcinomas are relatively 

hyperintense in T2A images. On the other hand, both com-

puted tomography and magnetic resonance imaging are 

very important for clinicians in assessing the local and 

systemic spread of the urethral tumors . Because (4,5)

distant staging should concentrate on chest and liver, with 

CT of the thorax and abdomen in all patients with invasive 

disease . As with urethral tumours in males, MRI has (6)

limited utility in depicting stage I disease. However, the 

target-like appearance of the normal urethra on axial T2-

weighted images will be disrupted in stage II lesions. With 

stage III and IV disease, differentiation of primary urethral 

lesions from those of the vulva or vagina may be difficult 

(5). Nevertheless, the gold standard for the diagnosis of 

patients is cystourethroscopy with urethra biopsy. In terms 

of pathological evaluations, previous studies showed that 

about 45% of the cases had transitional epithelium cell 

carcinoma, 29% adenocarcinoma and 19% squamous cell 

carcinoma . Race, advanced age, lymph node positivity, (3)

non-squamous histology and advanced stage were found 

to be associated with poor prognosis in urethral tumors . (6)

On the other hand, it was revealed that survival is better in 

distal tumors compared to proximal tumors. However, it 

was mentioned that primary urethral carcinomas are a 

highly aggressive malignancies, and 5-year survival rate 

varies between 40 and 60%. There is no standardized 

treatment approach accepted worldwide . Treatment is (7)

planned according to the tumor localization, clinical stage 

and clinical condition of patient. Local mass excision and 

partial urethrectomy are often of limited use in distally 

located superficial urethral cancers not reaching large 

sizes. This approach has disadvantages such as high 

recurrence rates and vulnerability to complications such 

as urinary incontinence and urethral stenosis . (8,9)

Another surgical approach is anterior exenteration (total 

urethrectomy, pelvic lymphadenectomy with cystectomy, 

salpingectomy, hysterectomy and resection of the anterior 

wall of the vagina) and urinary diversion . It is observed (2)

that tumor load in particular is preferred by masses of 

excess proximal origin. Previous studies reported that 

disease free survival rate was over 70% when tumors of 

non-aggressive histological subgroups were treated with 

anterior exenteration alone . We think that major sur-(10)

gical approaches in the treatment of female urethral 

cancers are very important in order to keep tumoral survi-

val at an ideal level, even if the patients' age and cobormid 

status elevated.

Another treatment protocol is radiotherapy. Milosevic 

et al.  applied radiotherapy for 34 patients with uret-(11)

hral tumors, observed tumor recurrence in 21 patients and 

reported a 45% seven-year survival rate for the disease. In 

the same study, 16% of patients were reported to have very 

serious complications related to the treatment . In a (11)

similar study, Garden et al. reported that five-year local 

control rates after radiotherapy was 64%, and 49% of 

these patients had local complications and 15% of them 

had serious complications . It is very difficult to fight (12)

with urethral tumors with only chemotherapy agents. In 

many studies, it was shown that the rates of recurrence 

were above 25% in treatment regimens using only this 

treatment approach . On the other hand, most author (3)

preferred adjuvant polychemotherapy for locally advanced 

female urethral cancers such as pT3-4 disease and for 
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selected high risk. To this end, gemcitabine, cisplatin, and 

ifosfamide, or cisplatin, 5-fluorouracil and gemcitabine  

are frequently used treatment strategies. These che-

motherapy protocols could be combined with surgical 

approach or with radiotherapy, or all three approaches 

could be used together . For our case, combined treat-(1)

ment was not required due to the lack of remote organ 

dissemination and perfect removal of malignant for-

mations. 

Urethral cancers are rarely seen in women, and since 

this oncological pathology has nonspecific findings, delays 

are experienced in diagnosis and treatment protocols. 

Detailed gynecological examination and imaging methods 

such as magnetic resonance or computed tomography are 

very important in the diagnosis of female urethral cancer. 

On the other hand, biopsy taken under cystourethroscopy 

is essential for the diagnosis to be confirmed.


