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Abstract

Isolated anterior urethral metastases from prostate cancer are rare. 
The pathogenesis of this form of loco-regional recurrence may 
be related to spread by instrumentation-induced implantation and 
could potentially then be associated with a better prognosis than 
metastatic disease secondary to a more malignant phenotype. 
We report a case of a 68-year-old man with high-risk prostate 
cancer, diagnosed at transurethral resection of prostate, who was 
originally treated with combination external beam radiotherapy 
and hormonal therapy. He re-presented 4 years after his original 
diagnosis with recurrent gross hematuria and cystourethroscopic 
biopsies of anterior urethral polyps revealing isolated recurrent 
prostatic adenocarcinoma. We present our this case and review 
the literature.

Introduction 

Isolated anterior urethral recurrence of prostate cancer is 
rare, with about 10 cases reported to date.1-10 The precise 
mechanism of spread is not fully understood, but it is likely 
related to implantation from previous instrumentation.1,8 We 
report an interesting case of recurrence of prostatic adeno-
carcinoma in the bulbous and pendulous urethra in a patient 
presenting with gross hematuria. 

Case report 

A 68-year-old male presented with a 2-week history of gross 
hematuria with passage of large blood clots per urethra that 
were causing obstructive lower urinary tract symptoms. 
His medical history was significant for recent deep venous 
thrombosis with pulmonary emboli, first-degree atrioven-
tricular block, paroxysmal atrial fibrillation, gout and, impor-

tantly, prostate cancer. At the time of presentation, he was 
on anti-coagulation therapy with warfarin. 

Four years earlier, the patient was diagnosed with high-
risk prostate cancer following a transurethral resection of the 
prostate (TURP) performed for urinary retention and resultant 
acute renal failure. The TURP revealed that 30% of the spec-
imen contained Gleason 4+5=9/10 prostatic adenocarci-
noma, with clear cell or hypernephroid morphology. Further 
staging demonstrated Stage III disease, Gleason grade 9/10, 
serum prostate-specific antigen (PSA) of 3.31 µg/L and no 
evidence of distant metastases on computed tomography 
(CT) scan of the abdomen and pelvis or bone scan. He 
elected to pursue combination therapy with external beam 
radiation therapy and androgen deprivation therapy (ADT) 
for 2 years receiving 2 Gy fractions over 7 weeks for a total 
of 70 Gy. Two years after the original diagnosis, he had a 
PSA nadir of 0.17 µg/L.

When he presented 4 years after the original diagnosis, his 
PSA was stable at 0.7 µg/L and imaging was unremarkable. 
Cystourethroscopy revealed a single 2-mm polyp in the mid-
bulbous urethra posterolaterally at the 10 o’clock position on 
the right side. Cold cup excisional biopsy was performed and 
fulguration was unnecessary because of negligible bleeding 
and complete removal of the polyp. Histopathology revealed 
a complex proliferation of atypical glandular cells show-
ing confluent zones of cribriform growth consistent with 
prostatic adenocarcinoma that was morphologically similar 
to the tumour in the original TURP (Fig. 1). The diagnosis 
was supported by immunohistochemistry (IHC) stains that 
showed the abnormal cells positive for racemase, prostatic 
acid phosphatase and PSA (Fig. 2). IHC for basal cell markers 
(high molecular weight keratin and p63) showed only focal 
staining around the abnormal glands, which likely repre-
sented an entrapped urethral epithelium.

He re-presented 3 months later with recurrent gross hema-
turia and cystourethroscopy, again revealing 4 tiny (<2 mm 
each) circumferential polypoid lesions in the bulbous and 
pendulous urethra. Biopsy and complete fulguration were 
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carried out, with no need for a formal TUR. Pathology con-
firmed recurrent metastatic prostatic adenocarcinoma. Given 
the clinical scenario of local recurrence with a low PSA and 
negative imaging, the patient decided on watchful waiting 
to avoid further ADT. 

Over the next 2 years, his PSA slowly rose to 13.4 µg/L 
and he was re-started on ADT with a PSA nadir of only 
2.7 µg/L. Over the next 2 years following re-initiation of 
ADT, his PSA continued to rise to 10.4 µg/L, and he required 
a repeat TURP for bleeding and progressive lower urinary 
tract symptoms. He was managed for his M0, castration 
resistant prostate cancer (CRPC), with a relatively slow dou-
bling time. During this time he was concurrently managed 
for his metastatic small cell lung cancer. A multidisciplinary 
discussion of the case confirmed that the patient’s lung dis-
ease was most likely not secondary to his prostate cancer 
diagnosis given the clinical, imaging and pathological find-
ings. The patient subsequently died from his small cell car-
cinoma of the lung, 4 years following the diagnosis of his 
anterior urethral prostate cancer recurrence. 

Discussion 

Although the mechanisms of invasion, migration and metas-
tases are multiple and complex, loco-regional spread of 
prostate cancer has been demonstrated by direct tumour 
penetration, perineural space invasion,11 lymphatic inva-
sion,1 vascular invasion12 and extension through the ejacula-
tory ducts.13 Metastasis of prostatic adenocarcinoma to the 
anterior urethra is rare and its pathogenesis is misunder-
stood. Several theories for the metastatic spread of prostatic 
adenocarcinoma to the anterior urethra have been proposed, 
including implantation following instrumentation,2,8 direct 
extension, arterial tumour emboli, retrograde venous dis-
semination and retrograde lymphatic spread.1,8,10 Most of the 
previously reported cases with prostate cancer and anterior 

urethral metastasis had prior instrumentation with TURP 
or urethral catheterization.1-10 As implantation of cancer 
deposits by instrumentation may not be representative of 
the malignant process required for distant metastases, it has 
been suggested that this clinical scenario may portend a 
more favorable prognosis.1

There are no specific recommendations regarding treat-
ment of isolated anterior urethral metastasis from prostatic 
adenocarcinoma. Reported treatment options include TUR, 
fulguration or ablation of tumour,2,5 systemic ADT,4 topi-
cal chemotherapy, radiotherapy and more radical surgery, 
including urethrectomy.8 We had hypothesized that the most 
likely mechanism of recurrence in this reported case was 
post-TURP implantation. The sparse literature at the time 
of presentation and the low PSA values led us to consider 
conservative management, specifically given his concurrent 
diagnosis of lung cancer.  

Conclusion 

This is an uncommon case of recurrent anterior urethral 
metastasis after management of prostate cancer. The natural  
history in this case of high-risk disease, including local recur-
rence and the development CRPC within 6 years of diagno-
sis, was nonetheless relatively indolent with no documented 
visceral or bony metastases. This case supports the literature 
suggesting that recurrence of prostate cancer in the anterior 
urethra is not necessarily a poor prognostic marker; it is con-
sistent with biology allowing local deposition and growth, 
due to instrumentation, without an associated aggressive 
metastatic phenotype.
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Fig. 1. Histology of the bulbous urethral biopsy showed a cribriform pattern of 
prostatic adenocarcinoma.

Fig. 2. Immunohistochemical stain of the bulbous urethral biopsy was positive 
for prostate-specific antigen.
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