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Abstract
We report a rare case of penile metachronous metastasis of mesorectal adenocarcinoma in an asymptomatic patient, who 

initially only accepted chemotherapy, but after thirty months underwent total penectomy followed by radiotherapy, due to penile 
pain caused by ingravescent metastasis. After another cycle of chemotherapy, at five years follow-up from abdominoperineal 
resection, the patient was free from recurrence.  Our case highlights the importance of penile examination during follow-up of 
many oncologic patients, in order to allow earlier diagnosis with a potential for more conservative penile surgery, also taking into 
consideration the good response to new oncologic drugs, as in our experience.
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Introduction
Despite the high frequency of colon carcinoma and the penile 
complex vascular and lymphatic supply, metastasis to the penis is 
a rare clinical entity. In particular, since the first case of metastatic 
penile cancer in 1870, about 500 cases have been reported to date 
[1,2].

Indeed, this clinical entity is associated with disseminated 
disease and poor surveillance [3,4]. Regarding the treatment, some 
options have been proposed, such as partial or total penectomy 
and radiotherapy with a more palliative than curative effect 
[5,6]. However, the combination of chemotherapies and the 
development of new targeted treatments produced in the last 
years an improvement of progression-free survival as well as the 
management of side-effects associated with chemotherapy in these 

patients [7,8]. These aspects could be taken in consideration when 
we approach the surgical treatment of metastatic sites, especially 
such as the penis with a negative influence on patients’ sexual 
activity and psychological well-being.

We report the case of a metachronous penile metastasis 
from advanced-stage rectal adenocarcinoma and critically discuss 
its treatment considering our patient’s good response to the 
oncological therapy. 

Case Report
A 73-year-old man presented to our attention during a follow-

up scheduled after abdominoperineal resection for a mesorectal 
adenocarcinoma (cT3cN2) with right iliac fossa colostomy in 
June 2018. Before surgery, neoadjuvant chemotherapy had been 
administered.

The patient had a history of acute myocardial infarction, 
reduction of heart ejection fraction and low-risk prostatic cancer 
in active surveillance. 
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One year after surgery, in July 2019, a follow-up PET scan 
showed two small (< 1 cm) hyper-metabolic lesions, the first in 
the left lung and the second in the left penile corpus cavernosum. 
The patient was completely asymptomatic with a normal penile 
shaft and glans at the physical examination. After counseling, he 
refused any treatment of the penile lesion in order to maintain an 
active sex life. Thus, considering the small size of the lesion and 
the patient’s preference, we accepted to postpone any treatment 
after chemotherapy. He underwent folinic acid, fluorouracil, and 
irinotecan induction treatment followed by a maintenance cycle 
of folinic acid, fluorouracil, and irinotecan + bevacizumab with a 
complete regression of both the lung and penile metastasis. During 
the Covid emergency, the patient was unable to attend follow-
up until December 2020, when he reported penile pain for the 
first time.  We performed abdominal and penile shaft MRI and 
PET scans which showed two solid lesions in both the corpora 
cavernosa of 27x23mm and 22x17mm, respectively (Figure 1). 
The case was then discussed during a multi-disciplinary meeting 
with the indication of a total penectomy with perineal urinary 
derivation which was performed in February 2021. Pathologic 
examination confirmed an adenocarcinoma involving both the 
corpora cavernosa and corpus spongiosum. Both morphologic 
and immunophenotype analysis (expression of cytokeratin 20 and 
CDX2) were consistent for metastasis of rectal adenocarcinoma. 
After the surgical procedure, the patient underwent adjuvant 
radiotherapy on the remaining corpora cavernosa. The patient 
recently completed a new induction folinic acid, fluorouracil, and 
irinotecan chemotherapy cycle followed by periodical PET scans. 
The last PET scan was performed in December 2022 and was 
negative for disease recurrence.  

Figure 1: PET scan showing the two solid lesions in both the 
corpora cavernosa.

Discussion 
Colon carcinoma is the third most common cancer 

worldwide. The most common sites of metastatization are the 
liver, lungs, central nervous system, and peritoneum [1-4]. The 
penis is an exceptional site of metastasis. Therefore, there is a 
discrepancy between the relative blood supply and the rarity of the 
penis as the site of secondary malignancy. The retrograde venous 
route is thought to be the main way by which tumor cells from 
pelvic organs (prostate, urinary bladder, rectosigmoid) reach the 
corpus cavernosa and the glans, as the dorsal venous system of 
the penis has communication with the venous plexus system of 
the pelvis. Similarly, the retrograde lymphatic route seems to be 
the way by which tumor cells reach the penile skin via lymphatics 
that drain the pelvic organs, passing through the iliac and inguinal 
nodes. Less commonly, arterial spread, direct extension, or 
iatrogenic spread by instruments, could explain metastasis from 
the lung and liver primaries, sarcomas, or secondary penile root 
tumors from adjacent pelvic organs. According to the seed/soil 
hypothesis and to the fact that the site of metastasis is determined 
not only by the characteristics of the neoplastic cells but also by 
the microenvironment of the host tissue, the penis probably does 
not provide the perfect environment (soil) for neoplastic seeding. 
Furthermore, the rich communications between arterial inflow 
and venous outflow could explain the difficulty in cell seeding 
in normal conditions. However, when the outflow is impaired by 
venous or lymphatic occlusions, such as in the presence of a tumor 
in the neighboring genito-urinary organs or in massive pelvic 
disease, the process of seeding could be facilitated. In fact, most 
metastatic lesions originate from the neighboring genito-urinary 
and pelvic organs, mainly the bladder, prostate, and rectum-
sigmoid. However, many other primary sites have been described, 
including the kidneys, the hematologic system, the lungs and the 
testes. To date, the literature reported about 500 cases of penile 
metastasis, and generally, they are metachronous metastasis with 
a known history of advanced primary tumors. The most common 
symptoms are penile nodular masses, malignant priapism, penile 
pain, difficulties in micturition, and urinary retention. As patients 
usually present with a known history of primary tumors, any 
clinical symptoms involving the penis should prompt the search 
for an eventual penile secondary tumor [5-6]. 

In the present case, the patient showed metachronous 
metastasis with a known history of advanced colorectal cancer. 
However, he came to our attention after a PET scan finding hyper-
metabolic lesions but was completely asymptomatic with a normal 
penile shaft and glans. This aspect should highlight the importance 
of penile examination during the follow-up schedule of many 
patients with a history of previous oncologic disease, especially in 
the case of previous pelvic tumors.
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As concerns the management of penile metastasis, there 
is no well-designed and accepted treatment for these patients. 
This aspect is likely due to insufficient data in the literature, and 
the worse prognosis for these patients, who often die within a 
few months after diagnosis. In particular, the decision between 
radical or partial penectomy and/or radiation therapy is balanced 
considering the primary tumor, the size, location, and number 
of metastatic lesions, the patient’s age, performance status, and 
motivation. Furthermore, as reported in the literature, penectomy 
does not seem to improve a patient’s prognosis [5-10]. In our case, 
the patient refused any treatment when the penile metastasis was 
found due to his interest in maintaining an active sex life but we 
were forced to perform a total penectomy two years later due to the 
pain caused by two palpable nodular masses which were confirmed 
by PET scans. However, earlier treatment of the metastasis could 
have avoided a total penectomy also considering that today, the 
patient is still alive and free from recurrence, five years from the 
abdominoperineal resection and two years from the penectomy. 
This aspect sounds almost surprising considering the reported 
worse prognosis for these patients, but it is probably due to our 
patient’s good response to the oncological therapy. 
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