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ABSTRACT
Objective: To describe the experience in 22 patients with penile cancer.
Methods: observational, cross-sectional study. There were included patients with complete
medical records and histopathologic report of penile cancer during the period 2010-2013.
Results: The mean age was 64.95 years, evolution time to diagnosis was 25 months, 68.2 %
smoked and presented HPV infection, all had phimosis, 72.7% had pain in the penis and groin,
81.8% had palpable nodules and 45.5% lesions > 3cm; 86.3% were diagnosed with clinical stage
IITA and higher, 59.1% underwent partial penectomy, 86.4% were squamous cell variety, 40.9%
of the patients died at 6 months post-surgery, 66.6% of smokers presented metastasis, all those
positive for HPV infection and smoking had neurovascular invasion and died; 83.3% (n=6) that
underwent partial penectomy and positive lymph node dissection with metastases died. Overall
survival was 40.9 % at 5 years and the average survival time was 41.8 months.
Conclusion: we conclude that penile cancer remains rare, which has a high mortality and the
diagnosis is made late. Measures for the realization of a timely diagnosis are suggested this may
improve the prognosis and the treatment time can be curative.
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Experience in Penile Cancer

INTRODUCTION

Penile cancer is an infrequent neoplasia, representing 0.5 to 5% of all male malignancies. The
incidence is variable, in Europe it is approximately 0.5 to 1.6 in 100,000 individuals and 0.7-0.9
in 100,000 in the USA. In Mexico in the Histopathological Registry of Malignant Neoplasms in
the year of 2003, 346 cases were reported with an incidence of 0.91 in 100,000 and 0.31 of all
malignancies in that year, while mortality ocurred in 103 cases (Mortality rate of 0.2 in 100,000
males), representing the 0.17% of deads due to cancer (1, 2).

It is more common in the sixth decade of life and the major risk factors are phimosis,
poor hygiene and smoking. The presentation of penile cancer may vary greatly from forms of
benign appearance to invasive carcinoma, which may prolong the time for the patient to seek
medical care up to one year (1).

Habitully it presents as a small lesion, with a papillary or flat growth pattern, which
extends slowly and gradually. The most common site of metastasis are the inguinal lymph nodes.
The physical inguinal and genitalia exam is necessary for diagnosis, the confirmation of
diagnosis is made by biopsy of suspicious lesions. The squamous cell carcinoma is the most
frequent histological variant found in up to 95% of the cases. The staging system is the base for
treatment, surgery is the most effective option for these patients. Due to the poor prognosis of
penile cancer for life and function and its little incidence (3, 4). The objective of this paper is to

present the experience in the management at three years of penile cancer.
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SUBJECTS AND METHODS

A cross-sectional study was conducted on patients with penile cancer attending a Second Level
Medical Facility, General Regional Hospital No. 36 from Mexican Social Security Institute
between March of 2010 and June of 2013. The patients had a complete medical record with a
pathology report, the variables were: sociodemographic characteristics, risk factors, signs and
symptoms, evolution from the time of diagnosis until the present, histologic variety, morphology,
location, Tumor Nodule Metastasis (TNM) staging of the tumor, treatment performed and causes
of death.

Statistical analyses

Descriptive statistics were used with measures of central tendency and dispersion, using the

StatCalc for Mac program. All the patients were kept anonymous during the study.

RESULTS
There were included 22 patients, the average age was 64.95 (minimun 30 — maximum 93), +
14.14 years. Clinical characteristics and the histopathological results of patients are shown in
TableS 1 and 2.

Four (18.2%) patients had metastases by Computed Tomography (CT) scan, 2 (9.1%) by
CT scan and chest X-ray and 16 (72.7%) had no evidence of metastases on CT scan or chest X-
ray. One (4.5) patient underwent extended circumcision, 5 (22.7%) partial penectomy, 8 (36.4%)
partial penectomy with inguinal disection, 1 (4.5%) radical penectomy and inguinal dissection, 2
(9.1%) total penectomy and 5 (2.7%) total penectomy and inguinal dissection. At the time of the

study 13 (59.1%) patients were alive, the reason for the death of the other patients was
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abdominal metastases in 1 (4.5%) patient, lung metastases in 7 (31.8%) and 1 (4.5%) due to
Fournier’s syndrome. Of the patients having relevant medical history= smoking, Human
Papylloma Virus (HPV) and smoking plus HPV, it was found that 5 (83.3%, n=6) had lesions
greater than Scm; the smokers patients with positive HPV were four (25%, n=16) none of them
had evidence of metastasis.

Four patients presented a clinical stage IV [57.14% of the smokers and two (28.57%) of
smokers with positive HPV n=7]. Tissue invasion was presented in five patients smokers and
HPV positive (38.46%, n = 13). The greatest cause of death was lung metastasis in 6 patients
smokers and HPV positive (85.71%, n=7). Details are shown in table 3.

The overall survival at 5 years was 40.9% and the average survival time was 41.8 months.

(Table 4, Figure 1).

DISCUSSION

Penile cancer is a rare disease (1). The incidence in men younger than 40 years old is 19% and
7% for men younger than 30 years old. Our patients showed a mean of 65 years, according with
the world literature which describes that penile cancer occurs in men over 50 years old (2).

The average development time from onset of the injury until the diagnosis was 25
months. According with Lont AP et al who mentioned that the time of evolution since the
appearance of lesions until the time of diagnosis is more than 12 months (5). Madsen BS et al
described an intact foreskin in 25 — 60 % of penile cancer patients (6).

These findings differ with our study, because we found an intact foreskin in all our

patients. The major medical background in the studied patients were; smoking and HPV
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infection. Fifteen patients (68.18%) presented some or the association of these two factors, the
literature describes that smoking increases the risk of 3 to 4.5 times (5, 7 - 9).

The clinical presentation varies, from a lesion with induration to an exophytic lesion,
causing itching, burning in the foreskin and presence of an ulceration of the glans or the foreskin.
Pain is less frequent, however, in this study the most frequent reason for consultation was the
presence of a penile lesion, asymptomatic in 27.3%, with pain in the penis, groin and loss weight
in 9.1%. The 22.7% showed groin pain, the 27.3% presented pain in the groin and penis, the
9.1% with only penis pain and the 4.5% showed inguinal pain and loss weigth (9-11).

Burgers JK, et al mentioned that the presentation of the lesion is more frequent on the
glans (48%), in the foreskin in 21% and on the glans and foreskin in 9%, in the coronal sulcus in
6% and in the body of the penis in less than 2% (9).

The patients delay medical treatment and refer injuries with more than one year of
appearance before the diagnosis. In this study in 40.9% of the patients, the lesion was presented
in the foreskin and glans, in 40.9% covered to the distal third of the penis; which is an unusual
data in the literature, even though the time of evolution in these patients was similar to that
reported in the literature (12 months) (1, 8, 10 - 14).

All of the smoking patients with HPV presented neurovascular invasion. In the reviewed
literature we did not find any association between these factors and penile cancer (1, 15 - 20).

However, more prospectives and longitudinal studies are required to determine whether
these factors are related or not. The patients with lesions larger than Scm (83.3%, n=6) were
smokers and some of them had association with HPV. Besides, 66.6% of the smokers had
metastases at diagnosis and were also in advanced clinical stage. In the literature review we did

not find any association with this factors (15 - 21). The squamous cell carcinoma is the most
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frequent (48-65%). In this study the 86.4% were squamous cell variety, other varieties were
verrucous in 9.1% and sarcomatoid in 4.5%. It is mentioned that the sarcomatoid variety is very
aggressive (1, 9, 11, 22 - 24). However, 4.5% (n=1) of patients with this variety were alive at the
time of data collection.
All the patients with metastasis (n=6) were smokers and HPV positive, and all of the patients
with a [V clinical stage (n=7) also had this background. The 75% (n=16) of patients with tissue
invasion by histopathology were smokers and/or had HPV infection. The 85.71% (n=7) of the
patients who died from lung metastases were also smokers. In the literature review we did not
find any association between penile cancer and morbidity and mortality, but with the
development of the disease (25 - 30).

Overall survival was 40.9% at 5 years and the average survival time was 41.818 months,
which is similar to that reported in the world literatura (25, 30). Due to the type of study, no

measures of association between penile cancer and these factors were performed.

CONCLUSION
The penile cancer is a rare disease with high mortality with a late diagnosis. Measures to perform
an early diagnosis are suggested and therefore improve prognosis, since treatment can be

curative.
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Table 1: Clinical data series

Tumor size S (%)
<1 cm 4 18.2
1-2 cm 8 364
3-4 cm 4 18.2
>5cm 6 273
Location

Foreskin 1 45
Foreskin and glans 9 409
Distal third of the penis 9 409
Middle third of the penis 1 45
Proximal third of the penis 1 45
Entire penis 1 45
Type of lesion

Exofitic 3 59.1
Flat 2 9.1
Ulcerated 3 13.6
Warty 4 182
Clinical picture

Asymptomatic 6 273
Pain in the lesion 2 9.1
Inguinal pain 5227
Pain in the lesion and inguinal 6 273
region

Inguinal pain and weight loss 1 45

Pain in the lesion and inguinal 2 9.1
region, and weight loss

Background

Phimosis 22 100
Smoking 6 273
HPV 4 182
Smoking and HPV 5 227

Abbreviations: s=sample, %= percentage, <=minor, >major, cm=centimeter, HPV=Human
papylloma virus.
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Table 2: Pathological features

Tumor S (%)
Ta 1 4.5
Tl a 2 91
T1b 1 45
T2 9 409
T3 8 364
T4 1 45
Inguinal lymph

cNO 4 18.2
cN1 7 31.8
cN2 9 409
cN3 2 9.1
Metastasis

MO 16 72.7
M1 6 273
Clinical Stage

I 1 45
11 2 92
IIla 7 31.8
IIIb 5 227
v 7 31.8
Histological grade

Gl 8 354
G2 9 409
G3 5 227
Kind of invasion

Neural invasion 3 13.6
Neural and  vascular

invasion 13 59.1
No invasion 6 27.3

Abbreviations: s=sample, %=percentage
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Table 3: Clinical, histopathologic conditions, and cause of death of the patients at the time
of the study.

Patient condition Smoki HP  Smoking No s
ng \4 + HPV background
Stage [ 0 1 0 0 1
Stage I1 1 0 0 1 2
Stage Illa 1 1 2 3 7
Clinical stage Stage I1Ib 0 1 1 3 5
Stage IV 4 1 2 0 7
6 4 5 7 22
<1lcm 0 0 2 2 4
1-2 cm 2 3 2 1 8
Lesion size: 3-4 cm 1 0 0 3 4
> Scm 3 1 1 1 6
6 4 5 7 22
Neural 1 0 0 2 3
Tissue invasion Neural and vascular 3 3 5 2 13
No invasion 2 1 0 3 6
6 4 5 7 22
CT scan 3 1 0 0
CT scan + Chest X-ray 1 0 1 0 2
Positive image No evidence 2 3 4 7 16
metastasis 6 4 5 7 22
Alive 3 4 0 6 13
Lung Metastasis 3 0 3 1 7
Cause of death Abdominal 0 0 1 0 1
Metastasis 0 0 1 0 1
Fournier syndrome 6 4 5 7 22

Abbreviations: HPV=human papylomma virus, +=plus, s=sample, <=less than, >=greater
than, CT scan=Computerized tomography scan.
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Table 4: Global survival time in penile cancer patients (Follow-up to 60 months)

s=22

Thirteen (59.1%) censored, 9 (40.9%) events; average survival time 41.818,
CI 95% (lower 32.645 - higher 50.991) months.
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Figure: Overall survival at 60 months of penile cancer patients in all clinical stages
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