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Carcinoma penis is a rare malignancy in males. The World Health Organization Classification of Tumors of the Urinary 
System and Male Genital Organs classifies squamous cell carcinoma of the penis into human papillomavirus (HPV) and 
non HPV related. Among the HPV-related Squamous cell carcinomas of the penis, clear cell variant is a rare. Here we 
report a case of clear cell variant of squamous cell carcinoma of penis with bilateral inguinal lymph node metastasis. We 
have treated this patient with radical surgery, wide excision and bilateral inguinal lymph node dissection followed by 
post operative chemo radiation. But during radiation itself the disease progressed, with rapid recurrence of inguinal 
lymph node metastasis, finally end up with palliative chemotherapy. Clear cell carcinoma is an aggressive form of 
cancer, with frequent metastasis to the inguinal lymph nodes, as seen in this case. Immunohistochemistry examination 
P16 was absent. So it is considered as clear cell variant of squamous cell carcinoma. Clinical experience with penile 
carcinoma is limited because of their rarity.
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INTRODUCTION  
Clear cell carcinoma penis is one of the rarest malignancy in 
males. The incidence of penile cancers are only 1% of all 
cancers in males. Incidence is more in developing countries 
like Asia, Africa, and South America, when compared to 

1,2Western Countries.  In India, the incidence also varies in 
rural and urban areas as 3 cases per one lakh men in rural 

3 areas and 0.7 to 2.3 cases per one lakh men in urban areas.  
  
Incidence increases with age, usually occurs in sixth and 

2,4seventh decades.  The important risk factors in penile 
2,5,6cancer are HPV infection and phimosis.  Poor hygiene, 

smegma, immunosuppression are other associated risk 
factors. Among the HPV infection HPV 16, and 18 subtypes are 

7,8associated with penile cancer.  Chronic smoking is also a 
9  risk factor for increased incidence of penile cancers.

The commonest type of penile cancer is squamous cell 
10carcinoma, constitutes about 95% of tumors of penis.  

According to WHO classification of squamous cell carcinoma 
of penis is classified as HPV related and HPV independent 

11type.  HPV related penile cancer are pathologically 
classified as 4 types. They are Warty type, Warty Basaloid type, 
Papillary basaloid, Lymphoepilhelioma like carcinoma and 
Clear cell carcinoma (Table I). Among these, clear cell 

10,12carcinoma the rarest type which was first reported in 2004.  
Spread is mostly through lymphatics, superficial and deep 
inguinal lymph nodes are involved in 50% of patients with 

11,13 13penile cancers.  Distant metastasis to lungs, seen 1-10%.   

Table 1: 2016 WHO pathological classification of penile 
squamous cell carcinoma according to HPV presence

CASE PRESENTATION  
51 year old male with no comorbidities, presented with 
ulceroproliferative lesion on the penile shaft of 9 months 
duration and bilateral inguinal swellings for 2 months 
duration. There was associated difficulty in micturition and 
dysuria. On physical examination there was a 6*4*3 cm 
ulcerative lesion involving the entire glans penis with 
bilaterally enlarged inguinal lymph nodes. Basic laboratory 
investigations including complete blood count, renal function 
test, liver function tests, random blood sugar were normal.   
  
RADIOLOGICAL FINDINGS   
Contrast enhancing CT scan abdomen and pelvis taken, 
which shows well lobulated heterogeneous mass lesion with 
minimal enhancement noted involving glans penis of size 
6.5*4.5*4.7 cm with multiple enlarged bilateral inguinal 
lymph nodes. PET CT scan taken which does not show any 
distant metastases.   
  
CLINICAL DIAGNOSIS  Carcinoma penis with lymph node 
metastasis  
 
DIFFERENCIAL DIAGNOSIS   
1. Sebaceous carcinoma   
2. Skin adnexal tumors   
3. Metastatic renal cell carcinoma  
 
PATHOLOGICAL DISCUSSION  
Sections show an infiltrative neoplasm composed of cells 
arranged in nests and sheets. Individual cells have moderate 
to abundant pale eosinophilic vacuolated cytoplasm and 
pleomorphic vesicular nuclei, with prominent nucleoli. These 
clear cells are diagnostic of clear cell carcinoma (figure 2). 
Mitosis seen.  

Immunohistochemistry examination p 16 was absent (figure 
5). Areas of necrosis seen. Lymphovascular emboli and 
perineural invasion seen. Tumor is infiltrating urethra, 
corpora cavernosum and corpus spongiosum. Sections from 
right inguinal lymph node group show 5 lymph nodes, 4 of 
which show metastatic deposits with extranodal extension. 
Sections from left inguinal lymph node group show 5 lymph 
nodes ,all of them show metastatic deposits with extra nodal 
extension.  

Non HPV related  HPV related  Others  

Squamous cell carcinoma  
Usual  
Pseudohyperplastic 
Pseudoglandular  
Verrucous   
Pure   
Cuniculatum   
Papillary NOS  
Adenosquamous   
Sarcomatoid   
Mixed   

Basaloid   
Papillary 
basaloid  
 Warty   
Warty basaloid  
Clear cell  
Lymphoepitheli
oma like  

Mixed HPV/ 
non HPV 
Unclassified   
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Fig 1: CECT image showing enhancing mass lesion 
involving glans and enlarged bilateral inguinal lymph 
nodes 

Fig.4: 4X magnification          Fig.5: IHC : p16 – negative  

DISCUSSION ON MANAGEMENT   
Clear cell carcinoma is an aggressive form of cancer with 
early metastases to regional lymph nodes, as seen in our case. 
Lymphovascular emboli and perineural invasion seen in our 

12case also in favour of clear cell carcinoma . In pure clear cell 
carcinoma p16 will be positive, but in our case p16 is 

8negative.  So it is considered as clear cell variant of squamous 
cell carcinoma. Clear cell carcinomas are usually arising from 
sweat glands and most of the sweat gland carcinomas are 
l a r g e  u l c e r a t e d  t u m o r s .  T o  d i f f e r e n t i a t e  b y 
immunohistochemistry, where Muc-1, CEA, EMA are helpful 

14in establishing the correct diagnosis.  Muc-1 is negative in 
squamous cell carcinoma. CEA and EMA are markers of sweat 

15,16gland tumors.  Our patient is treated with wide local 
excision with bilateral inguinal lymph node dissection. On 
pathological examination 4 out 5 lymph nodes on right and 5 
out 5 lymph nodes on left inguinal region are showing 
metastatic deposits with extracapsular spread also. These 
features show the aggressive nature of the disease. We have 
treated this patient with radical surgery, wide excision and 
bilateral inguinal lymph node dissection followed by post 
operative chemo radiation. But during radiation itself the 
disease progressed , with rapid recurrence of inguinal lymph 
node metastasis, finally end up with palliative chemotherapy. 
These aggressive treatments, like surgery, chemotherapy 
,and radiation did not seem to improve the natural course of 

17the disease.  Clinical experience with different  treatment 
modalities are very less because  this is a rare type of cancer.                                         

FINAL DIAGNOSIS
Clear cell variant of squamous cell carcinoma penis
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Fig 2: Histopathology 
image showing clear 
cells, 40X magnification

 Fig 3: 10X magnification


