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Abstract: We report a case of prostatic carcinoma with testicular metastasis, which mimicked malignant 
lymphoma of the testis. The patient was a 71 year-old man with a history of prostate adenocarcinoma of Gleason 
score 9 (4+5) diagnosed in 2001 for which he received hormonal therapy. Four years later, the patient developed 
multiple osteoblastic bone metastases. Radiotherapy of the bone metastases was given with subsequently 
bilateral orchiectomy for hormonal deprivation therapy in May 2005. Grossly, one of the testes had a subcapsular 
rubbery 0.9 cm nodule. Microscopically, the nodule was composed of malignant discohesive cells predominantly 
infiltrating in the interstitium with an appearance of malignant lymphoma. However, immunohistochemical stains 
were positive for prostate-specific antigen and prostate acid phosphatase and negative for leukocyte common 
antigen, which confirmed the diagnosis of metastatic prostate adenocarcinoma. 
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Introduction 
 
The most common metastatic sites of prostate 
carcinoma are bone, lung, and liver. Testicular 
metastases are very rare, and most of them 
are incidental findings in 2-4% of orchiectomy 
specimens performed for hormonal 
management of advanced prostate carcinoma. 
Most of these patients are older than 60 years 
of age. Since the histologic diagnosis of 
prostatic testicular metastases can be 
challenging, we report one such a case of 
unilateral testicular metastasis with 
morphology mimicking malignant lymphoma. 
 
Case Report 
 
The patient was a 71 year-old man who was 
diagnosed with prostate adenocarcinoma, 
Gleason score 9(5+4) in 2001 by transurethral 
biopsy of prostate. Microscopically, the 
majority of prostate biopsies had a high grade 
prostate carcinoma with cribriform pattern and 
focal necrosis (Figure 1A). Small amounts of 
glandular areas were also present, but solid 
tumor nests or single isolated tumor cells were 
not observed. Based on the high Gleason 

score and the patient age, the patient was 
elected to receive Lupron 22.5 mg and 
Trenantone 11.25 mg for hormonal therapy. 
Four years later, he developed multiple 
osteoblastic bone metastases. Radiotherapy 
of bone metastases was given. A bilateral 
orchiectomy for hormonal deprivation therapy 
was subsequently done in May 2005. 
 
Pathology 
 
The two testes weighed 24 and 30 grams 
respectively. Grossly the smaller testicle had 
an indurated, rubbery, firm subtunical 
parenchymal nodule measuring 0.9 cm in 
greatest dimension. No other lesion was seen 
in the remainder of the testicular parenchyma 
as well as the other testis. 
 
Microscopically, the testis showed malignant 
round tumor cells within the interstitium of the 
testicular parenchyma beneath the capsule 
(Figure 1B). These cells infiltrated among the 
seminiferous tubules and presented in a 
discohesive pattern. The tumor cells were 
large with relatively large round to oval, 
sometimes vesicular nuclei, large and 
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Figure 1  Majority of tumor have a cribriform growth pattern (A, H and E stain). Malignant round cells are present 
in the interstitium of the testicular parenchyma beneath the tunica albuginea (B, H and E stain). Tumor cells are 
large with relatively large round to oval, sometimes vesicular nuclei and small amount of amphophilic cytoplasm 
(C, H and E stain). Tumor cells are present around sclerotic seminiferous tubules (D, H and E stain). Malignant 
cells are strongly immunoreactive for PSA (E) and PAP (F). 
 
 
prominent nucleoli and small amount of 
amphophilic cytoplasm. In some areas, these 
cells invaded the sclerotic seminiferous 
tubules (Figures 1C and 1D). The differential 
diagnosis included large cell lymphoma, 
metastatic prostate carcinoma, melanoma and 
less likely seminoma. Immunohistochemical 
staining with CD20, CD3, OCT3/4 and inhibin 
were negative, but PSA and PAP (Figures 1E 
and 1F) were positive, which confirmed the 
diagnosis of metastatic prostate carcinoma. 

Discussion 
 
Testis is a rare organ for metastatic neoplasm. 
It was reported that the main reason for 
relatively low incidence of metastases to the 
testis would be an unfavorable condition for 
establishment of metastatic tumors with 
relatively low temperature of scrotum [1]. In a 
study by Lior and Biggard in 1993 of 85 
testicular tumors, 10% of testicular tumors 
were secondary tumors from extragonadal 
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sites [2].  On the other hand, in 738 autopsies 
of adult males with solid malignant 
extragonadal neoplasms, five (0.68%) of them 
was found to have metastatic deposits within 
the testis. These were metastases from 
bronchial carcinoma (three cases), melanoma 
(one case), and pancreatic endocrine 
carcinoma (one case) [3]. In another 
prospective autopsy study of male subjects 
with malignant neoplasms, six were shown to 
have metastatic deposits within the testis 
(2.5%). These were metastases from 
carcinoma of the prostate (two cases), 
melanoma (two cases), bronchial carcinoma 
(one case) and pleural mesothelioma (one 
case).   In a study from M.D. Anderson Cancer 
Center in 1971, of 22 cases of secondary 
carcinoma of testis, the primary tumors were 
malignant melanoma in 9 cases, lung cancer 
in 3 cases and prostate cancer in 2 cases 
[10]. In a few more recent studies for the 
cases of metastatic carcinomas to the testis, 
the most frequent primary sites were prostate, 
followed by lung, kidney, colon and stomach 
[4, 5]. The detection of high metastatic rate of 
prostate cancer to the testis was probably due 
to the therapeutic orchiectomy done in these 
patients. 
 
The most common cancer expected to occur in 
men in USA is prostate cancer, 33% of all 
cancers, followed by lung/bronchus and 
colon/rectum. The estimated death of prostate 
cancer is 9%, the third most common cancer 
death, followed by lung/bronchus and 
colon/rectum according to American cancer 
society in 2006 [11]. The low fatality means 
that many patients survive a long period time 
following the diagnosis of prostate cancer.  
Metastatic spread of prostate cancer begins 
when carcinoma invades into lymphovascular 
spaces.  The most common sites are regional 
pelvic lymph nodes and bone. A testis 
metastasis of prostatic adenocarcinoma is 
uncommon and unilateral involvement of 
testis is more common than bilateral 
involvement [6]. 
 
There are reported cases of prostatic cancer 
patients with primary testicular lymphoma 
[12]. The differential diagnosis of primary 
testicular lymphoma vs metastatic prostatic 
carcinoma to the testis in these patients is 
important, since there are differences in 
treatments as well as clinical staging.   
Secondary involvement of testis by lymphoma 

is more common than primary testicular 
lymphoma.  Tiltman reported that metastatic 
lymphoma was seen in four of 29 leukaemic 
patients and in six of 28 with non-Hodgkin 
lymphoma [13].  
 
The unusual histological features of our case 
brought lymphoma and melanoma into the 
differential diagnosis. Primary testicular 
lymphomas as well as secondary lymphomas 
are more common in older patients.  Primary 
testicular lymphomas account for up to 2% of 
all testicular neoplasms and are the most 
common primary testicular tumor in older male 
patients (mean age of 60-80 years), 70-80% of 
which are diffuse B-cell type. It usually 
presents as unilateral enlargement or swelling 
of scrotum. Compared with seminoma, 
lymphoma more often invades the epididymis 
and spermatic cord.  Microscopically, the 
neoplastic cells infiltrate around seminiferous 
tubules, cause arrest of spermatogenesis, and 
tubular hyalinization. Immunohistochemical 
stains with T and B cell markers (CD20, CD3, 
CD5, and CD30) confirm the origin of 
hemotopoietic cells.   The prognosis of primary 
testicular lymphoma is poor with 5-year 
survival rate of 35-48%.  
 
Malignant melanoma is known to metastasize 
widely and presents as a variety of 
morphology.  Metastatic malignant melanoma 
has an ability to imitate all kinds of neoplasms.  
A few cases of testicular metastasis from 
malignant melanoma have been reported.  In 
an earlier report from M.D. Anderson Cancer 
Center of 22 cases of metastatic testicular 
tumors, nine cases were from malignant 
melanoma, which may reflect that the large 
number of patients with malignant melanoma 
was treated at that hospital during that period 
of time [10]. When dealing with high grade 
tumor, metastatic malignant melanoma should 
always be in the differential. In addition to 
other markers, immunohistochemical staining 
for melanoma markers including S-100, HMB 
45, and Melanin A can confirm a melanocytic 
origin. 
 
Primary testicular seminoma is the most 
common testicular tumor, accounting up to 
45-55% of all testicular tumors and occurs 
more commonly in younger men (about 35-45 
years old) than older men (more than 50 year 
old) [7-9]. Histologically seminoma cells have 
clear to lightly eosinophilic granular cytoplasm 
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and central nuclei.  These cells are closely 
apposed, with well-defined cytoplasmic border 
arranging in sheets or dividing by fine fibrous 
trabeculae associated with lymphocytic 
infiltrate.  Rarely seminomas presented 
predominantly with intertubular growth with 
differential diagnosis of Metastatic carcinoma 
or lymphoma.  Immunochemically, the tumor 
cells are positive for PLAP, CD117, and 
OCT3/4, but negative for lymphoma markers 
and frequently negative for cytokeratin. 
 
In summary, prostate cancer presents a wide 
range of growth patterns as depicted in the 
Gleason diagram.  The metastatic prostate 
carcinoma offers different morphologic 
presentations, especially when original 
prostate carcinoma has a high Gleason score 
as seen in the current case.  Since most 
patients are above 60 years of age, 
lymphoma, primary or secondary and 
metastatic diseases such as malignant 
melanoma enter in the differential diagnosis. 
For pathologists, when examining testicular 
specimens of patients with history of prostate 
carcinoma, metastatic prostate carcinoma 
should be kept in mind, even if the morphology 
is not typical for prostate carcinoma.  
Immunohistochemical study generally helps us 
to arrive at the correct diagnosis. 
 
Please address all correspondences to Jim Zhai, 
MD, Department of Pathology, The Methodist 
Hospital, Weill College of Medicine of Cornell 
University, 6565 Fannin Street, Houston TX 77030. 
Tel: 713-441-6409; Fax: 713-793-1603; 
Email: qzhai@tmhs.org  
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