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To the Editor, 

Sex cord stromal tumors of the testis constitute 
approximately 4-6% of all testicular neoplasms. In 
the WHO classification, stromal testicular tumors 
are classified as Leydig cell tumors (LCT), Sertoli 
cell tumors (SCT), Sertoli-Leydig cell tumors, 
granulosa cell tumors (GCT), and mixed cell 
tumors1,2.  

 
Figure 1. Tumor cells with large eosinophilic 
cytoplasm, vesicular nuclei and prominent nucleoli 
and calcification foci (marked with an arrow) (HE 
x400) 

The majority of testicular sex cord-stromal tumors 
are Leydig cell tumors, and sertoli cell tumors 
comprise less than 1%. Subtypes of SCTs are large 
cell calcifying sertoli cell tumors (LCCSCT), 
sclerosing sertoli cell tumors and sex cord stromal 
tumors not otherwise specified. LCCSCT is quite a 
rare subtype, Proppe and Scully described this entity 
in 1980 and approximately 90 cases has been 

reported in the literature. Tumors, may be seen as 
sporadic cases or as a part of Carney complex or 
Peutz-Jeghers syndrome1,3,4. 

 
Figure 2. Stromal calcification and lymphocytic 
infiltration areas forming islands-tubular structures 
and cords in the hyalinised edematous myxoid 
stroma of testis parenchyma (white arrow). (HE 
x100) 

A 27 year old male patient had been admitted to 
another center with a painless mass in the right 
testis. On physical examination, except the testicular 
mass, there were no pathological findings including 
gynecomastia or abnormal skin pigmentation. His 
serum AFP, testosterone and β-HcG levels were 
normal and he had undergone orchiectomy at that 
center. In the macroscopic examination of the testis; 
an encapsulated light yellow-brown mass, 3.2 cm in 
diameter involving hard bony structures had been 
defined and the case had been reported as consistent 
with “yolk sac tumor”.  
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Figure 3. Extensive areas of necrosis on the right 
side of the picture (marked with an arrow) (HE 
x100) 

The pathological material was sent to our 
department as a paraffin block. Microscopically, 
tumor cells were large eosinophilic cytoplasm, 
vesicular nuclei and prominent nucleoli forming 
hyalinised edematous myxoid islands-tubular 
structures and cords with stromal calcifications and 
lymphocytic infiltration in the testis parenchyma 
(Figure 1, 2). There were extensive areas of necrosis 
(Figure 3), and 2-3 mitotic figures in 10 high power 
fields (HPF). Immunohistochemically calretinin and 
inhibin were positive (Figures 4 and 5), melan A and 
CD10 focal positive, alpha-fetoprotein and CD117 
negative. The case was diagnosed as LCCSCT by 
immunohistochemical and morphological findings. 

 
Figure 4. Immunohistochemical staining for 
calretinin was positive in the tumor cells (Calretinin 
IHC, x200) 

Large cell calcifying sertoli cell tumor is a rare 
variant of SCT due to its different clinical and 
microscopic characteristics4,5. LCCSCT is mostly 

seen in children and adolescents6,7. It is frequently 
bilateral, multifocal, and rarely shows metastasis. 
While 60% of the reported cases are sporadic, 40% 
of the cases are associated with genetic 
abnormalities such as Carney complex and Peutz-
Jeghers syndrome4,8. Histopathologically, LCCSCT 
involves cuboidal or columnar sertoli cells with 
prominent nucleoli, abundant eosinophilic 
cytoplasm, and generally cytoplasmic vacuoles, 
embedded in a myxohyaline stroma. Mitosis is rare. 
Tumor cells generally form nodules, involving cords, 
nests or trabecular islands. Calcified focus is an 
important finding and is accepted as one of the 
diagnostic criteria of LCCSCT6. Electron 
microscopy occasionally demonstrates Charcot-
Böttcher filament bundles, which are characteristic 
of Sertoli cell differentiation. Similar morphological 
findings were also noteworthy in the present case. 

 
Figure 5. Immunohistochemical staining for inhibin 
was positive in the tumor cells (Inhibin IHC, x100) 

Large cell calcifying sertoli cell tumors has a low 
malignant potential, especially in children. It is not 
always easy to differentiate between benign and 
malignant tumors. About 17% to 25% of reported 
LCCSCT cases have been clinically malignant. 
Malignant tumors usually occur in older ages. All 
malignant tumors that have been reported are 
unilateral and unifocal, while 28% of benign cases 
are bilateral and/or multifocal. Pathological features 
of malignancy include size larger than 4 cm, mitotic 
count greater than 3 per 10 high power fields, 
significant nuclear atypia, tumor necrosis, and 
angiolymphatic invasion5. Treatment includes radical 
orchiectomy and lymph node dissection is 
performed if retroperitoneal lymph node 
involvement. Currently there is no standard role for 
chemo-radiotherapy8,9. The present case had 
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undergone orchiectomy and close follow-up was 
recommended, due to malignant potential because 
of the presence of necrosis and mitotic activity. The 
patient is disease-free without any clinical and 
radiological findings for approximately two years. 

In differential diagnosis, along with benign 
conditions like malakoplakia, which shows 
Michaelis-Gutman bodies, and negative staining for 
inhibin and calretinin, malignancies, especially LCT 
should be bear in mind. Adult patients with LCT 
usually present with a testicular mass, approximately 
30% have gynecomastia because of high serum 
estrogen levels. Most of them have abnormal serum 
levels of steroid hormones, with about a third of 
patients having increased serum androgens.. 
Macroscopically, LCTs are yellow or brown in color. 
Tumor cells are large and polygonal with abundant 
eosinophilic cytoplasm and round nuclei with 
prominent nucleoli7,8. İntracytoplasmic Reinke’s 
crystals are seen in 1/3 of the cases. Contrary to 
LCCSCT, intratubular growth and multifocality is 
not seen. Intratumoral calcifications and a 
prominent basal lamina are in favor of LCCSCT 
diagnosis4. 

The case presented herein was initially diagnosed as 
Yolk sac tumor (YST). YST is mostly seen under the 
age of 3 years, and has a good prognosis; however in 
adults, they are usually part of a mixed tumor, and 
has similar prognosis to embryonal carcinoma. 
immunohistochemical, staining methods may help in 
the differential diagnosis of these tumors; SCTs are 
negative for alpha-fetoprotein and positive for 
inhibin, CD10 and calretinin; whereas YSTs are 
positive for alpha-fetoprotein and negative for 
inhibin and calretinin. On the other hand, Inhibin is 
also positive in sex cord-stromal tumors; 
approximately in 100% of LCTs and 30-91% of 
SCTs, and negative in germ cell tumors; therefore 
this marker also cannot be used to differentiate 
between LCCSCT and LCT. Positive staining for 
melan-A was observed in both Leydig cells and 
Sertoli cells of the testis10. In the present study, 
tumor cells showed focal positive staining for melan 
A. In conclusion, because of the rarity and 
malignant potential of the tumor (presence of 
necrosis and a mitotic activity>3/10 high power 
fields) must be kept in mind in differential diagnosis. 
In addition to histopathologic findings, we believe 

that the accuracy of diagnosis will increase when 
evaluated together with immunohistochemical, 
clinical and laboratory findings. 
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