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“Pure” Primary Large Cell Neuroendocrine Carcinoma of the Urinary Bladder

Mesanenin “Saf” Primer Büyük Hücreli Nöroendokrin Karsinomu

Dear Editors,

Large Cell Neuroendocrine Carcinoma (LCNC) is defi ned 

in the urinary bladder, as in other sites, as a high-grade 

neoplasm exhibiting neuroendocrine features at the 

hematoxylin and eosin level, and high mitotic activity 

and evidence of neuroendocrine diff erentiation at the 

immunohistochemical level. Recently we observed a case 

of LCNC of the bladder in a 68-year-old man. Th e patient 

presented with gross hematuria of two weeks duration in 

October 2011. No signifi cant clinical history was found. 

Urinary cytology identifi ed malignant cells (Figure 1). 

Chest radiography and computerized tomography of the 

abdomen and pelvis showed no evidence of other primary 

tumours. A contrast total body CT revealed a 3x4 cm mass 

in the dome of the urinary bladder. Transurethral resection 

(TR) and subsequently radical cystoprostatectomy (CP) 

with bilateral lymphadenectomy (L) were performed in 

December 2012. Th e macroscopic examination of the CP 

revealed a 2.8x2.2 cm mass situated on the dome with 

infi ltration of muscularis propria (Figure 2). Histologically 

the tumour showed organoid nesting, trabecular growth, 

rosettes and perilobular palisading patterns, suggesting 

a neuroendocrine diff erentiation. Th e tumour cells were 

large, with moderate cytoplasm. Nucleoli were frequent 

and prominent. Mitotic count was 12 per mm2. Large zones 

of necrosis were found (Figure 3). Th e tumour invaded the 

deep muscularis propria. Th e 56 lymph nodes were free of 

disease (pT2bN0). Immunohistochemical staining showed 

that the tumour neuroendocrine components were positive 

for cytokeratin 7 and for neuroendocrine markers such 

as neurone specifi c enolase (NSE) and CD 56. Th e PET 

TC total body revealed diff use liver and bone metastases 

in April 2013. Radiotherapy (R), chemotherapy (Ch) and 

adjuvant Ch were administered. 

We read with great interest Sarı et al.’s paper (1) “Large 

cell neuroendocrine carcinoma of urinary bladder; case 

presentation”. Th e literature review of this authors is 

incomplete. Th e legend of Table I should be modifi ed and 

replaced with “Published cases of pure (6 cases) or mixed 

(8 cases) bladder large cell neuroendocrine carcinoma”. 

In fact Sarı et al. included mixed tumours with the LCNC 

component. We examined all published pure bladder 

LCNC cases with exclusion of mixed neoplasms in order to 

establish the clinical-pathological, immunohistochemical, 

Figure 1: Urinary cytology identifi ed malignant cells (x20 PAP).

Figure 2: Th e macroscopic examination of the cystoprostatectomy 
revealed a 2.8x2.2 cm mass situated on the dome with infi ltration 
of muscularis propria.
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Figure 3: Histologically the tumour showed organoid nesting, 
trabecular growth, rosettes and perilobular palisading patterns, 
suggesting neuroendocrine diff erentiation. Th e tumour cells 
were large, with moderate cytoplasm. Nucleoli were frequent and 
prominent. Mitotic count was 12 per mm2 (x40 H&E).

invasive part (5%). Consequently the present case has not 

been considered in our review of “pure” LCNC. Akamatsu 

et al. (18) reported a case of LCNC with the presence of 

squamous cell carcinoma and urothelial carcinoma. Th is 

case is a  bladder mixed malignant tumour. Engles et al. 

(19) reported one case of bladder malignancy composed of 

high-grade urothelial carcinoma, small cell carcinoma and 

LCNBC. Hata and Tasaki (20) described LCNBC localised 

on the anterior wall associated with urothelial carcinoma 

and primary lung cancer.

In conclusion pure LCNC of the bladder is a very aggressive 

malignancy, unresponsive to therapy.

Teresa PUSIOL
S. Maria del Carmine Hospital, Anatomic Pathology, ROVERETO, ITALY

E-mail: teresa.pusiol@apss.tn.it

Maria Grazia ZORZI
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neuroendocrine carcinoma of the urinary bladder of 

probable urachal origin. Neuroendocrine diff erentiation was 
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component. However, this authors did not describe the 
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Author’s Reply:

We thank the author for his interest and valuable comments 

on our recent publication (1). In our article, we investigated 

all the English literature to the best of our knowledge, 

and summarized all the reported cases of large cell 

neuroendocrine carcinoma of the urinary bladder in one 

table. 

Our paper has been accepted for publication in the Turkish 

Journal of Pathology on April 20, 2011 and published in 

the 2nd issue (May) of 2013, which is approximately 2 

years aft er the acceptance date. Th erefore newly published 

cases of large cell neuroendocrine carcinoma (LCNEC) of 

the bladder in this time period of two years did not appear 

on the review table of our article. However aft er careful 

investigation of the English literature, we noticed that 

articles published by Bertaccini A et al. (2) in 2008 and Lee 

W et al. (3) in 2009 were not presented in our table. 

We preferred to include and specify both pure and mixed 

forms of this tumor in our table in order to better understand 

the behaviour of this very rare tumor as many of these cases 

were reported to have mixed histology. 

Yours sincerely

Ayşegül SARI

İzmir Atatürk Eğitim ve Araştırma Hastanesi, Katip Çelebi Üniversitesi,                   

Tıp Fakültesi, Patoloji Bölümü, İZMİR, TURKEY  

E-mail: aysegulakder@gmail.com
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