
OCT 2021 DIAGNOSIS LIST

21-1001: clear cell papillary cystadenoma (testis; GU path)
21-1002: corded and hyalinized pattern endometrial carcinoma (uterus; GYN path)
21-1003: large cell neuroendocrine carcinoma (bladder; GU path)
21-1004: intravascular B-cell lymphoma (lung; lung path)
21-1005: mixed nested and microcystic variants urothelial carcinoma (bladder; GU 
path)
21-1006: fibromyxoid variant nephrogenic adenoma (prostate; GU path)
21-1007: angiomyolipoma with epithelial cyst (kidney; GU pathology)



21-1001 

Emily Chan; USCF

75-year-old man with 2.5 cm right epididymal mass















Differential diagnosis

• Metastatic clear cell renal cell carcinoma

• Metastatic clear cell papillary renal cell carcinoma

• Clear cell papillary cystadenoma of the epididymis



PAX8 CAIX



CK7 CD10



Diagnosis: Clear cell papillary cystadenoma of 
epididymis

• Rare benign tumor of the epididymis

• Sporadic or associated with von Hippel-Lindau 
(VHL) disease (especially if bilateral)

• Age range at presentation: 16-81 years

• Morphologically can have areas resembling low-
grade clear cell RCC

• Also some immunohistochemical overlap of 
common markers used to diagnose metastatic 
ccRCC (PAX8, CAIX)



• 5 cases: 3 from 
epididymis, 2 from 
mesosalpinx

• Two in setting of VHL  
(one case was first 
presentation)

• Recommended IHC panel 
to distinguish from 
metastatic ccRCC: 
CK7+,RCC-,CD10-

AJSP 2005; 29:520-523



AJSP 2005; 29:520-523



Clear cell papillary cystadenoma of 
the epididymis: Take home points

• Don’t mistake for metastatic clear cell renal cell 
carcinoma
• Useful IHC: CK7, RCC, CD10

• IHC that can get you into trouble: PAX8, CAIX

• Raise the possibility of VHL disease



21-1002 

Greg Rumore; Kaiser Diablo

35-year-old F with abnormal uterine bleeding.



















Pancytokeratin



Ki-67



Endometrioid Carcinoma, Corded and 
Hyalinized Pattern

• Unusual variant of endometrial CA

• Epithelioid and spindled to fusiform cells in hyalinized stroma

• Younger patients (mean age=52, vs. 60 for EMCA)

• Endometrioid component tends to be low grade (Gr. 1-2)

• 70% have squamous differentiation

• May have osteoid

• Grade on basis of glandular (endometrioid) component only

• Usually low stage, good prognosis



Differential Diagnosis- MMMT

• Older age group

• Both epithelial and mesenchymal components are high grade

• Useful stains=p53, epithelial markers (EMA, broad spectrum 
cytokeratins)
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21-1003 

Osama Khan/Sunny Kao; Stanford 

82-year-old M with developed hematuria 1 year ago. Surveillance cystoscopy 
showed 6cm anterior wall suspicious lesion.













Differential Diagnosis

• Poorly differentiated/undifferentiated carcinoma of renal or 
urothelial origin

• Lymphoma

• Metastatic Carcinoma

• Melanoma

• Neuroendocrine carcinoma of bladder



Immunohistochemistry results

Positive

• Synaptophysin, CKMIX, 34BE12

Negative

• INSM1, GATA-3, p63, NKX3.1, and Chromogranin





INSM1 and its utility in GU HGNECs

• Insulinoma-associated protein 1 (INSM1) has been recently identified 
as a novel marker for neuroendocrine differentiation.

• Chen et al compared INISMI staining in GU HGNECs in comparision to 
synaptophysin, chromogranin and CD56 in 39 GU-HGNECs

• In 33 SmCCs/components, INSM1 showed similar sensitivity (93.9 %) 
to synaptophysin (93.9 %), chromogranin (87.8 %) and CD56 (87.8 %)

• In 8 LCNECs/components, INSM1 is similar to chromogranin, 
synaptophysin or CD56 in sensitivity (62.5 %, 75 %, 62.5 %, 
respectively)

• INSM1 is more sensitive for genitourinary SmCCs than LCNECs.



Diagnosis: 
Large Cell Neuroendocrine Carcinoma

• Large cell polygonal morphology, trabecular or sheet-like pattern, 
with more abundant cytoplasm, low NC ratio (in comparison to SmCC) 
and prominent nucleoli

• Increased mitotic activity (>10 per 10hpf) and necrosis

• Due to negative immunomarkers could not definitively prove 
urothelial origin



Large Cell Neuroendocrine Carcinoma 
(Bladder)

• One of the rarest types of bladder cancer (<1%) with only a few case 
reports/series in the literature

• High grade carcinoma exhibiting NE features on H&E similar to 
pulmonary LGNEC and immunohistochemical evidence of 
neuroendocrine differentiation

• Some cases associated with conventional urothelial carcinoma

• Extremely aggressive subtype with an aggressive clinical course often 
presenting with metastases





Treatment of GU NECs vs conventional UC

• GU NECs - initial systemic neoadjuvant chemotherapy (platinum-
based), followed by re-evaluation and consideration for definitive 
local therapy with either cystectomy or radiation therapy

• Conventional UC – depends on stage; BCG therapy (T1) vs radical 
cystectomy (T2).
• Locally advanced usually treated with chemotherapy, immunotherapy or 

radiation



Key Learning Points

• DDx for neuroendocrine carcinomas of the bladder

• INSM1 staining utility in GU-HGNECs

• Histologic features of LCNEC vs SCC of Bladder

• Importance of recognition of a HGNEC for treatment implications
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21-1004 

Keith Duncan; Mills-Peninsula

69-year-old F presenting with SOB, fatigue, and chills for 1 month. 
Shock and sepsis occurred with multi-organ failure. At autopsy, lungs 

were congested (700g, 780g), with section shown.























Intravascular large B cell lymphoma

•Rare

•Median age 71 years, often fatal

•Complex non-specific signs and symptoms, including FUO, skin 

rash, mental status changes, rapidly progressive dementia

•Frequent delay in diagnosis =poor prognosis

•Symptoms are related to the main organ involved

•Often diagnosed at autopsy with involvement of multiple organs

•Cases limited to the skin, following extensive staging workup, 

are called cutaneous variants and show a better prognosis

https://www.ncbi.nlm.nih.gov/pubmed/?term=intravascular+large+B+cell+lymphoma+%5Btitle%5D


Intravascular large B cell lymphoma

Microscopic description

•Large centroblast-like lymphoid cells with prominent nucleoli within small vessel lumina (often capillaries) 

except in lymph nodes

•Frequent mitotic figures; often fibrin thrombi

Positive stains

•Similar to diffuse large B cell lymphoma (positive for CD19, CD20, CD22, CD79a) Usually BCL2 positive

•CD10 (13% cases) and CD5 (38% cases)

•CD10 negative cases are IRF4 / MUM1 positive

Negative stains

•CD29 and CD54 (adhesion molecules, causing the intravascular growth pattern, Hum Pathol

2000;31:220)

•EBV

https://www.ncbi.nlm.nih.gov/pubmed/?term=intravascular+large+B+cell+lymphoma+%5Btitle%5D
https://www.pathologyoutlines.com/topic/cdmarkerscd19.html
https://www.pathologyoutlines.com/topic/cdmarkerscd20.html
https://www.pathologyoutlines.com/topic/cdmarkerscd20to29.html#cd22
https://www.pathologyoutlines.com/topic/cdmarkerscd79a.html
https://www.pathologyoutlines.com/topic/stainsbcl2.html
https://www.pathologyoutlines.com/topic/cdmarkerscd10.html
https://www.pathologyoutlines.com/topic/cdmarkerscd5.html
https://www.pathologyoutlines.com/topic/stainsmum1.html
https://www.pathologyoutlines.com/topic/cdmarkerscd20to29.html#cd29
https://www.pathologyoutlines.com/topic/cdmarkerscd50.html#cd54
https://www.ncbi.nlm.nih.gov/pubmed/10685637
https://www.pathologyoutlines.com/topic/stainseber1.html


Intravascular large B-cell lymphoma: a chameleon with multiple faces and many masks.

Ponzoni M, Campo E, Nakamura S. Blood. 2018 Oct 11;132(15):1561-1567. 

Diagnosis of intravascular large B cell lymphoma: novel insights into clinicopathological 

features from 42 patients at a single institution over 20 years.

Matsue K, Abe Y, Narita K, Kobayashi H, Kitadate A, Takeuchi M, Miura D, Takeuchi K.

Br J Haematol. 2019 Nov;187(3):328-336.

The majority of patients were diagnosed via random skin biopsy (70%) followed by bone 

marrow biopsy alone (20%).

PET SCAN: high incidence of bone marrow (75%), spleen (60%) & adrenal gland (25%) 

involvement.

60% IVLBCL patients in whom in vivo diagnosis was possible survived > 5 years with combo 

chemotx.

https://pubmed.ncbi.nlm.nih.gov/30111607/
https://pubmed.ncbi.nlm.nih.gov/31267524/


21-1005 

Ankur Sangoi; El Camino Hospital

84-year-old F with bladder tumor, TURBT performed.

















DDx

• Nested +microcystic variants 

urothelial carcinoma

• Prostatic adenocarcinoma

• Cystitis cystica glandularis

• Nephrogenic adenoma 



Dx:

nested+microcystic variants 

invasive urothelial carcinoma

• Both can show deceptively bland 

cytology, yet be deeply invasive

– More atypia at deeper aspect

– Variant in size/shape of epithelial 

formations, haphazard growth

• Patterns may occur together

• Show typical IHC of urothelial ca









21-1006 

Ankur Sangoi; El Camino Hospital

67-year-old M with h/o prostate cancer s/p XRT.  TURP performed.





























DDx

• Treated prostatic adenocarcinoma

• Sarcomatoid urothelial carcinoma

• Inflammatory myofibroblastic tumor

• Nephrogenic adenoma
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Fibromyxoid variant 

nephrogenic adenoma

• Helpful to find classic tubular pattern NA

– Minimal atypia or mitosis

– Often have amyloid-like background stroma

• PAX8+  AMACR+

– Caution on GATA3, PSAP/PSA

• Nephrogenic adenoma can be + !!!



















DDx

• Angiomyolipoma with epithelial cysts 

(AMLEC)

• Endometriosis

• Metastatic carcinosarcoma

• Capsular leiomyoma

• Cystic nephroma/mixed epithelial 

stromal tumor




















