
AUG 2022 DIAGNOSIS LIST

22-0801: Dermatopathic lymphadenitis and proliferation of CD30+ dendritic 
cells/Langherhans cells [lymph node; heme path]
22-0802: epithelioid sarcoma, proximal type [soft tissue; soft tissue path]
22-0803: peripheral T-cell lymphoma with T follicular helper phenotype and 
associated EBV-positive Hodgkin/Reed-Sternberg-like cells (lymh node; heme path)
22-0804: splenic marginal zone lymphoma [lymph node; heme path]
22-0805: heterotopic placental nodule [placenta; GYN path]
22-0806:  pneutomatosis-like mature teratoma [ovary; GYN path]
22-0807:  adenomatoid tumor [gallbladder; GI path]
22-0808: “shoulder” lesion of non-invasive urothelial carcinoma [bladder; GU path]



22-0801 

Marietya Lauw/George Xu; Stanford 

70ish F with inguinal lymphadenopathy. Flow 
cytometry detected no immunophenotypic 

abnormalities. Right groin lymph node submitted.
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Differential diagnosis

• T-cell lymphoma (e.g. involvement by cutaneous CD30-positive T-cell lymphoma, ALCL)

• Classic Hodgkin lymphoma

• Dermatopathic lymphadenitis with proliferation of CD30+ Langerhans cells/dendritic cells
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Differential diagnosis

• T-cell lymphoma (e.g. involvement by cutaneous CD30-positive T-cell lymphoma, ALCL)

• Classic Hodgkin lymphoma

• Dermatopathic lymphadenitis with proliferation of CD30+ Langerhans cells/dendritic cells



Lymphoid Hyperplasia with Atypical 
Dendritic/Langerhans Cell Proliferation Mimicking 
Hodgkin Lymphoma

Morphology: 

• Diffuse paracortical expansion with small 
lymphocytes, eosinophils, histiocytes, 
immunoblasts, and plasma cells, and admixed 
scattered large cells with abundant pale 
eosinophilic cytoplasm and focal emperipolesis

• The atypical cells had irregular, sometimes 
lobulated nuclei, with finely dispersed 
chromatin, and variably prominent nucleoli

Jayalakshmi et al. 2019 Apr; 74(5): 797–799. 



Lymphoid Hyperplasia with Atypical 
Dendritic/Langerhans Cell Proliferation Mimicking 
Hodgkin Lymphoma

• IHC:

• Positive: S100 and CD30

• Negative: CD15, CD23, PAX5, and EBER

• Not histiocytic or dendritic neoplasm:

• Atypical cells are widely scattered

• Negative for mutated BRAF and BCL1

Jayalakshmi et al. 2019 Apr; 74(5): 797–799. 
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Take home message

• On rare occasions, CD30 expression can be seen in reactive Langerhans cells/dendritic cells

• IHC will help in the differential diagnosis of reactive versus lymphoma
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22-0802 

Greg Rumore;  Kaiser Diablo

20ish F with vulvar cyst/mass.
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Epithelioid Sarcoma, Proximal Type

• Reproductive age group

• SubQ or deep soft tissue mass

• Epithelioid/rhabdoid features

• Marked cytologic atypia

• Necrosis common, but lack granulomatous pattern of usual ES

• Cytokeratin+, EMA+, INI-1-neg

• More aggressive than usual ES-50% fatal

• DDX-SCCA, MERT, Melanoma, other sarcomas with epith features



22-0803 

Alexandra Chang-Graham/Joshua Menke; Stanford 

60ish F with h/o “atypical Hodgkin lymphoma” with 
recurrence two years after standard classic Hodgkin 
lymphoma therapy (ABVD). Lymph node submitted.



60ish F with "atypical Hodgkin lymphoma" and 
recurrent adenopathy

Alex Chang-Graham, Sebastian Fernandez-Pol, Joshua Menke

Stanford University

South Bay



Clinical History: Elderly woman presenting with a history of "atypical Hodgkin lymphoma" s/p 2 
cycles of ABVD and 5 cycles of AVD, now with recurrent adenopathy above and below the 
diaphragm. Right inguinal lymph node excisional biopsy was performed. 
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Flow cytometry
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Flow cytometry

• Polytypic B-cells

• Atypical T-cell population (16% of lymphocytes) expressing 
CD5, CD4, CD2, CD43, CD200 (partial), and CD10 (subset) and 
lacking sCD3, CD7, CD8, CD56, CD20 



Next generation sequencing (NGS) results support a T cell 
neoplastic process

• NGS clonality studies:
• Clonal TCR gamma (TRG) and clonal TCR beta (TRB) rearrangements identified

• No clonal immunoglobulin gene rearrangement

• 164 gene heme-specific NGS panel (Heme-STAMP) shows pathogenic 
mutations in:

• TET2 R1261G with a variant allele fraction of 54%

• SH2B3 S303FS with a variant allele fraction of 2%



Diagnosis: Nodal T follicular helper cell 
lymphoma and associated EBV-positive Hodgkin/Reed-
Sternberg-like cells

• Nodal TCL with TFH-phenotype is rare, about 1/4 of TFH-origin lymphomas

• Median age > 60 y/o, no sex predominance

• Similar overall survival (5-year, 60%) as the angioimmunoblastic type

• First-line chemo is often CHOP/CHOEP

• EBV-positive B cell lymphoproliferation is a common co-occurrence

EBV ISH, and 200XH&E, 400X



Interesting features of this case

• Nodal TFH cell lymphomas with Hodgkin/Reed-Sternberg-like cells 
have features that closely overlap with classic Hodgkin lymphoma

• small volume core biopsy was enriched for Hodgkin/Reed-Sternberg-like cells

• flow was not performed on the original case 

• led to the wrong diagnosis and improper therapy for about 3 years

• TET2 mutation 
• present in 47-86% of peripheral T-cell lymphomas

• have only rarely been reported in classic Hodgkin lymphoma
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22-0804 
Direct link to scanned slide:

https://pathpresenter.net/public/display?token=3221eb31

Lucas Massoth; El Camino Hospital

30ish F presents at 39 weeks in labor. Cesarean section 
performed due to failure to progress and fetal intolerance 
to labor. Thick meconium was noted at delivery. Section of 

placental disc.

https://pathpresenter.net/public/display?token=3221eb31








DIAGNOSIS?
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Rare nodules of heterotopic adrenocortical and hepatic tissue are reported in 

placenta

• Hepatic tissue: considered related to yolk sac primordia

• Adrenocortical tissue: presence more perplexing

• Clear cell morphology ~ adrenal cortex of the adult; fetal adrenal gland 

lacks clear cells



HepPar-1

SF1Arginase

H&E

Methods: stained 9 placental nodules consistent with “adrenocortical” heterotopia of the 

placenta



Results: 

• Steroid factor-1 (SF-1) negative

• HepPar-1 and Arginase-1 positive

• PAS positive: suggests glycogen accumulation  clear cytoplasm. 

Conclusion: 

• Adrenocortical heterotopia in the placenta is a misnomer as the nodules show hepatic 

differentiation.

FINAL DIAGNOSIS in our case: Hepatic Heterotopia



22-0805 

Nivaz Brar/Joshua Menke; Stanford

70ish F with lymphadenopathy and splenomegaly. 
Bone marrow & lymph node submitted.



Clinical history

• 70ish F with a reported history of chronic lymphocytic leukemia 
diagnosed in another country

• Patient has anemia with prominent RBC agglutination, neutropenia, 
and thrombocytopenia

• PET-CT shows massive splenomegaly (20 cm in vertical axis), mildly 
enlarged hypermetabolic lymph nodes above and below the 
diaphragm, and moderate uptake throughout the marrow



Peripheral blood smear shows RBC 
agglutination and atypical lymphoid cells
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Peripheral blood flow



Bone marrow aspirate

Wright Giemsa, 1000XWright Giemsa, 400X



Bone marrow core biopsy
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Left inguinal 
lymph node excision
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Differential Diagnosis

• Polyclonal B-cell lymphocytosis

• Hair cell leukemia 

• Splenic marginal zone lymphoma

• Chronic lymphocytic leukemia



Diagnosis

• Marginal zone lymphoma (likely splenic) with activating NFKB2 3’ 
deletion 



Splenic marginal zone lymphoma

• B-cell lymphoma comprising 1-2% of all lymphoma and median age of 65 years old*

• Most common sign is splenomegaly. Anemia, thrombocytopenia and/or 
autoimmune conditions may also be present.

• Frequent sites: bone marrow (nearly 100% of cases), peripheral blood (68-57%, 
lymphocytes with or without villous projections), liver (33%), abdominal 
lymphadenopathy (25%) and less commonly peripheral lymphadenopathy (17%)*

• Histology: micronodular lymphoid infiltrate with biphasic follicle appearance and 
diffuse red pulp (spleen); intertrabecular and intrasinusoidal (marrow)

• IHC: CD20+, CD79a+, CD5-, CD10-, CD23-, BCL6-, LEF1-, BCL1-, annexin A1-, IgD+

• Indolent with overall 5-year median survival 65-78%, although the prognosis is poor 
if associated with TP53 mutations, 7q deletion, absence of IgVH somatic mutation.

• Differential: Nodal or non-nodal marginal zone lymphoma, hairy cell leukemia, 
chronic lymphocytic leukemia, follicular lymphoma

*Piris and Mollejo. “Splenic Marginal-Zone Lymphoma and Other Small B-Cell Neoplasms in the Spleen” in Hematopathology, ed. Jaffe. (2016), 309-319. 



Molecular findings: novel NFKB2 3’ activating 
deletion

• Pathogenic NFKB2 3’ activating exonic deletion 
• Caused by a 38 kp deletion between NFKB2 exon 18 and a downstream 

intergenic region, resulting in deletion of portion of exon 18 and all of exons 
19-23 of NFKB2

• Prior study has shown this results in a truncated NFKB2 protein and an 
oncogenic gain of function with downstream activation of non-canonical NF-
kappaB signaling.

• Not previously described in marginal zone lymphoma

• Two variants in EP300 of uncertain significance, although one of 
the EP300 variants was immediately adjacent to a hotspot and 
suspicious for pathogenicity. 

• No MYD88 mutation was detected.



Discussion
• Pathogenesis of SMZL are not well understood, possibly related to 

infectious agents (Hep C, C. jejuni, B. burgdorferi, C. psittaci)

• NFKB2 3' activating deletions have been described in cutaneous T-cell 
lymphomas and diffuse large B-cell lymphoma, but not in marginal 
zone lymphoma

• NFKB2 signaling pathway activation is common across the spectrum 
of marginal zone lymphomas, nodal, extranodal, and splenic.

• More than 30% of SMZLs have NF-κB activation and approximately 15% are 
seen with TP53 mutation 

• NGS is not routinely performed in small B-cell lymphomas currently, 
but this case raises questions about the methods and need for 
routine detection of structural variants.
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22-0806 
Direct link to scanned slide:

https://pathpresenter.net/public/display?token=9b813d13

Ankur Sangoi; El Camino Hospital

Teenage girl presents with left ovarian cystic mass, 
frozen section of left ovarian cyst submitted.

https://pathpresenter.net/public/display?token=9b813d13
















DDx

• Adenomatoid tumor

• Lymphangioma

• Mesothelial cysts

• Biopsy site changes (if prior procedure)

• teratoma





















Dx

• Mature teratoma

– Comment: pneumatosis-like features









pneumatosis-like changes 

in mature teratoma

• Cleared fat vs fat 

necrosis/lipogranulomatosis reaction 

from skin appendages

• Oil red O positive inside cysts

– Best done on unprocessed tissue

• Lymphovascular or mesothelial IHC 

negative



pneumatosis-like changes 

in mature teratoma

• Probably 

under-reported 

b/c focal when 

present

• Important to 

consider

– esp on frozen!



22-0807 
Direct link to scanned slide:

https://pathpresenter.net/public/display?token=4b6e135c

Ankur Sangoi; El Camino Hospital

Middle-aged Indian F presents with abdominal pain, found 
to have acute cholecystitis and gallstones.  

Cholecystectomy and “pericholecystic lymph node” 
excision performed.

https://pathpresenter.net/public/display?token=4b6e135c














DDx

BENIGN

• Lymphangioma

• Multilocular peritoneal inclusion cyst

• Adenomatoid tumor

• Biopsy site changes (if prior procedure)

MALIGNANT

• Adenocarcinoma

• Mesothelioma (localized type)



ADD’L IHC NOT SHOWN

Lesional cells:

Calretinin +

WT1 +

D2-40+

BAP1 retained



Final Dx

Adenomatoid tumor





Adenomatoid tumor:

sites

• Typically seen in GYN & GU tract

• Have been reported in adrenals, 

peritoneum, liver, pleura, mediastinum

• CAUTION: be aware of “adenomatoid” 

patterns of mesothelioma!



Adenomatoid tumor:

morphology

• Can appear infiltrative!

– Vacuolated, signet like-cells, “thin-bridging” 

strands

• Lymphoid aggregates typically seen 

in GU (not GYN) tract sites



RIP:

Dr. Ondrej Hes



Adenomatoid tumor:

IHC

• Keratin positive

• CD31 negative, PAX8 negative

• + for mesothelial markers (D2-40, 

calretinin, WT1, HBME1)

• Can be GATA3+ and BerEp4+

• BAP1 retained





Adenomatoid tumor:

molecular

• TRAF7 mutation present

– Also present in well-diff papillary 

mesothelioma

– Absent in malignant mesothelioma







22-0808 
Direct link to scanned slide:

https://pathpresenter.net/public/display?token=7655283d

Ankur Sangoi; El Camino Hospital

70ish M, TURBT.

https://pathpresenter.net/public/display?token=7655283d
















DDx

• Urothelial carcinoma in situ

• “non-papillary” pTa papillary urothelial 

carcinoma

• “shoulder” lesion of a prior pTa 

papillary urothelial carcinoma



(my) Dx & approach:

• “shoulder” lesion of prior pTa PUC 

= (c/w residual high grade pTa PUC)

 Biopsy site changes noted

• Patient had prior pTa PUC on TURBT



Non-invasive “shoulder” lesions

• sometimes the lateral edges of the 
tumor/base appear flattened without 
fibrovascular cores

– I consider these "shoulder" lesions of the 
main tumor & don't call urothelial CIS

• I typically don’t call CIS AND PUC 
within same specimen

– Unless urologists says bx done of separate 
flat + papillary areas in same specimen jar



Non-invasive “shoulder” lesions







Dr. M Hirsch, USCAP 2022 GUPS society



TAKE HOME POINTS

• When encounting “CIS” looking area 

with background bx site changes:

– Inquire about prior TURBT & Dx

– Consider “shoulder” lesion” of prior PUC

– Know how your urologists handle secondary 

Dx of CIS


