
JUNE 2022 DIAGNOSIS LIST

22-0601: seminoma (prostate; GU path)
22-0602: lymphoplasmacyte rich meningioma (brain; neuropath)
22-0603: small cell carcinoma hypercalcemic type (ovary; GYN path)
22-0604: Strongyloides (duodenum; GI path and ID path)
22-0605: Strongyloides (colon; GI path and ID path)
22-0606: subcutaneous panniculitis-like T-cell lymphoma and B-lymphoblastic 
leukemia/lymphoma (bone marrow; heme path)
22-0607: null pattern p53 urothelial CIS (bladder; GU path)
22-0608: cytoplasmic pattern p53 endometrial serous carcinoma (uterus; GU path)
22-0609: hydrogel pleural sealant (lung; lung path)
22-6010: benign nuclear atypia of epididymis (epididymis; GU path)



22-0601 

22-0401 – Emily Chan; UCSF 

40ish M with urinary retention and enlarged prostate, 
PSA=2.  Standard 12-cor prostate biopsies all showed 

similar findings.
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Differential diagnosis

• Prostatic adenocarcinoma, Gleason score 5+5=10

• Urothelial carcinoma

• Neuroendocrine carcinoma

• Metastasis from…???



IHC Round 1

GATA3

NKX3.1



Ki-67



Other negative IHC

• Pankeratin

• CK7

• CK20

• P40

• PSA

• Synaptophysin, 
chromogranin, INSM1



Low PSA: ?mesenchymal tumor, lymphoma, 
other small round blue cell tumor??

Additional negative stains:

• Desmin, myoD, myogenin

• S100, SOX10

• ERG

• CD99

• CD45





What about a germ cell tumor??

• Young patient

• Male

• Low PSA

• Keratin negative

• Clear-ish cytoplasm



SALL4

OCT4

CD117

D2-40

SOX2 negative



Diagnosis: Malignant Germ 
Cell Tumor Consistent with 
Seminoma



Seminoma in the prostate

• Can be primary or metastatic, both very rare
• Primary thought to arise from germ cells sequestered in 

prostate during migration from yolk sac to gonadal ridge
• Less likely: Transformation of pluripotent stem cells within the 

prostate

• Metastatic via retrograde migration through lymphatics 
from primary testicular GCT

• Check the testis

• Serum markers to r/o mixed germ cell tumor



Patient follow up:

• AFP 4.5, HCG 1

• Scrotal US: 0.3 cm nonspecific nodule in right testis 
and inguinal canal lymphadenopathy, largest 1.5 
cm)

• Started BEP with improved urinary obstructive 
symptoms after two cycles

• NGS sequencing of tumor revealed a KIT mutation 



Cell Reports 2018

Subset of pure seminomas (35%) defined by KIT mutation



KIT-mutated Seminomas

• KIT signaling mediates proliferation/apoptotic 
pathways required for spermatogenesis

• KIT mutations enriched in and exclusive to 
seminomas amongst GCT

• Possibly locks seminoma cells into a primordial germ 
cell-like state



KIT-mutated tumors show more extensive 
lymphocytic infiltration and lack of DNA methylation

Blue to Red = 0-100% methylation 



Take home points:

• Always stain your Gleason score 5+5 prostate 
cancers and consider other possibilities

• Consider seminoma in younger patients, low PSA

• Prostatic seminomas are rare and should 
recommend evaluation for primary vs metastatic 
and serum markers for pure seminoma vs mixed 
GCT



22-0602 

Angus Toland/Inma Cobos; Stanford 

40ish F with right parieto-occipital dural-based mass. 
Resection submitted.



History

• 45-year-old woman with a right parieto-occipital dural-based mass 
(consult case; no imaging)













CD20



CD3



EMA



Meningioma

• Most common primary intracranial neoplasm in adults

• Increased incidence in females (2.3:1 F:M)

• Median age of diagnosis=66 years

• NF2 gene mutations present in 40-60% of cases
• Syndromic patients present earlier in life

• Prior radiation increases risk of development

• 13 histologic subtypes, 4 with grading implications
• Mitotic activity, brain invasion, and additional "soft" histologic features

• New molecular criteria: CDKN2A/B homozygous deletion OR TERT promoter 
mutation=grade 3



WHO GRADE I

Meningothelial
Fibrous

Transitional
Psammomatous

Angiomatous

Microcystic
Secretory

Metaplastic
Lymphoplasmacyte-rich

WHO GRADE II

HISTOLOGIC FEATURES
≥4 and ≤19 mitoses in 10 HPF

Brain parenchyma invasion
At least 3 of 5:

Sheeting architecture 
Small cell change
Hypercellularity

Spontaneous necrosis
Prominent nucleoli

HISTOLOGIC SUBTYPES
Clear Cell
Chordoid

WHO GRADE III

HISTOLOGIC FEATURES
≥20 mitoses in 10 HPF

Frank malignant (sarcoma, carcinoma, or melanoma) 
histology 

HISTOLOGIC SUBTYPES
Rhabdoid
Papillary

MOLECULAR 
TERT promoter mutation
CDKN2A/B homozygous 

deletion









Lymphoplasmacyte-rich meningioma

• Rare histologic subtype with no specific grading implications
• Significance of inflammation is unknown

• F:M~1:1, mean age ~40-45

• Meningioma and histologic features may be difficult to identify
• Histologic grading criteria still apply

• Inflammation is mixed lymphocytes and plasma cells (often abundant 
macrophages as well)

• Increased IgG4+ cells may be present

• Meningothelial cells EMA and SSTR2A+

• Differential may include lymphoproliferative disease, 
plasmacytoma, IgG4-related disease, Rosai-Dorfman 
disease, pachymeningitis, and infectious

• Inflammatory conditions may induce meningothelial hyperplasia
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• Son HJ, Yu IK, Kim SM. Lymphoplasmacyte-Rich Meningioma With 
Atypical Angiomatous Feature and an Increased Deposition of IgG4-
Positive Plasma Cells: An Unusual Case Report. Int J Surg Pathol. 2018 
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• Tao X, Wang K, et. al. Clinical, Radiologic, and Pathologic Features of 
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22-0603 

Caroline Temmins; Santa Clara Valley Medical Center 

30ish G0P000 who presented with abdominal pain, nausea, vomiting 
and poor PO intake was found to have 13cm heterogenous adnexal 

mass. Right ovary submitted.











Clinical history

• 30(ish) year old G0P0000 who presented with abdominal pain, 
nausea, vomiting, and poor PO intake, admitted to medicine service 
for management of severe hypercalcemia and a large heterogeneous 
adnexal mass.

• Transferred to gyn onc service, taken to OR 2/8/22.











• Small round blue cell tumor.

• Differential:
• Small cell carcinoma, hypercalcemic type

• Lymphoma

• Granulosa cell tumor



WT1 immunohistochemistry



Additional stains

• Synaptophysin: rare, dot like positivity

• Chromogranin: negative

• P53: patchy, wild-type

• CD45: negative

• CD10: negative

• CKAE1/AE3: rare positive cells

• EMA: negative

• Inhibin: negative

• S100: negative

• CAM5.2: negative

• BRG1(SMARCA4): complete loss of expression



Small cell carcinoma of the ovary, 
hypercalcemic type (SCCOHT)

• Initially described by Dr. Robert Scully 1982

• Rare: represents less than 0.01% of all ovarian malignancies

• Two distinct clinical features:
• First, SCCOHT patients are young. In the large cohort of Young et 

al., the patients ranged from 9 to 43 (average 23.9) years of age.

• Second, preoperative calcium levels are elevated in about 62% 
patients. Thus, the term “hypercalcemic type” has been applied 
to distinguish it from ovarian small cell carcinoma of the 
pulmonary type (SCCOPT), a high grade neuroendocrine 
carcinoma

• Genetic inactivation of members of the SWI/SNF complex, including BRG-
1(SMARCA4) or more rarely INI-1(SMARCB1) is the defining molecular event.

• 50% of patients with SCCOHT found to have germline mutations, even 
without prior family history of disease.



Clinical behavior and treatment

• SCCOHT is a highly aggressive tumor. 

• Extraovarian spread is seen in approximately half of the 
cases. Lymph node metastasis is present in 19/34 
(55.8%) cases. 

• Tumor stage remains the mainstay in the assessment 
of prognosis. 

• Young et al. reported that one third patients (14/42) at FIGO 
(International Federation of Gynecology and Obstetrics) stage 
Ia survived free of disease 1-13 years after surgery whereas 
almost all patients at an advanced stage died of disease.



Clinical behavior and treatment

• The rarity of SCCOHT limits the implementation of 
randomized clinical trial. 

• no consensus of the standard treatment

• Recent data have indicated that a multi-modality 
treatment approach consisting of surgery, high dose 
multi-agent chemotherapy with possible stem cell 
transplantation and radiotherapy is an attractive 
treatment option for the SCCOHT patients



References

• 1. Dickersin GR, Kline IW, Scully RE. Small cell carcinoma of 
the ovary with hypercalcemia, a report of eleven 
cases. Cancer. 1982;49:188-97

• 2. Young RH, Oliva E, Scully RE. Small cell carcinoma of the 
ovary.; hypercalcemic type. A clinicopathological analysis 
of 150 cases. Am J Surg Pathol. 1994;18:1102-16



22-0604 

John Higgins; Stanford

60ish M who underwent liver transplant 1 year ago. He now 
presents with dysphagia and abdominal pain. He was found to 

have duodenitis. Duodenal bx submitted.















Diagnosis:
Strongyloides stercoralis





Intestinal Strongyloidiasis
Recognition, Management, and Determinants of Outcome
Concha, Ronald MD*; Harrington, William Jr MD†; Rogers, Arvey I MD, FACP‡







Additional clinical history

• Born in Mexico but lived in US x 30 years. Visits Mexico annually but mostly stays in the city

• Hx Quantiferon positive. No evid at that time for active TB. Had three culture-negative 
induced sputums, then started on INH/B6. 

• Developed biliary cast syndrome, strictures s/p OLT. Multiple stents placed.

• Latent syphilis of unknown duration treated Nov/Dec 2020 with 4 doses of pen G 

• Strongyloides stercoralis Antibody IgG NEGATIVE (in 2019 at time of transplant)

• No history of eosinophilia

• Treatment
• Ivermectin 12 mg/day
• Albendazole 400mg PO BID

• Anticipate 14 day course of therapy from time of negative strongy stool cultures

• Additional evaluation after biopsy result
• Stool culture – positive for S. stercoralis
• Stool Helminthic ova and larvae – positive for S. stercoralis
• Strongyloides IgG antibody – positive
• HTLV-1 antibody – result unknown



Repeat biopsy 30d 
later



Differential diagnosis

• Viral infection – intense basophilia of ovary may mimic a 
viral inclusion

• Histoplasma capsulatum – transverse section of 
filariform larva may mimic macrophage with intracellular 
H. capsulatum organisms

• Eosinophilic gastroenteritis – always look for 
Strongyloides before making this diagnosis

• Chronic inflammatory bowel disease 
• large number of eos, LP neutrophils without cryptitits
• High penalty misdiagnosis – 40% mortality

• Capillaria philippinensis – looks like Stronglyoides but 
acquired from eating undercooked seafood but probably 
will respond to same therapy

CMV
?

Histoplasma?



Diagnosis

• No role for endoscopy in diagnosis

• Serum testing by ELISA

• Stool O&P
• Low sensitivity with 25-50% false negative rate

• 7 or more samples to yield 90% sensitivity

• Duodenal fluid aspirate – most accurate



Take home points

• Infection occurs from skin exposure to soil contaminated with feces 
(human or dog), e.g. in tropics or southeastern US

• Adult worms, larvae and eggs may all be seen in tissue

• Hyperinfection occurs with immunosuppression and may be 
overwhelming but autoinfection also occurs in asymptomatic 
patients in whom the disease may persist for decades after residence 
in an endemic area



22-0605 

Cindy Wang/John Higgins; Stanford

70ish M with anemia. Colon bx submitted.











22-0605 
Cindy Wang/John Higgins; Stanford

https://pathpresenter.net/public/presentation/display?token=567ef177

https://pathpresenter.net/public/presentation/display?token=567ef177


Colonoscopy Findings

• Diffuse moderate inflammation was found 
in the entire examined colon secondary to 
colitis. 

• Many polyps in the entire colon.

• Severe diverticulosis in the sigmoid colon. 



Strongyloides 
filariform larvae

• Invades into mucosa  elicit 
an eosinophil-rich 
inflammatory response

• Localized eosinophilic 
infiltrates  larvae commonly 
found in eosinophilic 
abscesses

• Severe disease may progress to 
ulceration and perforation



Chronic 
Strongyloides 
colitis

• Literature review of 25 cases 
of Strongyloides colitis cases 
revealed a 52% misdiagnosis 
rate and a 39% mortality rate 
in the setting of misdiagnosis

• Ulcerative colitis was the 
diagnosis rendered in 38.5% 
of the misdiagnosed cases

• Crohn's disease accounts for 
7.7% of misdiagnoses



Strongyloides colitis as mimic of IBD

• Clues pointing towards strongyloides colitis
• Skip lesions 

• magnitude of crypt architecture distortion is milder

• Histological changes attenuates distally (reverse of UC)

• inflammation commonly extends into the submucosa and can be transmural

• microabscesses tend to form in the lamina propria instead of crypts

• eosinophil-rich inflammation with eosinophilic microabscesses or 
eosinophilic granulomas

• Treatment is effective  antiparasitic and removal of 
immunosuppressants (ie. Steroids)

• IBD is treated with corticosteroids, which has been proven to be the 
leading risk factor for the most severe forms of strongyloidiasis



Review of Our Case

• Endoscopic diffuse 
inflammation with 
pseudopolyps 

• Histologic changes of 
chronic colitis 



Review of Our Case

• Endoscopic diffuse 
inflammation with 
pseudopolyps 

• Histologic changes of 
chronic colitis and 
pseudopolyps



Review of Our Case

• Endoscopic diffuse 
inflammation with 
pseudopolyps 

• Histologic changes of 
chronic colitis and 
pseudopolyps

• Eosinophil rich with 
eosinophilic microabscess

• Larvae usually found in 
eosinophilic microabscess



Strongyloides colitis as mimic of IBD

• Treatment is effective  antiparasitic and removal of 
immunosuppressants (ie. Steroids)

• IBD is treated with steroids  leading risk factor for the most severe 
forms of strongyloidiasis



Thank You!
Questions
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22-0606

Ruobin Wu/Linlin Wang; UCSF

Previously-healthy young girl presents with firm subcutaneous 
nodules on neck, torso and legs. During workup, found to have 

pancytopenia (WBC 3.5/Hgb 9.8/Plt 68).















CD3



TdT



Marrow aspirate







CD8 CD4

CD7 CD5



CD56TIA1

PAX5 CD34



Ancillary studies

• Flow cytometry (skin): No immunophenotypically abnormal cell 
population and no immature B-cell population identified in a limited 
viability sample (1% viability).

• T-cell receptor gene rearrangement: Positive



Flow cytometry (BM)

• B lymphoblastic leukemia/lymphoma

• No abnormal T-cell population

Comment: B lymphoid blasts accounted for 22% of total 
events and expressed CD10, CD19, weak CD22, CD38, 
and variable HLA-DR with cytoplasmic expression of 
variable CD22, CD79a, and TdT and without co-
expression of surface Ig, CD20, MPO, other myeloid 
antigens, or T-cell antigens. A small subset of blasts 
expressed CD34 (8% of blasts). 



Diagnosis

• Subcutaneous panniculitis-like T-cell lymphoma 

• B- lymphoblastic leukemia/lymphoma



Subcutaneous panniculitis-like T-cell lymphoma (SPTCL) 

• Rare, cytotoxic T-cell lymphoma expressing alpha/beta TCR phenotype.

• Most common in young adults, can occur at a wide age range. 

• Multiple subcutaneous lesions and may also have systemic symptoms and/or 
laboratory abnormalities such as cytopenias. 

• The overall 5-year median survival is approximately 80%, although the 
prognosis is poor if associated with a hemophagocytic syndrome.

• Histology: Subcutaneous involvement, fat rimming, karyorrhexis, necrosis, 
CD8+, TIA1/Granzyme B/Perforin+, Beta F1+, CD56-

• Differential: Primary cutaneous gamma delta T-cell lymphomas; 

Lupus panniculitis





Next Generation Sequencing (UCSF500)

Bone marrow

Skin

Buccal swab





What happened to the patient?

• Initiated on B-ALL regimen, AALL0932 
protocol (5/2018-7/2020)

• In remission for B-ALL

• Skin lesion not present

• 22 month off therapy now



22-0607

Ankur Sangoi; El Camino Hospital

Middle-aged M presents with hematuria. Cystoscopy showed 
blue light positive bladder lesions, bx submitted. 













DDx

• Urothelial carcinoma in situ

• Urothelial dysplasia

• Reactive urothelial atypia

• Radiation/chemotherapy effect

• BCG/mitomycin-associated atypia

• BK viral cytopathic atypia







FINAL DX

Urothelial carcinoma in situ

IHC:

CK20 positive

p53 aberrant (“null phenotype”)

CD44 negative



















TAKE HOME POINTS

• Use IHC for flat lesions cautiously when 

morphology is problematic

• CK20 & p53 probably best; CD44 optional

– CIS PATTERN: CK20+, p53+ or null, CD44-

***described pattern of p53 ~GYNpath cases!***

• Check h/o prior chemo

– Can induce p53 IHC changes



22-0608

Ankur Sangoi; El Camino Hospital

Older F presents with bleeding. Endometrial bx showed rare 
atypical cells. TAH/BSO performed. Section of endometrial 

polyp submitted.





























DDx

• Endometrial polyp with by serous 

carcinoma

• Endometrial polyp with complex atypical 

hyperplasia

• Endometrial polyp with reactive atypia



ADD’L IHC NOT SHOWN

Lesional cells:

p16+

ER-

WT-

PTEN retained







Final Dx

• High grade serous carcinoma

– Arising from endometrial polyp

(p53 aberrant  diffuse cytoplasmic) 





TCGA Integrated Genomic Analysis 

of Endometrial Carcinoma



Proactive Molecular Risk Classifier for 

Endometrial Cancer (ProMisE)















TAKE HOME POINTS

• When employing p53 IHC in assessment 

of GYN carcinoma:

– Important to specify staining pattern beyond 

just “positive” or “negative”

– Consider using “abnormal” or “aberrant’ or 

“mutant”

• Further clarify p53 IHC pattern as: overexpression, 

null, cytoplasmic



22-0609
Direct links to scanned slides:

Ankur Sangoi; El Camino Hospital
Middle aged F presents with 2.5cm right middle lobe lung mass. Prior attempted 

FNA non-diagnostic. Lobectomy performed. Sections of grossly found 1cm tubular 
structure near pleural somewhat away from tumor.





















DDx

• Parasitic lung infection

• Cystic granulomatous tuberculosis

• Autoimmune-related granulomas

• Extracellular mucin

• Bullous emphysema

• Biopsy site change







DDx

• Parasitic lung infection

• Cystic granulomatous tuberculosis

• Autoimmune-related granulomas

• Extracellular mucin

• Bullous emphysema

• Biopsy site change

– Talc pleurodesis?

– Pleural filler?



FINAL DX

• Pleural changes consistent with 

pleural sealant used during prior bx





Annabi N et al. Engineering a highly elastic human protein-based sealant for surgical applications. Sci Transl Med. 

2017 Oct 4;9(410):eaai7466.









TAKE HOME POINTS

• In cases with funny pseudocysts 

(intra/peri-tumoral or pleural) with 

luminal wispy basophilic webs

– Consider pleural sealant (“pleural plug”) from 

prior bx

• Done to prevent pneumothorax (up to 20% of 

transthoracic needle biopsy)

– occasionally but infrequently can affect 

staging



22-0610
Direct links to scanned slides:

Ankur Sangoi; El Camino Hospital
Middle aged M presents with epididymitis. Epididymis excision submitted.























DDx

• BENIGN

– Prior chemo/XRT?

– Normal variant histology for epididymis?

• MALIGNANT

– GCNIS colonizing epididymis?

– Urothelial CIS colonizing epididymis?

– Metastasis?









TAKE HOME POINTS

• Variations in epididymal morphology 

common

– Be aware of nuclear atypia!


