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; Gl path and ID path)
22-0605:Strongyloidegcolon; Gl path and ID path)

22-0606: subcutaneous panniculdige T-cell ymphoma an@-lymphoblastic
leukemia/lymphoma (bonenarrow; heme path)

22-0607: null pattern p53 urothelial CIS (bladder; GU path)

22-0608: cytoplasmic pattern p53 endometrial serous carcinoma (uterus; GU pa
22-0609: hydrogel pleural sealant (lung; lung path)

22-6010: benign nuclear atypia of epididymis (epididymis; GU path)



22-0001

22-0401¢ Emily Chan; UCSF

40ish M with urinary retention and enlarged prostate,
PSA=2Standard 1zor prostate biopsies all showed
similar findings.



























40-ish man with urinary retention
and enlarged prostate. PSA 2.
Standard 12 core prostate biopsies

all showed similar findings.

Emily Chan
UCSF
South Bay Pathology Society Monthly Meeting
June 6, 2022

Acknowledgements:
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Differential diagnosis

AProstatic adenocarcinoma, Gleason score 5+5=10
AUrothelial carcinoma

ANeuroendocrine carcinoma

Aa SOl adglara FTNRYXKKK
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Other negative IHC 9

APankeratin
ACK7
ACK20
AP40
APSA

ASynaptophysin,
chromogranin, INSM1



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

Additional negative stains:
ADesminmyoD myogenin
AS100, SOX10

AERG

ACD99

ACDA45







What about a germ cell tumor??

AYoung patient
AMale

ALow PSA

AKeratin negative
AClearish cytoplasm
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Diagnosis: Malignant Germ
Cell Tumor Consistent with
Seminoma



Seminoma in the prostate

ACan be primary or metastatic, both very rare

APrimary thought to arise from germ cells sequestered in
prostate during migration from yolk sac to gonadal ridge

A Less likely: Transformation of pluripotent stem cells within the
prostate

AMetastatic via retrograde migration through lymphatics
from primary testicular GCT

A Check the testis
ASerum markers to r/o mixed germ cell tumor



Patient follow up:

AAFP 4.5 HCG 1

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

AStarted BEP with improved urinary obstructive
symptoms after two cycles

ANGS sequencing of tumor reveale®@mutation



Integrated Molecular Characterization
of Testicular Germ Cell Tumors Cell Reports 2018
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Histology
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B KITWT

' KIT mutated

Subset of pure seminomas (35%) definedKbmutation



KIFTmutated Seminomas

AKIT signaling mediates proliferation/apoptotic
pathways required for spermatogenesis

AKIT mutations enriched in and exclusive to
seminomas amongst GCT

APossibly locks seminoma cells into a primordial germ
celtlike state
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Lymphocytic Infiltration

KITmutated tumors shownore extensive
lymphocytianfiltration and lack of DNA methylation
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Take home points:

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

AConsider seminoma in younger patients, low PSA

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



22-0602

AngusToland Inma Cobos Stanford

40ish F with right parietoccipital duralbased mass.
Resection submitted.



History

A45-yearold woman with a right parietoccipitalduratbased mass
(consult case; no imaging)



























Meningioma

AMost common primary intracranial neoplasm in adults
Alncreased incidence in females (2.3:1 F:M)
AMedian age of diagnosis=66 years

ANF2gene mutations present in 460% of cases
A Syndromic patients present earlier in life

APrior radiation increases risk of development

A13 histologic subtypes, 4 with grading implications
AMitotic activity, brain invasion, and additional "soft" histologic features

ANew molecular criteriaCDKN2A/Biomozygous deletion ORERpromoter
mutation=grade 3



WHO GRADE |

Meningothelial

Fibrous Microcystic
iti Secretory
Transitional _
Psammomatous Metaplastic
Lymphoplasmacyteich

Angiomatous
WHO GRADE I
HISTOLOGIC FEATURES
xn FYR Xmd YAdG2aSa Ay wmn |tcC
Brain parenchyma invasion

At least 3 of 5: HISTOLOGIC SUBTYPES
Sheeting architecture Clear Cell
Small cell change Chordoid

Hypercellularity
Spontaneous necrosis
Prominent nucleoli

WHO GRADE Il
HISTOLOGIC_{FEA]’L{RvEs HISTOLOGIC SUBTYPEST MOLECULAR .
XHN YAuz2aSa Ay wmn Tt Rhabdoid ERT promoter mutation
Frank malignant (sarcoma, carcinoma, or melanoma) Papillary CDKN2A/B homozygous

histology deletion












Lymphoplasmacytach meningioma

ARare histologic subtype with no specific grading implications
A Significance of inflammation is unknown

AF:M~1:1, mean age ~45
AMeningioma and histologic features may be difficult to identify
AHistologic grading criteria still apply

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

Alncreased IgG4+ cells may be present
AMeningothelial cells EMA and SSTR2A+

ADifferential may include lymphoproliferative disease,
plasmacytomalgG4related disease, RosBiorfman
diseasepachymeningitis, and infectious

AlInflammatory conditions may induce meningothelial hyperplasia
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Atypical Angiomatous Feature and an Increased Deposition of IgG4
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22-0603

CarolineTemming Santa Clara Valley Medical Center

30ish GOPO0O0 who presented with abdominal pain, nausea, vomiting
and poor PO intake was found to have 13cm heterogenous adnexal
mass. Right ovary submitted.
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Clinical history

A30(sh) year old GOP0000 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.

ATransferred to gymncservice, taken to OR 2/8/22.















ASmall round blue cell tumor.

ADifferential:
ASmall cell carcinoma, hypercalcemic type
ALymphoma
AGranulosa cell tumor



WT1 immunohistochemistry




Additional stains

ASynaptophysin: rare, dot like positivity
AChromogranin: negative

AP53: patchy, wildype

ACD45: negative

ACD10: negative

ACKAE1/AE3: rare positive cells
AEMA: negative

Alnhibin: negative

AS100: negative

ACAM5.2: negative
ABRG1(SMARCAA4): complete loss of expression



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

Alnitially described by Dr. Robert Scully 1982
ARare: represents less than 0.01% of all ovarian malignancies

ATwo distinct clinical features:
AFirst, 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.

A Second, preoperative calcium levels are elevated in about 62%
patients. Thus, the term Ahypercal cen
to distinguish it from ovarian small cell carcinoma of the
pulmonary type (SCCOPT), a high grade neuroendocrine
carcinoma

AGenetic inactivation of members of the SWI/SNF complex, including BRG
1(SMARCA4) or more rarelyi{NBEMARCB1) is the defining molecular event.

A50% of patients with SCCOHT found to have germline mutations, even
without prior family history of disease.



Clinical behavior and treatment

ASCCOHT is a highly aggressive  tumor.

AExtraovarian spread is seen in approximately half of the
cases. Lymph node metastasis is present in 19/34

(55.8%) cases.

ATumor stage remains the mainstay in the assessment
of prognosis.
AYoung et al. reported that one third patients (14/42) at FIGO
(International Federation of Gynecology and Obstetrics) stage

la survived free of disease 1  -13 years after surgery whereas
almost all patients at an advanced stage died of disease.



Clinical behavior and treatment

AThe rarity of SCCOHT limits the implementation of
randomized clinical trial.

Ano consensus of the standard treatment

ARecent 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

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

A2. Young RH, Oliva E, Scully RE. Small cell carcinoma of the
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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:
Strongyloidestercoralis



Strongyloides stercoralis

Free-Living Cycle Parasitic Cycle

o The filariform larvae migrate by various
pathways to the small intestine where they
become adults.

Infective filariform larvae
penetrate the intact skin of
the definitive host.

Rhabditiform

larvae develop

into filariform (L3)

larvae. Parasitic adult

female in small
M intestine

Rhabditiform Autoinfection:
larvae hatch from Rhabditiform larvae in
embryonated eggs.

large intestine become

filariform, penetrate

intestinal mucosa (or

perianal skin) and

migrate to other
organs.

/e Eggs deposited in intestinal mucosa.

Rhabditiform larvae hatch and migrate
to intestinal lumen.

9 Eggsare produced\ B

by fertilized
female worms.

Rhabditiform larvae
in the intestine are
excreted in stool.

e Development
into free-living @ Infective stage

ODPDX adult worms.
4 Diagnostic stage




Intestinal Strongyloidiasis

Recognition, Management, and Determinants of Outcome
Concha, Ronald MPHarrington, William Jr MDRogersArveyl MD, FACP

TABLE 1. Strongyloidiasis: Classification and Definition of Syndromes

Intestinal strongyloidiasis: Strongylodiasis infection with presence of the adult parasite in the intestinal tract.
The ability to establish an autoinfection cycle may lead to chronic infection (carrier).

Hyperinfection syndrome: Increase in parasite burden due to acceleration of autinfection cycle without an

accompanying spread of larvae outside the usual migration pattern. Severe gastrointestinal tract and pulmonary
symptoms are commonly seen.

Disseminated strongyloidiasis: Systemic spread of invasive filariform larvae to sites outside their normal migration
pattern with extensive invasion to virtually every organ. While dissemination implies coexisting hyperinfection,
hyperinfection can occur without dissemination.

J Clin Gastroenterol 2005;39:203-211
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Additional clinical history

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

A Hx Quantiferon positive. Nevidat that time for active TB. Had three cultunegative
inducedsputums then started on INH/B6.

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

A Latent syphilis of unknown duration treated Nov/Dec 2020 with 4 doses of pen G
A Strongyloides stercoralis Antibody IgSEGATIVE (in 2019 at time of transplant)

A No history of eosinophilia

A Treatment
A Ivermectin 12 mg/day

A Albendazole 400mg PO BID
A Anticipate 14 day course of therapy from time of negastrengystool cultures

A Additional evaluation after biopsy result
A Stool cultureg positive for S. stercoralis
A Stool Helminthic ova and larvaepositive for S. stercoralis
A Strongyloides 1gG antibodypositive
A HTLVL antibodyc result unknown



Repeat biopsy 30d

later




Differential diagnosis

AViral infectiong intense basophilia of ovary may mimic AN
viral inclusion ’

AHistoplasma capsulatumtransverse section of s
filariform larva may mimic macrophage with intracellulamg! % CMV
H. capsulatum organisms N : \ n ? |
A Eosinophilic gastroenteritis always look for 7l .g"' T X " YRR
Strongyloidedefore making this diagnosis -. éé - .
AChronic inflammatory bowel disease T £e 5o o b
A large number okos LP neutrophils withoutryptitits © S i el
A High penalty misdiagnosis40% mortality G R % ~ "

A Capillarigphilippinensis; looks likeStronglyoidesut
acquired from eating undercooked seafood but probably

will respond to same therapy & .4 2 B

=
Histoplasma?s *

TR

-~ - 0N



Diagnosis

ANo role for endoscopy in diagnosis
ASerum testing by ELISA

AStool O&P

ALow sensitivity with 250% false negative rate
A7 or more samples to yield 90% sensitivity

ADuodenal fluid aspirate most accurate



Take home points

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

AAdult worms, larvae and eggs may all be seen in tissue

AHyperinfectionoccurs 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.
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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

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

A Many polyps in the entire colon.

A Severe diverticulosis in the sigmoid colon.

B Transverse Colon : E Transverse Colon :
Muitiple Polyps *Inflammation, Single
Polyp

A MIEANE

Sigmoid Colon : Descending Colon :
*Inflammation *Inflammation



Strongyloides
filariform larvae

Alnvades into mucosa A elicit
an eosinophil-rich
inflammatory response

A Localized eosinophilic
infiltrates A larvae commonly
found in eosinophilic
abscesses

A Severe disease may progress to
ulceration and perforation




Strongyloides colitis is a lethal mimic of ulcerative colitis:
the key morphologic differential diagnosis

Zhenhong Qu MD, PhD*, Uma R. Kundu MD*,
Rania A. Abadeer MD*, Audrey Wanger PhD

Strongyloides
colitis

A Literature review of 25 cases
of Strongyloides colitis cases
revealed a 52% misdiagnosis
rate and a39% mortality rate
in the setting of misdiagnosis

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

A Crohn's disease accounts for
7.7% of misdiagnoses

Table 1  Summary of clinical und pathologic festures

Incidence Referenoe
(%) "
Clinieal features
Malo/formale rAR K]

Median/mean 61599 £ 106
nge {y)

Age mange (v) 18-83
Penpheral 1219 (63.2%)
eosmophilia

Steroid therapy 17723 (73.9%)

Initial 1325 (52.0%)
misdingnosis "

UC as initsal 513 (38.5%)
dingnosis

Montality rate 9723 (39.1%)
Morphelogic features

Right colon T8 (38.9%)
Left colon 118 (3.5%)
Pancolitis 119 (52.6%)

Mucosal ulcer 17725 (68.0%)

Fosmophilic 7723 (304%)
microahscess

"Granulomas" 11125 (44.0%)
described

Larvae in tissue 2424 (100%)

Larvac/ova V19 (52.6%)
m stool

[K.15-19.21,22.2%-31)

[13.15-18,20-22,
28-30.32,33]
(15-17,19,21 28,31-33)

[15.17,21.31]
[15-17,21,28,32.33]
(8,15,18-20)

(17)
[13-15.22,29-31,33)
[8,13,14,16,19,20.22,
29-32]

[8.14-16,22]

[8,13,15,2132,33]

[8,13-16,18,20,22,2931]

NOTE. Right colon mcladex cocum, ascending, nod proximal tremsverse
colon, left colon, segments distal to the ransverse colon

* The d Y ondy the

her of cases with

svailnble mionmaton.

" Initial dingocses other than Stromgploides cobitis

Human Pathology (2009) 40, 572-577



Strongyloides colitis as mimic of IBD

AClues pointing towardstrongyloidescolitis
A Skip lesions
Amagnitude of crypt architecture distortion is milder
AHistological changes attenuates distally (reverse of UC)
Ainflammation commonly extends into the submucosa and can be transmural
Amicroabscesses tend to form in the lamina propria instead of crypts

Aeosinophilrich inflammation with eosinophilic microabscesses or
eosinophilic granulomas

ATreatment is effectivéd antiparasitic and removal of
Immunosuppressantsd. Steroids)

AIBD 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

A Endoscopic diffuse
inflammation with
pseudopolyps

A Histologic changes of
chronic colitis




Review of Our Case

A Endoscopic diffuse
inflammation with
pseudopolyps

A Histologic changes of
chronic colitis and
pseudopolyps




Review of Our Case

A Endoscopic diffuse
inflammation with
pseudopolyps

A Histologic changes of
chronic colitis and
pseudopolyps

A Eosinophil rich with
eosinophilic microabscess

A Larvae usually found in
eosinophilic microabscess




Strongyloides colitis as mimic of IBD

ATreatment is effectivédy antiparasitic and removal of
Immunosuppressantsd. Steroids)

AIBD is treated with steroidg leading risk factor for the most severe
forms of strongyloidiasis



Thank You!

Questions
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22-0606

RuobinWu/LinlinWang; UCSF

Previouslyhealthy young girl presents with firm subcutaneous
nodules on neck, torso and legs. During workup, found to have
pancytopenia (WBC 3.5/Hgb 98168).
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