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21-0704:

path]

21-0705:

path]

21-0706:
21-0707:

JULY 2021 DIAGNOSIS LIST

metastatic neuroendocrine tumor (ACTH secreting) [breast/breast patl
interstitial cystitis with clonal-Bell expansion [bladdehemepath&GU

periductal stromal tumor/sarcoma [breast/breast path]
clear cell hidradenoma like tumor [lymph nodeYmpath& soft tissue

FSGS, collapsing glomerulopathy, COVID related [kidney/med kidney

COVID related thrombosis [kidney/med kidney path]
metastatic meningioma [liver/Gl path]



21-0/701

Megan Troxell Stanford

35yearold F with breast lesion; needle biopsy
benign; lumpectomy performed.
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A Negative Normal ductﬂ

internal
I Breast stains control

A ER, GATA3, BRST2, Mammaglobin
i TTF1
I CDX2
A Positive
I ACTHsynaptq chromogranin
I keratin
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A Breast lesion discovered in workup for source
of ACTH

[.dzi OGKS LI} O0Kz2f23Aa0 RA

A started therapy for TNBC
AUnknown origin; likely lung/mediastinal

I Clues:
ANeuroendocrine morphology, r/o metastasis!
AER and other breast markers reliable for breast NE
A Extensive LVI






Table 6

Immunohistochemistry in metastatic well differentiated neuroendocrine carcino-
ma, versus primary breast carcinoma with neuroendocrine differentiation, com-
piled from the literature '#:5%102-104,

Stain Breast primary Metastatic GI° Metastatic Lung
Estrogen Receptor 88/92 (96%) 2/17 (12%) 2/9 (22%)
Progesterone Receptor 56/78 (82%) 0/17 (0%) 1/9 (11%)
GCDFP—15 24/56 (43%) 0/10 (0%) 0/5 (0%)
Mammaglobin 26/56 (46%) 0/10 (0%) 0/5 (0%)

GATA3 32/32 (100%) 0/14 (0%)

CDX?2 0/40 (0%) 16/16 (100%)*  0/4 (0%)

TTF-1 0/47 (0%)" 0/10 (0%) 6/11 (55%)

CK7 37/49 (92%) 0/10 (0%) 3/5 (60%)

CK20 0/40 (0%) 0/10 (0%) 0/5 (0%)

LT b9 9wbbb L R2Yy Qi ySOS.

Troxell ML. Seminars in Diagnostic Pathology. 2017;3¢9579



21-0702

Charles Lombard, El Camino Hospital

42-yearold M history of Henoch Schonlein Purpura
YR Ll2aaAotS / NEBKyQa RAaAaSI
discomfort and bladder lesions.
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Hunnertype interstitial cystitis
with clonal Bcell expansion

Reference:

al SRI Huinerkype Yclassic) interstitial cystitis: A

distinct inflammatory disorder characterized pgncystitis

with frequent expansion of clonal B cells and epithelial

RSY dzRI A 2y ®€ t [ h{ 2YS HAMPT MmJ



ORIGINAL ARTICLE

Monotypic Plasma Cell Proliferation of Uncertain Clinical
Significance Mimicking Interstitial Cystitis
An Early Lesion of MALT Lymphoma?

Ana Cristina Vargas PhD, FRCPA*7} Ivan Burchett, FRCPA*§|| Jennifer Turner, FRCPA*||
Warick Delprado, FRCPA* Ross Brookwell PhD, AFRCPAY Venu Chalasani MD,}
Anthony J. Gill MD, FRCPA,1}# and Fiona M. Maclean, FRCPA*¥||

AJSP 2021:45(6):8538



Interstitial cystitis

A Term introduced by Dr. Alexander Skene in
1887

A Dr. GuyHunnerdescribed the symptom
complex of bladder pain and theystoscopic
dHunnerdzf OSNEX AY wMdpmp P

A Currently interstitial cystitis/bladder pain

syndrome Is regarded as a disease complex
with varying etiologies/pathogenesis.



Hunnertype (classic) interstitial cystitis
Japanese series

A This is the only clinically relevant and proven
phenotype and iIs regarded as a distinct entity

I Lymphoplasmacytimflammation

AUp to 30% with monotypic plasma cells
I 15 males; 11 femalesAvgage: 73

AUp to 10% with 1gG4 phenotype
I Increased numbers of mast cells
I Hypervascularity
I Epithelial denudation



AJSP Series from Australia

A Urinary bladder biopsies in which MALT waddix

I 22 cases of Monotypic plasma cell proliferation of
uncertain significance IgA+ 64%, IgM+ 23%
A 6 with amyloid deposits
I No mass lesions; No systemic lymphoma
I No evidence of progressive disease

I Symptomsnimickinterstitial cystitis/bladder pain
syndrome

I Males 73%; median age 73
A ?? Early form of plasma cell neoplasm vs MALT vs

clonal expansion of plasma cells in chronic
Inflammatory background



|IC has a strong link to autoimmunity

A At least 50% of patients with IC can are found to
have a variety of autoantibodies.

A IC is associated with a variety of other
autoimmune diseases

i { 22 3ydindrosi RA, SLE, autoimmune thyroiditis.
I 2-3% with/ NP KdyseaSeaor UC
A 1C has been successfully treated with a variety of
treatments used for autoimmune disorders
I Cyclosporine and corticosteroids
| Certoizumab



Models of disease

A Animal models of IC have been reported by
iInducing autoimmune reactions to the
urothelial mucosa through a variety of
techniques



Clonal expansion of plasma cells

A On pathologic/histologic grounds difficult to
r/o an early MALT lymphoma

A There are arguments against this
interpretation:

I There is no epidemiologic evidence to suggest an
association between IC and lymphoma

I Evolution to MALT lymphoma has not been seen
In large clinics following these patients

I Itis thought to represent a local immune reaction
with selection of a specific clone of B cells.



Other examples of clonal expansions

A Synovium of pts with RA

A Liver inpt with 1gG4 associated cholangitis
A Salivary glandnyoepithelialsialadenitis

A CSF in MS patients

A Gastric helicobacter infections

A EBV associated disease



Chronic inflammatory conditions and

clonal expansions

A Chronic inflammation whether from chronic
autoimmune disease or chronic viral infections could
amplify B cell activation processes by inhibiting
apoptotic activity thereby leading to longer survival of
B cell subsets.

A Understanding how B cell receptor activation is
maintained and which check points are at risk for beinc
deregulated thereby leading to persistent activation
may be important in understanding why some of these
expansions become malignant.

A ReferenceFerraccciolandTolussY G LYy FSOUOA2yaz . OStf NBOSLII 2NJI |
Autoimunity Reviews 2007;7: 10913.



The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

NEJM 2021:384: 203%P.
May 27,2021

Dan L. Longo, M.D., Editor

Somatic Mutations in “Benign” Disease

Satu Mustjoki, M.D., and Neal S. Young, M.D.



Somatic mutations in benign disease

A Mutations arise throughout life from embryogenesis
through adult life

A ClonalityhA & | TSI Gdz2NBS 27F OF yOSI
A Clonalityis also common in healthy organs.

CHIP (mutations are ubiquitous in young; clones tiny)

MPN driver mutations (JAK2 V617F,DNMT3A, and TET2) may
arise in first several postygotic divisions

Clonal expansion/organization of Colonic crypts, esophagus

Clones with cancer driver mutations in normal skin,
endometrium, pancreas, bronchial epithelium, bladder and

prostate

A Clones expand in adaptation to the environment



Summary

A Current thinking underestimates the role of
somatic mutations in human disease

A The pathophysiology of these mutations can
iInform diagnosis, classification, and
monitoring of many nonmalignant diseases.

A Identification of these mutations and the
conditions that lead to their expansion can
lead to new therapies.



21-0703

BenDulken'Gregory Bean; Stanford

20-yearold F with L4Fraumeni syndrome, with
history of borderline phyllodes tumor and DCIS.



History

A20Y female

AHistory of excision of borderline phyllodes tumor with
small focus of DCIS.

AHistory of osteosarcoma of the humerus s/p resection
and radiation at age 13.

AUndergoing bilateral mastectomy.

ASeveral targeted lesions in bilateral breasts by
Imaging.
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Infiltrative lesion in the left breast
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Differential Diagnosis

APhyllodes tumor
APeriductal stromal tumor
AMetaplastic carcinoma

Less likely:

Alnflammatory myofibroblastic tumor
ARhabdomyosarcoma

AMalignant peripheral nerve sheath tumor
ALeiomyosarcoma

ASolitary fibrous tumor

AFibromatosis
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