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SB 6251

JonathanLavezédHannes Vogel/Don Born; Stanford

31-yearold female with 3week h/o progressive bilateral leg
weakness, numbness, and tingling with an associated 1.5yr h/o
episodic thoracic rib pain. MRI shows 4.8cm intradural
extramedullary enhancing mass extending fromTI/s
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Negative

CKMIX
SOX10
PAXY
MYOGENIN
MYOD1
CD34
CD117
C123
CD56
CD138
CHROMO
SYNAPTO



MYELOID SARCOMAATURES

ADefined as a tumor mass consisting of myeloid
blasts at an anatomical site other than bone
marrow

AM:F-1.2:1, median age 56 (1mo to 89yr)

ASame etiology as AML and other myeloid
neoplasms (MDS, MPN)

AAbsence of underlying AML or other myeloid
neoplasm in approximately one quarter

ADetection of AML/other should be considered
equivalent of a diagnosis of AML



MYELOID SARCOWA
IHC CHARACTERIZATIC

APromyelocyticases lack CD34 afdT but express
MPO and CD15

AMyelomonocyticare homogeneously positive for
CD68 with MPO and CD68 (or CD163 confined to
distincCD34 negative subpopulations

AMonoblasticvariant expresses CD68 and CD163 but
lacks MPO and CD34

ARare erythroidmegakaryoblastigariants and foci
of plasmacytoiddendritic cell differentiation




MYELOID SARCONMPREATMENT

A5 year survival for patients treated with allogenic
bone marrow transplantation 47%

ARadiotherapy and surgery sometimes used upfront
In patients who need tumodebulkingor rapid
symptom relief

AOur Patient:
A Subtotal resection
ADischarged to Rehab
ANo further followup to date
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Ankur Sangol; EI Camino Hospital

/2-yearold male with seminal vesicle
biopsy No otherhistory provided.



























DDX

A Grade group 5 prostatic adenocarcinoma
I Grade 4+5 vs 5+4

Aitreatedo prostatic a
A Plasmacytoid urothelial carcinoma

A Signet ring adenocarcinoma
I Direct invasion (bladder/colon) vs metastasis

ALymphoma



A Patient had history of Grade 4+4
prostate cancer one year ago

I High clinical/radiographic stage

I Has been on androgen-deprivation therapy
(ADT)



Non-surgical treatments for

prostate cancer

A Androgen-deprivation therapy (ADT)

I Typically reserved for high-risk locally or systemically
advanced disease not amenable to curative surgery

I LHRH agonists/antagonists, cytochrome p450 inhib
A Maximum androgen blockage

T 5a-reductase inhibitors
AAmi l dero form of ADT

A Radiation therapy (RT); ablative therapy

I Can be used as primary therapy with curative intent for
low-intermediate risk disease

A Chemotherapy & immune-based therapy
I Used for androgen-independent disease



PATHOLOGICAL CHANGES IN BENIGN AND MALIGNANT
PROSTATIC TISSUE FOLLOWING ANDROGEN
DEPRIVATION THERAPY

VICTOR F RFUTFR
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TABLE 1. Pathologic findings in normal
prostate and prostatic carcinoma following
androgen blockade

Stroma
Focal hypercellularity
Focal lymphocytic/histiocytic infiltrate
Basal cell epithelium
Basal cell prominence
Basal cell hyperplasia
“Immature squamous metaplasia’™
Squamous metaplasia
Secretory acinar epithelium
Loss of hyperplastic glandular architecture
Cytoplasmic clearing
MNuclear pyknosis
Prostatic intraepithelial neoplasia (PIN)
Cytoplasmic clearing
Nuclear pyknosis
Loss of nucleolar prominence
Infiltrating prostatic adenocarcinoma
Cytoplasmic clearing
Nuclear pyknosis
Loss of nucleolar prominence
Loss of glandular architecture
Cytoplasmic vacuolization and mucinous degeneration




Take home points

AWhen encountering funny-looking
prostate cancer (and/or when only
seminal vesicles are biopsied)

I Inquire about prior therapy

Alftreated A DONO T GRADE TUMOR!

(OKAY to grade if tumor shows no obvious
treatment effect)



SB 6253
[scanned slide available]

Li LeiYiting Li/Megan Troxell Stanford

65-yearold female with bilateral breast masses,
right breast palpable mass measuring 9mm on
ultrasound, and left breast madike area
measuring 2mm on ultrasound.






.










- _ » :t~ ) : 4N l
o s EWYal g
-.i_\_f_\ L $ I

i - »- d‘_‘,‘,‘ - & N - -
. s & - . - i
< ol . - - \;‘a -
gy 4 e e N,

g N ¢ -
- -~

<~
-
v 3 -







Ancillary Studies

A Estrogen Receptor Expression: NEGATIVE (0%)
Progesterone Receptor ExpressiNEGATIVE (0%)
KI6 7 proliferative rate15-20%

HER2 by Immunohistochemistry:NEGATIVE (1+)
HER?2 Gene Status by FISH: NOTAMPLIFIED

Do To To o




Differential Diagnosis

A Infiltrating breast carcinoma
I Morphologicallyilow grade buttriple negative
I Multiplicity
I Lack of in situ lesions



Differential Diagnosis

A Infiltrating breast carcinoma

A Metastatic neoplasm

nitial presentation
History not given

Histologic or immunophenotypic overlap



AdditionallmmunohistochemistryVork-up

Positive Negative

A CK7 A GATA3

ATTF1 A BRST2 (GCDFP15)
A NapsinA A Androgen receptor
A Ecadherin A Thyroglobulin

A Synaptophysin



TTF1 (L)



TTF1 expression (SPT24) was detected In 2.4%
of breast carcinomagssas cases)

SchnittSJ, et al. AmdSurgPathol2010;34:1881



TTF1: TheChosen Clone Matters ?

Table 2. Performance of 8G7G3/1 and SPT24 clonal anti-
bodies in differentiating breast carcinoma and pulmonary
carcinoma

8G7G3/1 SPT24
Sensitivity 71.6% 70.7%
Specificity 99.9% 100%
Positive predictive value 99.3% 100%
Negative predictive value 95.0% 95.1%
Accuracy rate 95.5% 95.4%

Ni YB, Histopathology 2014;64: 5



Aberrant Expression dfapsinAin Breast
Carcinoma/Nith Apocrine FeatureSis cases)

VitkovskiT, et alint JSurgPathol 2016;24:377



GATA3A Multispecific BuPotentially UsefuMarker

TABLE 1. Expression of GATA3 in 2040 Epithelial Neoplasms

Positive/Total. n (%)

Tumor Type

Adrenocortical carcinoma 3/27 (11) Ovary, other carcinomas 0/25
Basal cell carcinoma. skin 61/62 (98) Pancreas. adenocarcinoma 23/62 (37)
1o skin adnexal tumors (see toxt) 24/24 (1 Pancreas. neuroendocrine tumor 0/15
Breast, ductal carcinoma, primary 164/179 (92) Prostate. adenocarcinoma 2/95 (2)

Breast. ductal carcinoma, metastatic 49/51 (96) Rectum. adenocarcinoma 0/27
Breast. lobular carcinoma 38/38 (100) Renal cell carcinoma. chromophobe 18/35 (51)
Colon, adenocarcinoma 2/142 (1) Renal oncocytoma 6/35 (17)
Endometrium. adenocarcinoma 6/89 (7) Renal cell carcinoma, other than chromophobe 3/154 (2
Gemn cell tumor, seminoma 0/76 Salivary gland, adenoid cystic carcinoma 5/17 (29)
Gem cell tumor, choriocarcinoma 11/11 (100) Salivary gland, ductal carcinoma 6/14 (43)
Gem cell tumor. endodermal sinus tumor 6/6 (100) Squamous cell carcinoma, skin 25/31 (81)
Gem cell tumor, pure embryonal carcinoma 0/5% (40) Squamous cell carcinoma, cervix 7/21 (33)
Liver, hepatocellular carcinoma 1/47 (2) Squamous cell carcinoma, larynx 8/36 (16)
_Liver cholangiocarcinoma 5/587.(9) Squamous cell carcinoma. lung 9/74 (12)
Lung, adenocarcinoma 6/71 (8) Stomach. adenocarcinoma 6/133 (5)
—Lung, small cell carcimomnma 030 Thymoma 0/41
Lung, carcinoid 0/11 Thyroid, papillary carcinoma 3/55 (5)
Small. intestine, carcinoid 0/18 Thyroid. follicular carcinoma 1/20 (5)
Malignant mesothelioma 37/64 (58) Thyroid, anaplastic carcinoma 1/11 (9)
Merkel cell carcinoma 0/4 Urothelial carcinoma. low grade 22/22 (100)
Ovary, serous carcinoma 4/73 (6) Urothelial carcinoma, high grade 27/32 (84)

Miettinen M, et al. AmJSurgPathol2014;38:13



Finaldiagnosis

A ADENOCARCINOMA, CONSISTENT WITH
METASTATIC PULMONARY ORIGIN



Followup

APET CT scan:
I 3.7cmright lower lobe spiculatethass
I mediastinal lymphadenopathy
I disseminatediver andbonemetastasis

ATreatedwith chemoradiation fosstage 4 lung
cancer; Alive dnonths after the diagnosis



Summary

A Tumors metastatic to the breast are far less
common than primary breast cancer

A 10-30% ofbreastmetastases may represent
the initial presentation oflisease

A Primary: contralateral breast,
hematolymphoid malignancies, melanoma,
lung cancer, ovarian serous carcinoma, etc.



HistologicFeatureof BreastMetastasis

A Unusual histology
A Lack of accompanying DCIS
A Lack of central elastosis desmoplasia

A Presence operiductalor perilobulargrowth
pattern

A Multiplicity
A Subcutaneous location

A Lack of calcificatiofor presenceof
psammomatousalcification)

A Abundantlymphangieticumor

Troxell MLSeminDiagnPathol 2017;34:47¢



Overlapping histologic patterns between
primary and metastatic breast tumors

A Micropapillary ovary, urothelial, lung
A Mucinous: colorectal, ovariyung

A Signet ring: gastric, colorectalasmacytoid
variant of urothelial carcinomaymphoma

A Single file infiltration: lymphoma

Troxell MLSeminDiagnPathol 2017;34:479
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Sharon Wu; EI Camino Hospital

64-yearold male presents with eosinophilia and
thrombocytopenia. Recent clinical encounters for diarrhe
and atrial fibrillation. Total IgE and tryptase are normal.
Vitamin B12 level 7179pg/mL (high), testing for strongyloi
and tuberculosis negative. CBC: Hgb 11t 418/ wbc 15.14
(neutrophils 7.2%, lymphs 10.4%, monos 3.3%, 182 %),
absS 2 T18.

Bone marrow aspirate/biopsy performed.



Clinical History

A 64-yearold man with eosinophilia and
thrombocytopenia.

A Recent clinical encounters for diarrhea and atrial
fibrillation

A Total IgE normal
A Tryptase normal
A Vitamin B12 level 7,178y/mL (H)

A Testing for strongyloides and tuberculosis
negative



CBC

Hgb 14.7 g/dL

Plt118 KuL

WBC 15.14 kiL
Neutrophils 7.2%
Lymphs 10.4%
Monos 3.2%
Eos 7/8.2%

Absoluteeos 11.8 KUL
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FISH

PDGFR&G12): 1GRA 1 GA

4912 Chr. 4
~640 KB ~530 KB ~560 KB
LSP CHIC2 LSP PDGFRA 3’

SCFD2  FIP1L1  SCFD2 CHIC2 PDGFRA KIT



Diagnosis

A Myeloid neoplasm associated with
eosinophilia and rearrangement BDGFRa

A Chronic eosinophilic leukemia

A Acute myeloid leukemia

A Lymphoblastic leukemia/lymphoma
A Overlap with systemic mastocytosis



Chronic eosinophilic leukemia

A Absolute eosinophil count of >1.50/

And at least 1 of the following:

A >5% blasts in the bone marrow (met)
A >2% blasts in the periphery (not met)
A A clonal genetic abnormality (met)




Myeloid neoplasm associated with
eosinophilia and rearrangement of
PDGFRa

A FIP1LIPDGFR#usion oncoprotein
A 800 kb interstitial deletion oilChr4 (CHIC?

A Disruptsautoinhibitory juxtamembrane
domain of PDGFRA

A Constitutionally activated tyrosine kinase

A Complete hematologic and molecular
remission withmatinib therapy



Patient Course

A 100 mg imatinib PO daily since diagnosis
A Eosinophilia and thrombocytopenia resolved
A Clinically well
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FranciscdBecdEduardo Zambrano:
Stanford

11-yearold female with lesion of left
gastrocnemius muscle.
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