June 2019 DIAGNOSIS LIST

19-0601:Langerhans cell histiocytosis and Rd3arfman disease [lymph
node/hematopathology]

19-0602: Kaposi sarcoma [stomachjéathology+I0pathology]

19-0603: cutaneoupleomorphic liposarcoma [skin/soft tissue pathology]
19-0604 MelamedWolinskabodies [urine/GU pathology]

19-0605: metastatic prostatic adenocarcinoma with neuroendocrine differentiatic
[pleural fluid/GU pathology]

19-0606: papillary thyroid carcinoma with adenoid cyike pattern [thyroidh&n
pathology)

19-0607: metastaticsertoli cell tumor [lymph node/GU pathology]

19-0608: Wilms tumor [kidney/GU pathology]

19-0609: anaplastic oligodendroglioma [brain/neuropathology]

19-0610: Doxycyclineelated gastric injury



19-0601

LlaraLezam@lenny Hoffman/DitaGratzinger
Stanford

1-yearold male with progressive bilateral
cervical lymphadenopathy evolving for 2
months with mild fever.
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Diagnosis:

CONCURRENT LANGERHANS CEL
HISTOCYTOSIS AND REDEARFMAN
DISEASE




HEMESTAMP

HEMESTAMPHemeStanford Actionable
Mutation Panel), identified a BRAF V600E
mutation (VAF 3%).



British Journal of Dermatology 2002; 147: 770-774.

CASE REPORT

Coexistence of localized Langerhans cell histiocytosis
and cutaneous Rosai—Dorfman disease

Summary

K-H.WANG, C-].CHENG,* C-H.HU AND W-R.LEEf}

Department of Dermatology, Taipei Municipal Wan-Fang Hospital, Taipei Medical University, Taipei, Taiwan
*Department of Pathology, Taipei Medical University Hospital, Taipei, Taiwan
4Graduate Institute of Medical Sciences, Taipei Medical University, Taipei, Taiwan

Accepted for publication 27 February 2002

Rosai-Dorfman disease (RDD; sinus histiocytosis with massive lymphadenopathy) and Langerhans
cell histiocytosis (LCH) are two different yet pathogenetically related histiocytic disorders. While
systemic and localized forms have been identified in both diseases, each has its own characteristic
histological, immunohistochemical and ultrastructural profile. Rarely, either RDD or LCH can also
occur in the context of certain malignant neoplasms. However, the coexistence of RDD and LCH has
never been described. We report a case of cutaneous RDD in which a focus of LCH was found.
Clinical and laboratory examinations revealed no evidence of extracutaneous involvement of RDD
or LCH. We believe that this is the first report of such a coexistence, and the possible pathogenesis is
discussed.

Key words: Langerhans cell histiocytosis, Rosai-Dorfman disease
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Abstract: Rosai-Dorfman disease (RDD) is a reactive multisystem
histiocytosis that typically presents with cervical lymphadenopathy
and systemic symptoms. Cutaneous involvement occurs in approx-
imately 10% of cases, and 3% of cases are limited to the skin without
nodal or other extranodal involvement. Langerhans cell histiocytosis
(LCH) is a clonal histiocytosis with a wide spectrum of presentations
ranging from isolated skin or bone disease to multisystem involve-
ment. Rare case reports have identified concomitant presentation of
RDD and LCH; however, most of these reports have involved LCH
and RDD occurring concurrently but at separate sites. We present
a rare case of concurrent RDD and LCH presenting within a single
skin nodule. The patient did not have any evidence of systemic
involvement and has remained stable without additional treatment.
We also review the literature on this unusual co-presentation and
suggest possible underlying mechanisms. Finally, we recommend
baseline laboratory and imaging studies and discuss treatment
options based on the available evidence.

Key Words: Rosai-Dorfman disease, Langerhans cell histiocytosis,
histiocytosis
(Am J Dermatopathol 2015;37:936-939)
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@ MODERN PATHOLOGY (2010) 23, 1616-1623
1616 © 2010 USCAP, Inc. All rights reserved 0893-3952/10 $32,00

Rosai-Dorfman disease and Langerhans cell histiocytosis are both disorders of accessory immune cells. Two
cases have been previously reported of concurrent Langerhans cell histiocytosis and Rosai-Dorfman disease.
In this report, we characterize the findings and selected molecular studies in nine additional cases. Histology
was reviewed. Immunohistochemical stains were performed on all cases in which slides or blocks were
available. A combination of CD1a, S-100, CD3, CD20, langerin, CD68, CD163, CD21, CD35 and CD123
immunohistochemical stains were performed. High-resolution array comparative genomic hybridization was
performed on six samples from five cases. In these cases, seven were female and two male, with an average age
of 25 years (15 months—-59 years). A majority of the cases were identified in lymph node. Areas of Langerhans
cell histiocytosis had a typical appearance with the existence of bland ‘coffee-bean’ nuclei, clear cytoplasm
and associated eosinophils. The immunophenotype was typical, including expression of CD1a, S100, CD68 and
langerin. In areas of Rosai-Dorfman disease, there was emperipolesis seen in all cases. Cells were
intermediate-large in size with large round nuclei and ample clear or pale cytoplasm. The lesional cells were
positive for S100, CD68, CD163, without expression of langerin or CD1a. Array comparative genomic
hybridization showed gains and/or losses in four of the six samples. One case showed no gains or losses and
one additional case showed gains and losses in the Langerhans cell histiocytosis, while no abnormalities were
discovered in the Rosai-Dorfman disease component. These findings are comparable to those seen in previous
studies of Langerhans cell histiocytosis. We report the clinical and pathologic findings of the combination of
Langerhans cell histiocytosis and Rosai-Dorfman disease. Furthermore, we suggest on the basis of evidence

from our cases that, when simultaneous, the two entities may be pathophysiologically related.
Modern Pathology (2010) 23, 1616—1623; doi:10.1038/modpathol.2010.157; published online 20 August 2010




Case followup

Serie Osea: No se observan lesiones liticas.

Hematologia:

Globulos Blancos 13,000
Neutrofilos 8,000.
Linfocitos 4,000.
Hgb 9

Hct 29
Plaquetas 505
Tratamiento

Vincristina, Prednisona SEMANA 1
Vincristina, Prednisona SEMANA 3

Comentario: Paciente con dificil apego y seguimiento por lugar de origen.
Actualmente sin adenopatias, ni otros hallazgos al examen fisico inicamente fallo de
medro.
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19-0602
(scanned slide available)

Jing Zhang/Christine Louie; Palo Alto VA

45-yearold male with HIV. Gastric biopsy
performed.
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Diagnosis?
YILIZ2aAQa { I N



Human Herpes Virus 8

I -herpesvirus was first identified as the etiological
agent of Kaposi sarcoma in 1994

/ 1\

YIFLI2ZAaAQa N 2 VY6 associatec
Lymphoma

M U Itl -Centrlc Primary effusion lymphoma
[ 30fF § ey 'apes celllymphor




Epidemiology

Risk Factors Sources of Infection

- Geographical areas

- HIV infection
- Household behaviors

Saliva
Breast Milk (?) -
Perinata

Saliva

Young chid

Adults or siblings

Outside contacts

Minhas, V., & Wood, C. (2014). Epidemiology and transmission of
1 I LIZsardofamssociated herpesviru¥iruses6(11), 41784194.
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19-0603

SarahCherny Kaiser San Francisco

45-yearold female reports sudden appearance

and subseguent growth of a 6mm red papule on

her left shin over prior 2 monthdbermatologist
performed shave biopsy.









-
)
@
-
-
"
o
“
X
-
-
Y
-
.
»
P
e

? -‘,.,'
" 3
-

\.
)
.

: v'

b
:
»

.O
'.

72
=
e o

e

P


















NEGATIVE STAINS:
AMelan A
ASOX10

AMITF
AHMBA45
ADesmin

ACD34

AERG

ACD68

APancytokeratin

AEMA

ACK7
ACK20
ACDX2



My Ddx

ARare variant of melanoma??

Adt NA Yl NB Odziil y
f A1S OSftftaé¢ o

A Signetring cell melanoma?
ABalloon cell melanoma?

ALiposarcoma??
AMet?
APrimary?

S
N
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ASuperficial pleomorphic liposarcoma



ORIGINAL ARTICLE

Cutaneous and Subcutaneous Pleomorphic Liposarcoma

A Clinicopathologic Study of 29 Cases With Evaluation of MDM2 Gene
Amplification in 26

Jerad M. Gardner, MD,* Monisha Dandekar, MD,7 Dafvdd Thomas, MD, PhD., 7
John R. Goldblum, MD.,} Sharon W. Weiss, MD,* Steven D. Billings, MD,}§ David R. Lucas, MD,*
Jonathan B. McHugh, MD, and Rajiv M. Patel, MD7|

Abstract: Pleomorphic liposarcoma (PL) is an uncommon form
of liposarcoma that rarely occurs in the skin and subcutis. As its
behavior in this setting is incompletely characterized, we un-
dertook a study of a series of superficial PLs. defined as those
arising or based primarily in the dermis and/or subcutis without
involvement of deep structures. In addition, MDM? gene am-
plification. a diagnostic signature of well-differentiated dedif-

ferentiated linacarenma (WDI /DI wac evalnated tn addrecc

favorable outcome compared with their deep-seated counterparts,
most likely attributed to their small size and superficial location.
The low incidence of MDM?2 gene amplification in our series
indicates that most superficial PLs are unrelated to WDL/DL. PL
likely evolves by way of more than | molecular pathway.

Key Words: liposarcoma. pleomorphic liposarcoma. MDM?
gene amplification, dedifferentiated liposarcoma. cutancous
sarcoma



Epidemiology: Series of 29
Patients

AAge: 5¢ 93 years, median = 55 years
AM:F = 1.4:1
A50% on extremity, 25% trunk, 25% head and neck

AMay involve dermis, dermis and subcutis, or just
subcutis

A Those confined to dermis tend to be more circumscribed:
subcutaneous component tends to be more infiltrative

ASize ranged from 0.8 cm to 15 cm (median = 2 cm)

AAIl were mitotically activeENCLC@rade 2 or 3, with
either pleomorphic spindled or epithelioid pattern

AMDM2 gene amplification present in only 3 of 26 cases



Prognosis: Series of 29 Patients

ALocal recurrence in 4 (of 24) cases

A1 had positive margin, 2 had narrowly clear margins, and 1
had unknown margin status

A3 of those 4 had multiple local recurrences, with one
requiring amputation
A Time to first recurrence ranged from 4 months to 6.7 years

ANo metastases or death in this series
A Follow up ranged from 1 month to 16 years, median = 4 years

A Rare metastases have been reported from other series / case
reports

AFavorable prognosis attributed to smaller size and
superficial resectiody complete wide excision more
feasible than deeply seated counterparts



19-0604

Ankur Sangol; EI Camino Hospital

80-yearold male with h/o pT1 bladder
urothelial carcinoma and urothelial carcinoma
In situ. Urine submitted for cytology.












DDX

A Malignant cells
| prostate vs urothelial ca?

AViral inclusions

A Degenerative benign urothelial cells
A Macrophages with bacteria

A Macrophages with RBCs



Melamed-Wolinska bodies

A Globular inclusions of degnerated
urothelial cells

I Usually cytoplasmic, rarely nuclear

A Nonspecific
I Probably giant lysosomes

AVoided>cath urine specimens
ASpecific for fAurothe



Intracytoplasmic BEosinophilic Inclusions
(Melamed-Wolinska Bodies)

Association with Metastatic Transitional Cell Carcinoma in

Pleural Ruid

Andrew A. Renshaw, M.D., Rebecca Madge, C.T.(ASCP), and Scott R. Granter, M.D.

OBJECTIVE: To determine if eostnophilic cytoplasmic
inclusions (Melamed-Wolinska bodies) (ECls) can hep
to distinguish metastatic transitional cell carcinoma
(TCC) from pulmonary carcinoma (PC) in pleural effu-
sions.
STUDY DESIGN: The presence of ECls was eval uated
in malignant pleural effu-
sions from 8 cases (5 pa-
tients) of TCC and 38 cases
of pulmonary carcinoma
(PC). ECls were categorized
as absent, rare (< 2 per case)
occastonal (2 per case to <1
h-power field), fre-
high-power
t pleural fluids with TCC, ECls were nu-
ous in 1 case, frequent in 2 occasional in 3
cases and absent in 2 cases. In contrast, in pleural fluids
with PC, ECls were occasional in 1 case, rare in 5 cases

- ABC R g 2 Y ronanmts
and absent in 5.2 cases.

CONCLUSION: While not present in every case, fre-
quent ECls in a malignant pleural gffusion are sugges-
tive of CC rather than PC. (Acta Cytol 1997;
41:995-998)

Keywords: pleural effusion; carcinoma, transitional
cell; lung neoplasms; di-
agnosis, differential.

Frequent ECls in a malignant
pleural effusion suggest a
carcinoma of transitional cell,
rather than pulmonary, origin.

Metastatic  transitional
cell carcinoma (TCC) in
an effusion is rare and is
among the most difficult
neoplasms to correctly
identify. TCC was cor-
rectly diagnosed in only two of seven cases in the
largest series to date.® Specific features that may aid
in distinguishing TCC from other carcinomas are
few. In the two cases correctly identified by Spieler
and Gloor,* they noted large, monolayered sheets
that they thought were typical of TCC. Recently,

Acta Cytologica

Volume 41, Number 4/July-August 1997




19-0605

Ankur Sangol; EI Camino Hospital

/3-yearold male with h/o Gleason 4+5 prostate
cancer now presents with pleural nodules.
Pleural effusion submitted for cytology.
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A Metastatic carcinoma
| prostate vs urothelial vs lung?

A Epithelioid mesothelioma
A Neuroendocrine tumor

A Leukemia/lymphoma

A Reactive
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2012 specimen

A Prostate, transurethral resection:

I Extensive involvement by prostatic
adenocarcinoma, Gleason grade 4+5

I No neuroendocrine features



current cytology specimen

A Right pleural fluid, cytology:

I Neuroendocrine neoplasm, possibly
prostatic origin

APending FISH for TMPRSS2-ERG
rearrangement



RESEARCH ARTICLE

Recurrent Fusion of TMPRSS2 and
ETS Transcription Factor Genes in

Prostate Cancer

Scott A. Tomlins,’ Daniel R. Rhodes,'? Sven Perner,”"’
Saravana M. Dhanasekaran,’ Rohit Mehra,' Xiao-Wei Sun,”
Sooryanarayana Varambally,"® Xuhong Cao, joelle Tchinda,”
Rainer Kuefer,'® Charles Lee,” James E. Montie,>>®
Rajal B. Shah,’5® Kenneth J. Pienta,>*>® Mark A. Rubin,”®

Arul M. Chinnaiyan'-23.56*

Recurrent chromosomal rearrangements have not been well characterized in
common carcinomas. We used a bioinformatics approach to discover can-
didate oncogenic chromosomal aberrations on the basis of outlier gene
expression. Two ETS transcription factors, ERG and ETV1, were identified as
outliers in prostate cancer. We identified recurrent gene fusions of the 5'
untranslated region of TMPRSS2 to ERG or ETV1 in prostate cancer tissues
with outlier expression. By using fluorescence in situ hybridization, we dem-
onstrated that 23 of 29 prostate cancer samples harbor rearrangements in
ERG or ETV1. Cell line experiments suggest that the androgen-responsive
promoter elements of TMPRSS2 mediate the overexpression of ETS family
members in prostate cancer. These results have implications in the devel-
opment of carcinomas and the molecular diagnosis and treatment of prostate
cancer.

28 OCTOBER 2005 VOL 310 SCIENCE www.sciencemag.org



Prevalence of TMPRSS2-ERG Fusion Prostate Cancer among
Men Undergoing Prostate Biopsy in the United States

Juan-Miguel f\/losquera,1'2 Rohit Mehra,® Meredith M. Regan,z'12 Sven Perner,">'° Elizabeth M. Genega,z'5
Gerri Bueti,® Rajal B. Shah,>*®? Sandra Gaston,>’ Scott A. Tomlins,® John T. Wei,>*?

Michael C. Kearney,?® Laura A. Johnson,' Jeffrey M. Tang,' Arul M. Chinnaiyan,®48?

Mark A. Rubin,?"'2 and Martin G. Sanda®®

Abstract Purpose: Fusion of the TMPRSS2 prostate-specific gene with the ERG transcription factor is a
putatively oncogenic gene rearrangement that is commonly found in prostate cancer tissue from
men undergoing prostatectomy. However, the prevalence of the fusion was less common in
samples of transurethral resection of the prostate from a Swedish cohort of patients with
incidental prostate cancer followed by watchful waiting, raising the question as to whether
the high prevalence in prostatectomy specimens reflects selection bias. We sought to determine
the prevalence of TMPRSS2-ERG gene fusion among prostate-specific antigen —screened men
undergoing prostate biopsy in the United States.

Experimental Design: We studied 140 prostate biopsies from the same number of patients for
TMPRSS2-ERG fusion status with a fluorescent in situ hybridization assay. One hundred and
thirty-four samples (100 cancer and 34 benign) were assessable.

Results: ERG gene rearrangement was detected in 46% of prostate biopsies that were found
to have prostate cancer and in 0% of benign prostate biopsies (P ¢ 0.0001). Evaluation of
morphologic features showed that cribriform growth, blue-tinged mucin, macronucleoli, and
collagenous micronodules were significantly more frequent in TMPRSS2-ERG fusion — positive
prostate cancer biopsies than gene fusion — negative prostate cancer biopsies (P < 0.04). No
significant association with Gleason score was detected. In addition, non-Caucasian patients
were less likely to have positive fusion status (P = 0.02).

Conclusions: This is the first prospective North American multicenter study to characterize
TMPRSS2-ERG prostate cancer prevalence in a cohort of patients undergoing needle biopsy
irrespective of whether or not they subsequently undergo prostatectomy. Our results show that
this gene rearrangement is common among North American men who have prostate cancer
on biopsy, is absent in benign prostate biopsy, and is associated with specific morphologic
features. These findings indicate a need for prospective studies to evaluate the relationship of
TMPRSS2-ERG rearrangement with clinical course of screening-detected prostate cancer in
North American men, and a need for the development of noninvasive screening tests to detect
TMIPRSS2-ERG rearrangement.




B TMPRSS2:ERG Gene Fusion Positive
B TMPRSS2:ERG Gene Fusion Negative
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Original contribution

Frequent TMPRSS2-ERG rearrangement in prostatic small
cell carcinoma detected by fluorescence in situ
hybridization: the superiority of fluorescence in situ
hybridization over ERG immunohistochemistry

Lindsay A. Schelling MD*:?, Sean R. Williamson MD?**, Shaobo Zhang MD?,

Jorge L. Yao MD®, Mingsheng Wang MD?, Jiaoti Huang MD ¢, Rodolfo Montironi MDY,
Antonio Lopez-Beltran MD*®, Robert E. Emerson MD®, Muhammad T. Idrees MD?,
Adeboye 0. Osunkoya MD', Yan-Gao Man MDY, Gregory T. MacLennan MD",

Lee Ann Baldridge BA, HT(AJCP)?, Eva Compérat MD', Liang Cheng MD2*




Clinical and Genomic Characterization of Treatment-

Emergent Small-Cell Neuroendocrine Prostate Cancer:
A Multi-institutional Prospective Study




