FEB 2022 DIAGNOSIS LIST

22-0201: clear cell papillary renal cell carcinoma (kidney; GU path)

22-0202: invasive ductal carcinoma with paraneoplastic syndrome (breast; brea:
path)

22-0203: endocrine mucin producing sweat gland carcinoma (skin; derm path)
22-0204: juvenile psammomatoid ossifying fibrogsa&ull baseBST path)

22-0205: high grade urothelial carcinoma invading lamina propria within
diverticulum (no pT2) (bladder; GU path)

22-0206: mixed small cell neuroendocrine carcinoma/urothelial carcinoma
(bladder; GU path)

22-0207: acute osteomyelitis with intraosseous pseudocarcinomatous squamou
hyperplasia (bone; BST path)



22-0201

Emily Chan; UCSF
60ish F with 2.5cm left renal mass
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Diagnosis: Clear cell papillary
renal cell carcinoma¢pRCL

APapillae and tubules lined by clear cells with bland
nuclei oriented apically
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ANegative markers: CD10, RCC

AMolecular: None for certain (importantly no VHL
alterations or alterations associated with other
established entities)
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AFirst described in the setting of erstiige renal
disease but also occurs sporadically

ARecognizeds distinct epithelial tumor entity by
ISUP In 2013 and incorporated into 204410
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Do Clear Cell Papillary Renal Cell Carcinomas Have
Malignant Potential?

Mairo L. Diolombi, MD,* Liang Cheng, MD, T} Pedram Argani, MD,*
and Jonathan I. Epstein, MD*§||

Abstract: There have been no recurrences or metastases of clear
cell papillary renal cell carcinoma (CCPRCC) in 268 reported
cases with follow-up in the English-language literature. We
identified all our cases of CCPRCC (1990 to 2013), reviewing all
cases that preceded the formal designation of the entity. Im-
munohistochemical stains were performed on 32 cases during
their initial workup. In addition, stains for carbonic anhydrase
IX and cytokeratin 7 were performed on 2 cases, one with
atypical follow-up and the other with a more compact mor-
phology, although not performed initially. An extended panel
with AMACR. CDI10. and renal cell carcinoma (RCC) was
added to the case with atypical follow-up. Fluorescence in situ
hybridization for chromosomes 3p, 7. and 17 was performed on
the latter case and on another clinically presumed metastatic
tumor. In classic cases, immunohistochemical staining was not
performed. Fifty-eight patients (31 women: 27 men) with follow-
up data were included in our study: 39 cases were from our
concnlt cervice The natient<’ aoes ranoed from 36 ta 83 vears

multiple partial nephrectomies. Metastatic disease to the lung
was clinically presumed in 1 patient in whom a higher-grade
lesion may have been missed during sampling of the predom-
inantly cystic pT1b tumor and tissue confirmation of the
metastases was not obtained. Another case presented with
multiple skeletal and pulmonary metastases 8 months after re-
section of pT3 sarcomatoid CCPRCC. The patient with the
sarcomatoid RCC died of multifocal skeletal and pulmonary

Our study, the largest to date with follow-up, along with others,
suggests that pure CCPRCC is an indolent tumor and should be

renamed “clear cell papillary neoplasm of low malignant
potential™ to reflect their biology.

Key Words: clear cell papillary renal cell carcinoma, follow-up,
prognosis, benign, malignant, aggressive, partial nephrectomy,
radical nephrectomy

(Am J Surg Pathol 2015:39:1621-1634)



Modern Pathology (2021) 34:1392-1424 .\\/\f
https://doi.org/10.1038/541379-021-00779-w e

ARTICLE

New developments in existing WHO entities and evolving molecular
concepts: The Genitourinary Pathology Society (GUPS) update on
renal neoplasia

Kiril Trpkov(®' - Ondrej Hes? - Sean R. Williamson ? - Adebowale J. Adeniran® - Abbas Agaimy®® -
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* Diagnosis of clear cell papillary RCC requires use of strict morphologic and immunohistochemical criteria, particularly
on biopsy.

* Currently, there is a lacks of strong evidence of aggressive behavior for clear cell papillary RCC, which may be a
candidate for reclassification as a tumor of “low malignant potential”, as more experience is gained.
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AFirst described in the setting of erstiige renal
disease but also occurs sporadically

ARecognized as distinct epithelial tumor entity by
ISUP In 2013 and incorporated into 204410

ACandidatefor reclassification as a tumor of low
malignant potential



Genitourinary
Pathology Society

AGUPS
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GUPS EDUCATIONAL VIDEOS

&« C & youtubecom/watch?v=68KAbWIAQUQ

= BYouTube Search

EDUCATIONAL VIDEOS

GUPS Virtual Education Series event
Genitourinary Pathology: WHO Updates
The Latest on Renal, Urothelial, & Testicular Tumors

GUPS Virtual Education Series 1 25 2022
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AUse strict criteria

AConsider the differential diagnosis:
AClearcell renal celtarcinoma (ccRCC)
APapillary renal cell carcinoma with clear ¢editures

AMiTFfamily translocation associated renal cell
carcinoma

ARCC with angioleiomyomatous stroma (AKA smooth ]
Ydza Ot S AUNRYI I FAONRY&ée2YLIl

A Typically TCEB1, TSC, or MTOR mutated
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AFirst described in the setting of erstiige renal
disease but also occurs sporadically

ARecognized as distinct epithelial tumor entity by
ISUP In 2013 and incorporated into 204410

ACandidateor reclassification as a tumor of low
malignant potential

At NEOA2dza NBLIRZNISR &Yt A
misclassified



Renal Neoplasms With Overlapping Features of Clear Cell
Renal Cell Carcinoma and Clear Cell Papillary Renal Cell
Carcinoma

A Clinicopathologic Study of 37 Cases From a Single Institution

Hari P. Dhakal MD, PhD, Jesse K. McKenney, MD, Li Yan Khor, MD, Jordan P. Reynolds, MD,
Cristina Magi-Galluzzi, MD, PhD, and Christopher G. Przybycin, MD

AccRCC can have clear

cell papillarylike areas
and overall behave like
ccRCC

ACaution in diagnosing
ccpRCOnN limited
sampling

AWhole tumor needs to
look likeccpRC@r
diagnosis

AJSP 2016
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Defining clear cell papillary renal cell carcinoma in routine Histopathology
clinical practice

Correspondence [ Full Access

Sounak Gupta B4 Carrie Y Inwards, Daniel L Van Dyke, Rafael E Jimenez, John C Cheville

First published: 27 January 2020 | https://doi.org/10.1111/his.14071 | Citations: 8

In summary, we highlight a case of a metastatic renal tumour that may be a metastatic CC-
PRCC on the basis of morphological/immunophenotypic features and targeted molecular
profiling. Limitations of our study include an absence of evaluation of the primary tumour,
evaluation of VHL promoter hypermethylation status, and comprehensive molecular
characterisation, including genes such as TCEB1.° Although these limitations prevent an
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Summary: clear cell papilldR&@umor

AExtremely indolent tumor, stay tuned for a
potential name change in next WHO

AUse strict criteria for diagnosis:
AEntire tumor should have classicpoRC@orphology
AUse IHC: CK7, CAIX tikp, HMWK positive

AExclude potential mimics which are all malignant
ADiagnose with caution on biopsy



22-0202

MeganTroxelt Stanford

50ish F with double vision, difficulty with balance and
walking. Breast pain; breast imaging shows fibroglandular
density andandenlarged right axillary lymph node. Right
breast (and axillary) biopsy performed.
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Diagnosis
Alnvasive ductal carcinoma, Grade 3
AParaneoplastic Cerebellar Degeneration, AMaAb
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Paraneoplastic Cerebellar Degeneratio

ACerebellar ataxia

ANeurologic disorders due to tumor induced autoimmunity
vs cerebellar antigens.
A 30 different antigens; Most common: affb (50%)
A anti-Purkinje cell cytoplasmic antibody 1 (RO&o0 CDR2
A Associated cancers: gyn, breast (lung)
A 2% with cancer have antibody; 10% with antibody have symptoms

APCI consider Neur®dxd cerebellar antibody
panelA imagingsearch for cancer

ACerebellar immune infiltrate, gliosis, lateurkinjiecell
loss

ATreatment of tumor w/ immunosuppression (PLEX, IVIg
steroid) often ineffective

Venkatraman & Opal. Ann CliiransiNeurol . 2016;3:6553.



22-0203

Yue Peng; VA San Francisco

90ish M with left lower eyelid slosgrowing cystic lesion. He underwent
excisional biopsy.



South Bay Pathology Society Meeting

90ishmale with a left lower eyelid slongrowing cystic lesion. He
undergoes excisional biopsy.

Yue Peng, Jeffrey North
SFVA/UCSF
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Summary of IHCs:

CK7 Adipophilin
P40, scattered in myoepithelial cells

ER, strong and diffuse

AR, moderate and diffuse

Synaptophysin, diffuse

Chromogranin, scattered

BerEP4

MyB

EMA



Differential Diagnoses:

ANodular hidradenoma

AHidrocystoma

ABasal cell carcinoma

ASebaceous carcinoma

AAdenoid cystic carcinoma

AMerkel cell carcinoma

AMetastasis (e.g. breast, GI)

AEndocrine mucifproducing sweat gland carcinoma



Endocrine mucin producing sweat gland carcinoma
(EMPSGQE)Definition:

AFirst introduced byliederet. al . Am J Sumathol 1997.

ALowqgrade adnexal carcinoma with endocrine/neuroendocrine
differentiation

AClosely related (often precursor) to neuroendocriyee primary
cutaneous mucinous carcinoma (in 33.3% of cases)

AShows strong resemblance to solid papillary carcinomas of breast

Meghana Agniet. al. Am J Sur@athol 2020



Endocrine mucin producing sweat gland carcinoma
(EMPSGE)Clinical features:

AVery rare tumors, in older adults, more frequent in women (~ 2/3 of cases)
ATypically occur on eyelidd ower eyelid more common than upper
APapularto nodular cystic dermal tumor

ATreatment
A Complete excision with clear margins
A Mohs surgery is likely optimal therapy

APrognosis
A Good in most cases
A Local recurrences common (21%, Agni M. 2020); only rare metastasis
reported



Histologic and cytologic features:

ADermalbased adnexal tumor composed of nodules and glandular/cystic
areas

ADuctal/glandular lumina are usually conspicuous

APapillary anctribriformingareas often present

ACystic areas may be present in some cases and can higinbcystoma
AStromal mucin is not prominent as in mucinous carcinomas

ATumoral cells are small, basophilic, bleaygpearing epithelioid cells with
round to oval nuclei and inconspicuous nucleol
A Cytologic atypia is usually not prominent
A Mitotic figures not numerous or atypical



Ancillary tests:

A E/Eithelial and neuroendocrine markers are usually positive
PancytokeratinsCK7, CK5/6, and p40/p63 are typically positive

A Endocrine/neuroendocrine markers, includiB®, PR, chromogranin,
synaptophysin, and INSMare usually positive

A NuclearMYBexpression typically seeaspecially in mucipoor cases
A Evangelista MT, North JEZdtanPathol 2017;Held L. et. al. GutanPathol 2018

A yggg)tive for translocation or amplification of MYB gene by FISH (Held et. Al

A Molecular pathology findings

A Recent nexggeneration sequencing study (MSKIMPACT, 368 genes) identified 12
singlenucleotidevariants and one wirame deletion in three cases, each with
DNA damage response/repair (BRD4, PPP4R2, RTEL1) andtpm®@&ssor
pathway (IB D4, TP53, TSC1, LATS2) mutations. No microsatellite instability, copy
number alterations, and structural alterations were identified. DNA damage
repair and tummsupBressor pathways may be implicated in multistep
pathogenesis of EMPSGC.

A This tumor mi(ﬂ?t harbor different molecular profiles from solid papillary
carcinoma of the breast that have expressed mutations in PIK3CA and AKT1.



Endocrine mucin producing sweat gland carcinoma
(EMPSGE)Key points

AEMPSGC should be considered in nodular lesions of elderly patients
that occur in the face and particularly in eyelid locations.

AMicroscopically, it resembles mammary solid papillary carcinoma.

AKey feature is neuroendocrine expression; the presence of
myoepithelial layer is helpful to confirm primary cutaneous origin
and exclude metastatic adenocarcinoma.

ASome cases have contiguous primary cutaneous mucinous
carcinoma.
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22-0204

AngusTolandHannes Vogel; Stanford

Teenage boy presented with facial swelling (began 5 years prior
presentation), left eye proptosis, and severe epistaxis. Imaging
demonstrated a large, sclerotic, heterogenous skull base mass

iInvolving the ethmoid and maxillary region.
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Juvenild?sammomatoidssifying Fibroma
(JPOF)

ABenign variant of ossifying fioroma typically arising in-ndontogenic
locations (paranasal sinuses, orbital bones, and skull base).

AWide age distribution of 3 monthg2 years; usually occur in first or second
decade

A Equalfemale:malepredilection (ossifying fibroma ~5:1 F:M)
APatients present with nasal obstruction, hearing loss, headaches, and/or
proptosis
A Majority are slow growing and may be identified incidentally

AFamilial cases sho@DC73nutations in association with
hyperparathyroidisrjaw tumor syndrome

Almaging demonstrates a welemarcated, unilocular mass with internal
calcifications/bone

Almaging is frequently characteristic and lesions may be observed with a presumed
diagnosis

AlLocally aggressive. Resection is curative; recurrence with subtotal resection



Histology

ATypical features of ossifying fibroma ™ . T"% = & % W

are present : N AR M

A Irregular woven and lamellar bone |
formation with osteoblastic rimming

A Spindled and cyto_logicall?/ bland stroma
cells; osteoclast giant cells frequent

A JPOF shows high cellularity and
innumerablepsammomatoid o
calcifications (ossicles); mitotic activity
may be higher than typical ossifying
fibromas

A Secondary aneurysmal bone cyst
formation may occur

Almmunohistochemistry often not
required/not helpful unless ruling out'§
other fibro-osseous lesions

A~70% showwvIDM2 amplification;IHC
shows no MDM2 overexpression
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Nelson BL, Phillips BJ. Benign Fibsseous Lesions of the Head and Neck. Head Riblol 2019




Differential
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A Ossifying fiboromatementoossifying fibroma: W2iw. ") SeiE
typically distinct location (involves the mandible . =~ &
most frequently); fewepsammomatoid N Yo
calcifications A, :l‘ .
A Juvenile trabecular ossifying fibroma (JTOF): M %, ‘,‘,'," i
fxe{guentl\y arise in maxilla>mandible; ~ ~ " o
OKI N} OUSNRauAOFftea ak "= ». = =

cellular osteoid. Often lacks osteoblastic rimmin -«

. . . . - A v

A Fibrous dysplasia; Typically lacks osteoblastic Y Dot )
rimming, more infiltrative. No peripheral lamella , + "% "

bone. FrequenGNASnutations. N /

A Meningioma: Similapsammomatous _
calcifications, but pattern of ossification would k
unusual (metaplastic meningioma shows more
typical woven bone formation without
osteoblastic rimming)Psammomatousariant
more common in the spine. EMA and SSTR2A
positive

JTOF



AEIMofty S.Psammomatoicind trabecular juvenile ossifying fibroma
of the craniofacial skeleton: two distinct clinicopathologic entities.
Oral Surg Oral Med Or@hatholOralRadiolEndod 2002
Mar;93(3):296304.

ANelson BL, Phillips BJ. Benign Fibsseous Lesions of the Head and
Neck. Head NedRathol 2019 Sep;13(3):46475.Epub2019 Mar 18.



22-0205

Ankur Sangoi; El Camino Hospital
Direct link to scanned slide:
https://pathpresenter.net/#/public/display?token=d5f8d8fc

Elderly M presents with hematuria, TURBT performed
Stage?


https://pathpresenter.net/#/public/display?token=d5f8d8fc
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