FEB 2020 DIAGNOSIS LIST

20-0201: clear cell carcinoma (urethra/GU pathology)

20-0202: renal cell carcinoma with leiomyomatous stroma, TSC1 mutated
(kidney/GU pathology)

20-0203: necrotizing myopathy, favored secondary to PD1 inhibitor
(muscle/neuropathology)

20-0204: NTRK fusion sarcoma (cervix/GYN pathology)

20-0205: leiomyoma with fumarate hydratase deficiency morphology (uterus/GY
pathology)

20-0206: follicular lymphoma with features suspicious for histiocytic sarcoma
(lymph node/hematopathology)

20-0207: lymphoepitheliomdike carcinoma (bladder/GU pathology)

20-0208: primary melanoma (bladder/GU pathology)

20-0209: low grade fibromyxoid sarcoma, DOG1+ (soft tissue/soft tissue patholc
20-0210: CD8 positive cutaneousélllymphoma (skin/dermatopathology &
hematopathology)



20-0201

Christian Sebastian/EmilZhan/JeffSimkg UCSF

66-yearold M with h/o colorectal cancer treated
with radiation >15 years prior, now with a urethral
stricture. He undergoes transurethral resection of ¢
papillary mass in the left lateral proximal bulbar anc
prostatic urethra.
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itecture: Vari

Arch

ATubulocystic, papillary, and solid architecture.

AHyalinized fibrovascular cores.




Cytology

A Single/pseudostratified layer of atypical hobnail cells in papillary and glandular foci.
A Variable amounts of clear to eosinophilic cytoplasm.

A Focally high mitotic rate. Some areas with uniformity to nuclei.




Differential diagnosis.

Primary

A Urothelial carcinoma.
- Gata3+, P63+, Uroplakin+,
CK20+.
A Clear cell adenocarcinoma.
- Pax8+, Napsin+, HNF1b+, Ki67
>10%
A Nephrogenic adenoma.
- Pax8+, HNF1b

A Adenocarcinoma of urethra.

A CK20+, CDX+, Betacatenin
cytoplasmic.

Metastatic/direct extension

A Prostatic adenocarcinoma.
A NKX3.1+, PSA+.

A Colonic adenocarcinoma.

A CDX2+, SATB2+, CK20+, nuclear
beta-catenin.

A Metastatic GYN clear cell
adenocarcinoma (if female).
A Pax8+, Napsin+, HNF1b+ (Exclude
with imaging).

A Metastatic cervical
adenocarcinoma



Immunohistochemistry

'Y ’ ‘ ‘ . - -v‘{}  af®
& SRE 1Y X pre. Gl ", Pax8: Positive

g Napsin: Variable/positive
HNF1b: Positive
AMACR: Positive

P63: Negative

Gata3: Negative
NKX3.1: Negative

PSA: Negative

P53: Norcontributory
Ki67: >10%



Nomenclature: Can be confusec

Diﬁerential d|a N with more commorclear cell

variant of urothelial carcinoma

Primary Metastatic/direct extension
A Urothelial carcinoma. A Prostatic adenocarcinoma.
- Gata3+, P63+, Uroplakin+, A NKX3.1+, PSA+.

' _ A Colonic adenocarcinoma.

A Clear cell adenocarcinoma. A CDX2+, SATB2+, CK20+, nuclear

- Pax8+, Napsin+, HNF1b+, Ki€ beta-catenin.

>10% -
_ A Metastatic GYN clear cell
A Nephrogenic adenoma. adenocarcinoma (if female).
- Pax8+, HNF1b A Pax8+, Napsin+, HNF1b+ (Exclude

A Adenocarcinoma of urethra. with imaging).

A CK20+, CDX+. Betacatenin A Metastatic cervical

cytoplasmic. adenocarcinoma



Clear cell adenocarcinoma of the
GU tract.

ARare subtype of urothelial adenocarcinoma of uncertain
histogenesis.

AOccurs more often in women {21), often in association with
urethral diverticulum.

AHistologically and immunophenotypically analogous to clear ce
carcinoma of gynecologic origin.

A MAY NOT ALWAYS HAVE CLEAR CELLS.

ARarity makes Rrognosticatior] difficult, but may behave more
atggresswelyt an othermotheilalcarcinomas when matched for
stage.

A Often treated with cystectomy +aAdjuvant chemoradiotherapy.
A Do not respond to intravesicular therapy.
A TURBT of low stage lesions has been successful



Differential diagnosis: Higrade
Paplillary Urothelial Carcinoma
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- Single/pseudostratified with hobnail cells, greater nuclear
hobnalil cells pleomorphism_
- PAX8+ - Gata3 +
- Napsin/HNF1b + - P63+

- GATA3 p63 - Pax8/Napsin/HNF1b



Differential diagnosis: Nephrogenic

Adenoma
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Clear cell adenocarcinoma.

- Increased nuclear atypia,
frequent mitosis

- P53 aberrant.

- Ki67 1680%
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Nephrogenic adenoma

No significant nuclear atypia
or mitoses.

Rarely solid architecture.
P53 wt

Ki67 < 5%



Differential diagnosis: Prostatic
adenocarcinoma

Clear cell adenocarcinoma. Prostatic adenocarcinoma with

- AMACR + HMWGCHK63- pseudopapillary architecture.

- PAX8+ - AMACR + HMWCHK263-

- NKX3.L: - NKX3.1 + Image fromGordetskiJ. Epstein, J; Am J

SurgPathol2014;38:94£945

- PSA+



Follow up.

Our patient underwent radical cystoprostatectomy anc
pelvic LND 1/2018 w/ residual pT1 disease on final
pathology. He remains disease free as o029



20-0202
scanned slide available!

EmilyChan,UCSF

48-yearold F with incidental 5.8cm enhancing lef
lower pole renal mass, and a few small but
prominent left periaortic lymph nodes.
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Current case




Differential diagnosis

A RCC witheiomyomatous stroma

A Clear cell RCC CORCC [0 050
A Clearcell papillaryRCC 0 e et
A Translocation associated RC&/ & - #: & "+
ARCC, unclassified o R SRR




MelanA TFE3 Negative



Renal cell carcinoma with
lelomyomatous stroma

A 2016 WHO emerging/provisional entity

A Previously called RAT (renal
angiomyoadenomatous tumor)

A Histology: Branching tubules lined by cells
with abundant clear to granular cytoplasm,
admixed with smooth muscle stroma

A IHC: CK7 diffuse positive, CAIX circumferentic
(but can have areas of ctljxe)




Elongated branchlng tubule
—— e

Varlable amounts of smooth
muscle stroma
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Shah et al AJSP 2019




Genetic Underpinnings of Renal Cell Carcinoma
With Leiomyomatous Stroma

Megan Parilla, MD, Mir Alikhan, MD, Mustafa Al-Kawaaz, MD, Sushant Patil PhD,
Sabah Kadrii PhD, Lauren L. Ritterhouse, MD, PhD, Jeremy Segal MD, PhD,
Carrie Fitzpatrick, PhD, and Tatjana Anticc MD

AJSP 2019

“Renal Cell Carcinoma With Leiomyomatous Stroma”
Harbor Somatic Mutations of TSCT1, TSC2, MTOR,
and/or ELOC (TCEBT): Clinicopathologic and Molecular
Characterization of 18 Sporadic Tumors
Supports a Distinct Entity

Rajal B. Shah, MD,* Bradley A. Stohr, MD, PhD,1 Zheng Jin Tu, PhD,* Yuan Gao, MD, [
Christopher G. Przybycin, MD,* Jane Nguyen, MD, PhD,* Roni M. Cox, MD,*
Fariborz Rashid-Kolvear, MD,] Michael D. Weindel MD,* Daniel H. Farkas, PhD, HCLD,*
Kiril Trpkov, MD.,} and Jesse K. McKenney, MD*

AJSP 2019



Genetics of RCC with leiomyomatous stroma

A Parillaet al: 15 cases A Shah et al: 14 cases

I TCEB1: 3 cases I TCEB1: 2 cases
I TSC1/2:5 cases (one 1 TSC1/2: 7 cases
with known TSC) i MTOR: 6 cases

I VHL: 2 cases *one case had both

i None of the above: 5 TCEB1 and TSC1 mutation

cases (likelgcpRC@)



October 2018&outhbay
RCC with lelomyomatous strorrBCEB1 mutated




Current case UCSF500:

TSC1 p.Q654* mutation with copy
neutral loss of heterozygosity of
chromosome 9¢



TSC1l/2mutated RCC can be germline or sporadic:

Need to assess

" AML, including tumorlets

Cysts lined by prominent
cytoplasm

;
Renalubules with cytoplasmic atypia ;& @ oo Sk
and/or peritubular hyalinization K WP G - T

A Recommend genetic counseling
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Diagnosis without Molecular Available

A RCC with leiomyomatous stroma
A CK7 and CAIX positive

A Many have underlying mutations in either TCEB1
TSC1/2or MTOR Molecular testing can be
performed to distinguish these possibllities If
clinically indicated.

A Recommend genetic counseling (particularly if
young or see any features of TSC in background
kidney-need to look!)

A Thought to be more clinically indolent than ccRC(



Putative Drivers of Aggressiveness in TCEBT1-mutant Renal Cell
Carcinoma: An Emerging Entity with Variable Clinical Course

Renzo G. DiNatale “"<, Alexander N. Gorelick ““, Vladimir Makarov”, Kyle A. Blum®“,
Andrew W. Silagy“, Benjamin Freeman"“, Diego Chowell”, Julian Marcon“, Roy Mano“,
Alex Sanchez“, Kyrollis Attalla“, Stanley Weng"“, Martin Voss “, Robert J. Motzer*,

Paul Russo “, Jonathan A. Coleman®, Victor E. Reuter’, Ying-Bei Chen’, Timothy A. Chan”,
Ed Reznik, Satish K. Tickoo”", A. Ari Hakimi®"

A Identified 4 cases with high stage disease
I Two cases with metastatic disease
I Three cases pT3 or higher
I Two cases WHO grade 3/4

European Urology Focus, 2019



Diagnosis without Molecular Available

A RCC with leiomyomatous stroma
A CK7 and CAIX positive

A Many have underlying mutations in either TCEB1
TSC1/2, MTOR. Molecular testing can be
performed to distinguish these possibllities If

clinically indicated.

A Recommend genetic counseling (particularly if
young or see any features of TSC in background

kidney-need to look!)

A-Thought-to-be-more¢li

Hrcaky

ent-thanh-ceRC(
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20-0203

RomainCayrolHannes VogelStanford

48-yearold F who presents with progressive proximal muscle weaknes
for 3 months. H/O stage Il serous ovarian carzen 2016,Tx
w/chemo+XRTRecurrence in 201Bxwith XRT+pembroI|zuma(lant|-
PD1). Progression of diseaben/olaparib (PARP inhibitor). CK up to
1758U/L. Electrodiagnostic studies show mixed myopathic & neuroger
abnormalities, most c/w a diffuse myopathy w/secondary denervation.
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