*solidna TU expanzia s cystoidnou zlozkou
laloénatych kontur povodom v.s. z oblasti pr.
L . . adnex, obrastajuca a dolava dislokujuca
= 73- rocna zena s nadorom uterus, velk. 12 x 8.5 x 9.5 cm (APxLLxCC)
pravych adnex * v I.lat.stene uteru hypodenzné loZisko
priem. 15 mm (najskbér mydm), zo zadnej

- . 7’ L) [ 7
k POB dJ S Udajom o karcinome steny doprava do CD prominuje stopkaty,

prsnika (ante annos) kompletne kalcifikovany uzol priem. 62 mm
(v.s. myém)
* Lavé ovarium bez evidentnych expanazii
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- Abdominalna hysterektdmia,
adnexektomia bilat., exstirpacia tu
pelvis minoris |.dx., omentectomia
totalis

* OP: z pravych adnex vychadza
laloénata tumordzna formacia
velkosti cca 20x15 c¢cm, s
porusenym puzdrom, fixovany do
panvy vpravo

* na slezine implantacné lozisko
parahildzne cca 1x1 cm, LU
paraaortalne ani pelvické
nezvacsene, stopovy ascites
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*v [avom peritoneu su
solidne nodularne lézie
(implant. MTS?)

* sigma tlakom uteru a
TU zUzZend, no nezda sa
priamo infiltrovana

* panvovy segment pr.
ureteru je
komprimovany adnex.
TU, Co je pric¢inou
miernej akcentacie
hornych odv. moc. ciest
* intrapelvicky bez LAP
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transitional cell karciném
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1. Model [ovaridlny povrchovy epitel a kortikalne inkluzne

cysty]
EPITELOVO-STROMALNE NADORY

. I TG
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ovarialny povrchovy epitel (OSE)

| Austin a Norris (1987) —
pluripotentny povrchovy
epitel ovaria s bunkami s
urotelialnym potencialom

sekundarny Miilleriansky s

|1:> tuba uterina |][> ‘ser (nie z prekurzorov
Brennerovho nadoru)
“:> endocervix |]|:> mucindzg
“:> endometrium |]|:> e Oid. typ *benigne
eborderline
“:> mezonefros? clear cell typ
. &
|]:> urotel? |]|:> Brenner ; ma"gnei
4 |
|]:> iné |]|:> squamozny typ \ \




Serous tumors

"Nédory ovaria — klasifikicia WHO

Serous cystadenoma, adenofibroma

Serous tumor of borderline malignancy (of low malignant
potential)

Serous adenocarcinoma

World Health Organization Classification of Tumours Mucinous tumors, endocervical-like and intestinal types
Mucinous cystadenoma

Mucinous tumor of borderline malignancy (of low
malignant potential)

TN
N
(1)

[ “»-\/I/

Transitional cell tumours

Pathology & Genetics Malignant . :
Transitional cell carcinoma (non-Brenner type) 8120/3
Tumours of the Breast and Malignant Brenner tumour 9000/3

Female Genital Organs Borderline
Borderline Brenner tumour 9000/1
Edited by Fattaneh A. Tavassoli & Peter Devilee PI’0|Ife ratlng Vanant 9000/]
Benign

Brenner tumour 9000/0

Brenner tumor

Brenner tumor of borderline malignancy (proliferating)

Malignant Brenner tumor

r | | Transitional cell tumors
|
|
|
l

Transitional cell carcinoma (TCC) (non-Brenner type)

Squamous cell tumors

Mixed epithelial tumors (specify components)

Benign

Of borderline malignancy (of low malignant potential)

Malignant

Undifferentiated carcinoma




Robert A. Soslow
(Carmen Tornos
Editors

Diagnostic Pathology
n umors

) Springer

Table 10.1 Key features of transitional cell (Brenner) neoplasms

Benign Brenner Disorderly Brenner Cytologic atypia ~ Stromal  Papillary growth ~ Extraovarian
component nests mvasion involvement
Benign Brenner tumor Present Often focally present  None Absent Absent Absent
Atypical proliferative Present May be present Present, variable ~ Absent Usually present Absent
(borderline) Brenner tumor degree
Malignant Brenner tumor  Present Often present Variable, Present May be present May be present
may be severe (36%)

Transitional cell carcinoma  Absent Absent Severe Present Present Usually present




Transitional cell carcinoma of the ovary is related to high-grade serous

carcinoma and is distinct from malignant brenner tumor.
Ali RH, et al., Int J Gynecol Pathol 2012 Nov;31(6):499-506

* |HC porovnanie BT a TCC

e 7TCCsIHC-WT], ER, p53, a p16(INK4a)

* BTs boli negativhe WT1, p53, ER (vynimka slabej expresie
v 1 pripade), a p16(INK4a)-/+

* TCCs boli: 4/6 + WT1, 5/7 + ER, 2/7 + p16(INK4a), a 6/7 +
p53 = ako HG-SC

Zavery:

* BT a TCC nie su pribuzné a nemali by byt v jednej
klasifikacnej skupine

Podobny zaver aj Riedel et al, Virchow Arch 2001; 438:181-191:
e TCC spiraju kritéria zle diferencovanych ovaridlnych adenokarcinémov

Mullerianského typu (CK20-/CK13-CA125+) a pravou urotelidlnou ovaridlnou
neoplazmou je BT.




Tazi et al. World Journal of Surgical Oncology 2010, 8:98 A8

http://www.wjso.com/content/8/1/98 nc_? WORLD JOURNAL OF
\((gl-;’l SURGICAL ONCOLOGY
BN

CASE REPORT Open Access

Transitional cell carcinoma of the ovary: A rare
case and review of literature

EM Tazi"", | Lalya', MF Tazi®, Y Ahellal’, H Mrabti’, H Errihani’

Prognosis

The relative influences of tumor biology and treatment
strategies remain undetermined. Gershenson et al. con-
cluded that advanced-stage ovarian TCC was significantly
more chemosensitive and associated with better prognosis
than poorly differentiated serous carcinoma [9]. Kommoss
et al also documented that patients with TCC had better
prognoses compared to patients with all other types of
ovarian carcinomas after standardized chemotherapy[10].

 Chemosenzitivny tumor s lepsou progndzou ako zle diferencovany SC
(Gershenson et al, 1993; 1995)

* LepsSia progndza ako ostatné typy CaO po liecbe (Kommos et al,2005)
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Immunoprofile of ovarian tumors with putative transitional cell (urothelial)

differentiation using novel urothelial markers: histogenetic and diagnostic
implications.
Logani S, et al, Am J Surg Pathol. 2003 Nov;27(11):1434-41

IHC porovnanie TCC-O s TCC-B a odliSenie od MTS TC
17 ben. BT a 17 TCC-0O bolo analyzovanych pomocou UROIIl, THR, CK7, CK20, WT1
6 BT s borderline malignitou analyzovanych UROIIIl, THR, CK7, a CK20.

IHC komparacia s 30 pripadmi noninvazivheho TCC-B a 36 pripadmi invazivheho
TCC-B

vacsina BT bola pozitivna pri dokaze UROIII (82%) a THR (76%) — ide o pravu
urotelovu diferenciaciu

TCC-O je morfol.podobny TCC-B, ale len parcialne sa IHC prekryvaju

TCC-O zriedka exprimuju UROIII (6%) a THR (18%) a Ziadny nie je pozitivny pri
dbkaze CK20

takmer 40% inv. TCC-B bolo pozitivnych pri dékaze UROIII, 61% THR, a 50% CK20.
takmer 82% TCC-0 exprimovalo WT1, ktory bol negativny vo vSetkych TCC-B
rozliSenie TCC-O (CK20-, UROIII-/+, WT1+) a inv. TCC-B (CK20+, UROIII+/-, WT1-)
metastazujucich do ovaria

morfologicka podobnost medzi TCC-O a TCC-B nepoukazuje na
histogeneticku podobnost — TCC-O predstavuje variant povrchovych
ovarialnych karcinémov




IHC v nasom pripade:
e CK7+ CK20-/+*
* p16+ p53-/+ WT1+
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Sor s Iy G
e 3 :
o el
30 "9-‘:"«&‘ ':“3'

na “f
Vet i s

KLINIKA A CT VYSETRENIE
e ziadne urologické priznaky
* obvykle sa jednalo o velké
nadory MM, resp. oblicky

e Ziadna anamnéza

* CT negativne
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*CK20-/+ (do 5%) bol zaznamenany v jednom
pripade (Soslow et al, Int J Gynecol Pathol. 1996; o arw_ s A
15:257-65). vyluceny uropovod




1 Gynecol Oncol Vol. 21, No. 1:59-61, March 2010 DOL:10.3802//g0.2010.21.1.59

Case Report

MTS TCC d O ovaria Metastasis to the ovaries from transitional cell carcinoma of
the bladder and renal pelvis: a report of two cases

V4 . V4
s t t
e X re m n e ra r I n e Maria Lee, Yong Wook Jung, Sang Wun Kim, Sung Hoon Kim, Young Tae Kim

Department of Obstetrics and Gynecology, Yonsei University College of Medicine, Seoul, Korea

Ovarian metastases from a primary urinary tract carcinoma are extremely rare. This can be difficult to distinguish
from transitional cell carcinomas (TCC) of ovarian origin because of histologic similarity. A 65-year-old woman who

len 6 pripadov TCC (vSetk
b 74 was diagnosed with renal pelvis TCC 4 months prior was referred for evaluation of a left ovarian mass. A 47-year-old
u n I a te ra n e woman who underwent radical cystectomy due to bladder TCC 1 year ago was referred because of a right ovarian

mass. Both patients underwent a bilateral salpingo-cophorectomy. The tumor cells had morphology identical to those
of the primary urinary tract tumors. Gynecologic oncologists should consider metastatic TCC of the ovary from
Ligary tract origin, as well as breast, and gastrointestinal tract origins.

i nte rva I O_ 4 ro ky ( Le e et B Words: Transitional cell carcinoma, Ovarian metastasis
al,2010)

len 3 pripady TCC oblicky

Table 1. Primary urinary tract-transitional cell carcinoma (literature review and present cases) www.urologygroupvirginia.com
. , . .. Metachronous/ .
Investigator  Age, yr Symptom Primary site  Secondary site ' Treatment Disease status
: ’ ’ Synchronous

Raabe et al.™ 45 Hematuria Left kidney Left ovary M-1vyr Surgery Alive 7 yr
Hsiu et al.’ 48 Hematuria, pelvic mass Right kidney  Right ovary S Surgery, chemotherapy  DOD 6 mo
Ishii et al."! 49 Pelvic mass, hematuria  Bladder Right ovary S Surgery, chemotherapy  Alive 3 yr
Kardar et al.™ 60 Pelvic mass Bladder Left ovary M-4yr Surgery DOD 3 mo
Case 1 65 Pelvic mass Right kidney  Left ovary M-4 mo Surgery, chemotherapy  Alive 1 yr
Case 2 47 Pelvic mass Bladder Right ovary M-1yr Surgery, chemotherapy  DOD 6 mo

M: metachronous, S: synchronous, DOD: dead of disease




Estrogen Receptor Expression in Papillary Urothelial
Carcinoma of the Bladder and Ovarian Transitional
Cell Carcinoma

Philip R. Croft, MD; Sarah L. Lathrop, DVM, PhD; Richard M. Feddersen, MD; Nancy E. Joste, MD

Results.—By the 10% criterion, 11% of PUCs of the
bladder were ER positive. Invasive PUCs were more likely
to be ER positive (P = .10). Women with ER-positive PUCs
were older than their male counterparts (P = .03). By the
second criterion, 22% of all PUCs were ER positive, and
both higher grade and the presence of invasion were sig-
nificantly associated with ER expression (P = .004 and .01,
respectively). All 11 PUC metastases were totally ER neg-
ative. Ten of the 11 ovarian TCC cases exhibited strong and
diffuse ER expression.

Conclusion.—Depending on the criterion used, up to
22% of bladder PUCs were ER positive. Higher grade and
the presence of invasion were significantly associated with
ER expression in these bladder carcinomas. In contrast, al-
most all of the ovarian TCCs marked strongly for ERs, a
characteristic that may help differentiate these lesions from
PUCs metastatic to the ovary.

(Arch Pathol Lab Med. 2005;129:194-199)
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Pathology (August 2011) 43(5), pp. 420-432

Morphological subtypes of ovarian carcinoma: a review with emphasis
on new developments and pathogenesis

W. GLENN McCLUGGAGE

Department of Pathology, Belfast Health and Social Care Trust, Belfast, United Kingdom

Table 1 Relative frequencies of subtypes of ovarian carcinoma based on two

recent population based studies
TRANSITIONAL CARCINOMA

In my opinion, primary ovarian transitional carcinomas are
68—T71% serous rare, although they do exist.* I feel most tumours which are
1% mucinous diagnosed as transitional carcinoma represent variants of high
grade serous carcinoma and that transitional carcinoma is a
poorly reproducible diagnosis. Other tumours diagnosed as

9—11% endometrnod

12—-13% clear cell transitional carcinoma may represent endometrioid adenocar-
1% transitional cinomas with a transitional-like growth pattern. Transitional
6% mixed carcinomas of the ovary express millerian and not urothelial

markers and are usually positive with WT1,”” a point in favour

of many being variants of high grade serous carcinoma. Some
recur or metastasise as high grade serous carcinoma and this is
further evidence that many are variants of the latter.










Malignant Transitional Cell Tumors
(Malignant Brenner Tumors and Transitional
Cell Carcinomas)

TCC. Nearly all tumors classified as ovarian transitional
cell carcinomas are now regarded as high-grade serous
carcinomas with transitional-like features.

stage I. TCC is a variant of high-grade serous carcinoma
and thus is a Type II tumor. This is supported by similar
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Povrchovy epitel = Serdzny cystadeném
ovaria + 3
) | 4
Inklizne cysty —

== Konvenény SC

AJP 2002; 160: 4 AJP 2004; 164: 5

BRAF/KRAS mutdacie
J proliferacia
+*1+*1CIN
1 p21/WAF
iny genovy profil
5-r. 0S ~ 55%

p53 mutacie
1 proliferacia
"™ 1T 10N
1 HLA-G expresia
5-r. 0S ~ 30%




2. Dualny model evolucie OC [typ | a typ II]

Klinicko - molekularne charakteristiky SOC

charakteristikty | TYPI(LG-0SC) | TYPII(HG-0SC)
vyskyt ~25% 0OSC ~75% OSC
priebeh indolent.; 5-r OS ~55% agres.; 5-r OS ~30%
chemoth.odpoved zla dobra, ale rekurencie
KRAS 35%
BRAF 30%
BRAF + KRAS 65%
p53 0 50-80%
HLA-G 0 61%

Ki-67 ~10-15% >50%




Sucasné pohlady na typizaciu OC [HG - SOC]

e 70% vsetkych OC
e 90% vS. umrti na OC
e 1% vst.1

* 5. 0OS—29% v st.llic. a
13% v st. IV.

- chromozomalna instabilita
/ aneuploidita — 100%

* p53 mutacie >90%; strata
BRCA (30-45%)

» defekty homolognej
rekombinacie

* FoxM1 (84%), RB (67%),
PI3K/RAS (45%), NOTCH
(22%)

Histopathology
REVIEW

Molecular abnormalities in ovarian carcinoma: clinical,
morphological and therapeutic correlates

Ananta Gurung,* Tawny Hung,* Jason Morin* & C Blake Gills
Department of Patholagy and Labaraiory Medicme, Vancouver General Hospital University of British Cohumbia,
Vancouver, BC. Canada

- chirurgicky ,,debulking”

e 70-80% HGSC inicialne odpoveda
na CHTh — neskér chemorezistencia
* inhibitory PARP — slubné vysledky




Ovarian transitional cell carcinoma represents a poorly differentiated

form of high-grade serous or endometrioid adenocarcinoma
Takeuchi T, et al.; Am J Surg Pathol. 2013 Jul;37(7):1091-9

Je TCC samotna entita alebo morfologicky variant HG SC?

e n=488 OC =35 pripadov TCC, 25 a 6 TCCs bolo zmiesanych s HG-SC a
EC, len 4 pripady boli Cisté TCC

« TCC komponenty neboli pozorované v CCC ani MC
* |en 2 pripady maligneho BT

IHC — Cisty TCC, TCCs HG-SC, a Cisty HG-SCs boli charakterizované
aberantnou p53 expresiou a WT1+/ER+/PR+/IMP2+,

IHC - BT, benigny, borderline, a maligny BT — bez p53 expresie a s WT1-
/ER-/PR-/IMP2- imunofenotypom

» (isty EC a TCC zmieSany s EC vykazuje ER+/PR+ imunofenotyp

Zavery:
* TCC nie je samostatna entita, ale zle difer. SC alebo EC

e vacsSina TCC je asociovana s HG-SC alebo EC (obcasne)

 |HC a molekulové Crty TCC su podobné ako v HG-SC alebo
EC, ale rozdielné v BT
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Charles Zaloudek, MD

Professor
Department of Pathology
UCSF

Ovarian Epithelial
Tumors

New York, NY, USA

MODERN PATHOLOGY (2012) 25, 625-636

zzzzzz USCAP, Inc. All fights reseived oBg3-3952/12 $32.00

Morphologic patterns associated with BRCA1
and BRCAZ2 genotype in ovarian carcinoma

Robert A Soslow', Guangming Han® Kay ] Park', Karuna Garg', Narciso Olvera’,
David R Spriggs®, Noah D Kauff** and Douglas A Levine®

‘Department of Pathology, Memorial Sloan-Kettering Cancer Center, New York, NY, USA; *Department of
Pathology and Laboratory Medicine, University of Calgary, Calgary, Alberta, Canada; *Gvnecologic Medical
Oncology Service, Department of Medicine, Memorial Sloan-Kettering Cancer Center, New York, NY, USA;
“Clinical Genetics Service, Department of Medicine, Memorial Sloan-Kettering Cancer Center, New York,

NY, USA and *Gvnecology Service, Department of Surgery, Memorial Sloan-Kettering Cancer Center,

Histologic Features of BRCA1
Associated Carcinomas

Serous or undifferentiated ‘

Serous ‘

Marked atypia

SET features (solid,
pseudoendometrioid transitional)

Giant bizarre nuclei
Prominent TIL (>40/hpf)

Numerous mitotic figures

Geographic necrosis
Prominent TIL (>37/ hpf)
High mitotic rate (>51/10 hpf)

All 5 compatible with BRCA1

3 or 4 possibly compatible with
BRCA1

0-2 not compatible with BRCA1

Mod Pathol 2012

BRCA related if 2 2 features
BRCA indeterminate if 1 feature
Not BRCA if no features

- 25(4): 625-636

High Grade Serous Carcinoma
Standard Histologic Features

Cystic
Papillae, tufts of cells, micropapillae

Glands, labyrinthine glands, slit like
glands

Solid areas

Cribriform glands, microcystic pattern
High grade nuclei (grade 2 or 3)

High mitotic rate (> 12/10 hpf)
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3. Model - falopianska tuba ako zdroj ovaridlnych a

Clinical \l dic ln \ Research
Volume 5, Number 1: 35-44

ceoc7 M :sm |a c1 .
hitp://www.clinmede: g Review

peritonedinych nadorov

e 11-15% OC je spojenych s BRCA
* BRCA1+ alebo BRCA2+ = 15-40¢ B s
! pCt S BRCA+ % prOfylakt. bllat, Christopher P. Crum, MD; Ronny Drapkin, MD, PhD; David Kindelberger, MD;

Lessons from BRCA:

Fabiola Medeiros, MD; Alexander Miron, PhD; and Yonghee Lee, MD

Hereditary Precursor cells p53 signature cells Tubal intraepithelial carcinoma

2001=F D y ﬁ\

6 STIC (! Chr 17q21 Wik = "  —
s 4 ) k

ostatné __ \ / *-\\

//

1 7% S k r '.‘"/Ch romosomal Proliferation\"'
, \ instability /
( pre hlac Sporadic h /
201 O) Chr 17p13.1 \ o /
. TP53 ~~ /< \ / \ / - -\ / » :.v\\“ _—
revoluci ﬁ@ i i, @ﬁ |

B W W

n= 13 /3' Proposed sequence of molecular changes during the pathogenesis of
' high-grade serous carcinomas

fimbrii -

Expert Reviews in Molecular Medicine © 2008 Cambridge University press




3. Model

peritonedinych nadorov

— falopianska tuba ako zdroj ovaridlnych a

Tubarny povod HG SOC

A Fimbrial-Ovarian Model of Serous Carcinogenesis

Flmbrla

TIC Invasio
= \/ A/\ &
o)
o]
Endosalpingiosis @
Mullerian metaplasia .' Exfoliated tumor cells from
Endometrial transport @ TIC orinvasive carcinoma

- Mullenan Surface or invasive
// inclusions carcinoma
‘ Precursor \

l condltlon Ovary or )
e Perltoneuy

Kindelberger 2007

Hindawi Publishing Corporation
Journal of Oncology

Volume 2010, Art
doi:10.1155/2010/932371

Review Article
Ovarian Cancer Pathogenesis: A Model in Evolution

Alison M. Karst' and Ronny Drapkin' 2
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Exfoliation to surface
of peritoneum or ovary,

=




Dif.dg.:

... okrem uz spomenutych MTS (napr. u-TCC):

e ECs TCC-like morfologiou (asociovany s
konvenénym EC/WT1-/p53-/p16-) — morfoldgia
neovplyvnuje prognozu (Karnezis et al, 2003)

e MTS skvamozneho Ca cervixu do vajecnika???




pct. na 2.linii chemoterapie — taxol a karboplatina




...ale preco si tento
pripad sem dal?
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...lebo:

*pribudaju a budu pribudat
synchronne a najma metachroén.
nadory (napr. u BRCA- alteraciami)
* patolég médZe poukazat na
mozZnost genetickych alteracii

* akokolvek budeme subtypizovat
ovarialne karcinomy, mnohokrat sa
vratime spat a zaradime ich tam,
kam patria — medzi tubarne
nadory

...ale preco si tento
pripad sem dal?




Jdakujem za pozornost

Podakovanie Lige proti rakovine za podporu
projektu FISH diagnostiky na Ustave patoldgie
SZU a OUSA.

LIGA PROTI
RAKOVINE




