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* 49 roCna pacientka v anamnéeze Ccasta a nadmerna menstruacia
so sekundarnou aneémiou, s nepravidelnymi cyklami, podla UZ
S0 submukoznymi a intramuralnymi nodulami, dutina maternice
a endometrium bez patologickeho nalezu.

« Opakovane kyretovana s negativnym nalezom.

* VV\ykonana simplexna hysterektomia a bilateralna
salpingektomia.

* Predmetom vysSetrenia su maternica s tubami, resp. nalez v
submukoze.



Makroskopicky nalez

* Cervix — bpn

* |Istmus — nodulus (leiomyom)

* Endometrium - bpn

« Submukozne — noduly d max 15 mm (?77?)
* Adnexa -bpn
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*\/Setci ste mudri, takze viete, ze ide 0.... ©



U nasej pacientky bola dokazana
ESR1::NCOAS fuzia

INTERPRETACIA A ODPORUCANIE:
Podla medzinarodne akceptovanych kritérii ACMG klasifikujeme fuziu ESR1::NCOA3 ako patogénny variant s potencialnym klinickym
vyznamom podla kritérii TIER IID.

ESR1::NCOA3 je Casto sa vyskytujucim fuznym produktom u pacientov s UTROSCT (,Uterine Tumor Resembling Ovarian Sex Cord
Tumor®) (NCCN Uterine Neoplasms v3.2024; Dickson akol., 2019; Goebel akol., 2021; Lu a kol., 2023). Vysledkom fuzie je vznik
onkoproteinu, ktory ma zachovanu doménu estrogénového receptora z ESR1 a NRC doménu z NCOA3 (Dickson a kol., 2019). Dana
fuzia nie je uvedena v databazach OncoKB, Cosmic ani ChimerDB.

Momentalne neexistuje personalizovana terapia pre UTROSCT asociovana s RNA fuziou ESR1::NCOA3.

ZAVER: ,
Vo vzorke RNA izolovanej z nadorového tkaniva sme DOKAZALL:
o  Pritomnost RNA fuzie ESR1::NCOA3 s potencialnym klinickym vyznamom TIER IID.

Vo vzorke RNA izolovanej z nadorového tkaniva sme NEDOKAZALI pritomnost patogénnych a pravdepodobne patogénnych flzii
so silnym/potencialnym klinickym vyznamom na Urovni RNA vratane fuzii v génoch: FGFR1/2/3, RET, NTRK1/2/3, GREB1, NCOA2.



UTROSCT -
uterine tumor resembling ovarian sex cord tumor
M-8590/1

» Zriedkavy tumor < 1% vSetkych
mezenchymalnych tumorov maternice;

* S nejasnym biologickym potencialom;

« Etiologia nejasna, etiopatogenéza — rézne tedrie AT N < g K NG, 7 P ek
vzniku tumoru; odvodene od (A) sex cord buniek e R LD SRR G
- relokacia pocas embrypge,nez% (B) o SO PCEAT NN S VR i
mezenchymalnych kmenovych buniek, (C) od
pluripotentnych stromalnych buniek — tuto tedriu
cytogeneticka analyza nepotvrdila;

* Vek 21-84 (median 52 r.)

 Klinika: nepravidelny cyklus, abnormalne
Krvacanie, pelvic pain;

* Prevazne nahodny nalez;

« Kyret/endometrial sampling — nie je diagnosticky
vytazny;
» Makroskopicky — tumorézna masa prevazne v

korporalnej Casti maternice (submukdzne,
intramuralne, subserdzne, polypoidné formacie);




UTROSCT -
uterine tumor resembling ovarian sex cord tumor

Po prvy krat bol popisany v r. 1976 (Clementa a Scully)
— ako sex cord like tumors — a podla percentualneho
zastupenia bolo rozdelené na 2 skupiny:

| — ESTCLES (endometrial stromal tumors so sex cord

like elementmi do 50%) o B e By o e

Il — nad 50% (klasicky UTROSCT) LA RIS, B S,

S objavenim gén. Fuzii JAZF1 a PHF1 mutacie (kt. nie - o | N

su pritomné v skupine UTROSCT) sa vy¢lenila T N A e S S N
samostatna skupina UTROSCT. S L O N RS G N SRS .
WHO 2020 — B o S AN

v sk. | si zahrnuté low grade endometriaine stromalne 2 0 5 e sl e e o ~.

sarkomy

v sk. Il - UTROSCT, pricom je definovany ako
neoplazma, kt. morfologicky pripomina ovarialne sex
cord tumory, avSak bez endometrialnej stromalnej

zlozky.

Shibara et al: Therapeutic managment of Shibara et al: Therapeutic managment of UTROSCT including a focus of fertility: A systematic review, Europ J
of Obstetrics and gynecology 295(2024)1-7




UTROSCT -
uterine tumor resembling ovarian sex cord tumor

Mikroskopicky: ,High grade® znaky:

- Dobre ohranicena, ale neokapsulovana y ’
masa, so pseudoinfiltraciou, zriedkavo - Velkost tumoru >5cm

infiltracia do myometria _ Cyto/ogické atypie
- Rastovy vzor: solidne hniezda, T .y
pseudoglandularne, trabekulame, papilame, - Mitoticka aktivita > 3MF/10HPF

Cord-like (Snury) usporiadanie NB .. e e e gty s
, ,( V) ,p . - Myometrialna invazia, infiltracia
- Nadorové bunky su drobnée, okruhle, s 7
mensimi okruhlymi, mierne hyperchromnymi Serozy
jadrami, minimalne cytologické atypie _ Nekrézy

- Call-Exnerove telieska (zriedkavo pritomné)

- Minimalna mitoticka aktivita Boyraz et al.: Uterine tumors resembling ovarian sex cord tumors: a
clinicopathological study o 75 cases emphasizing features predictive

- LVI, nekréza, heterologne elementy etc. adverse outcome and differential diagnoses Am J of Surg Patol.
2023:47(2):234-47.




IHC

Pozit: Negat:

- Pozit. pre ovarialne SC markery - HMBA45
Calretinin, WT1, CD99, MelanA, - ChromA
FOXL2, SF1, (CD56) . CD34

- Pozit. epitelové markery _ Inhib (48%)
CKAE1/3 - SMA. Des

- Pozit. Hladkosvalové markery - CD117, S100
H-Caldesmon, SM myosin heavy

chain

I-Dgormonélne receptory: ER, AR,

- Vim, Bcl2



Dif. dg

« Endometrialny stromalny tumor so sex cord elementmi, LGSS so sex
cord diferenciaciou (prevaha stromalnej zlozky; 60% obsahuje
JAZF1::SUZ12 g. fuziu, PHF1 mutacia)

* Leiomyomy (napr. epiteloidné)

 MTS ovarialnej sex c. tumor (EMA negat. pri OV. SCT, dokazany OV.
SCT)

« Adenosarkom so sex cord like areami (Bez SC elementov)

« Endometrioidny karcinom (Beta cat jadrova +)

« PEComa (HMBA45 +)

« Adenomatoidny tumor (Glut — 1 cytopl. +, pritomna TRAF mutacia)




Cytogenetika

- DICER1 mutacia nie je pritomna (DICER1 syndrom: Autosomalne dominantne
dedicné ochorenie (incidencia 1:100 000, u onkolog. Pacientov, 1:4600 — zvysené
riziko benignych a malignych tumorov predovs. v detskom veku —

(a) V detskom veku (pod 10 r. veku) pritomnost urc. typov tumorov ako napr.
pleuropulmonalny blastom, cysty pluc, Ca,SZ cg/st/cky nefrom, pituitarny
blastom, pineoblastom, hamart. Polypy HC, Embryonalny rhabdomyosarkom,
Juvenil. Granulosa cell tumor, Gynandroblastom;

(b) V dospelosti: Nasalny hamartom, Ca SZ, cysticky nefrom, Sertolli-Leydig cell tu
ovaria, Embryonalny rhabdomyosarkom.

- FOXL2 mutacia nie je pritomna (AGCT)
- Fuzia génov JAZF1::SUZ12 nie je pritomna (60% EST)

- NCOA1-3 rearanzment a NCOAZ2/3 fuzia v publikaciach pravidelne
reportovana — najCastejsie f. partnery ESR1 a GREB1




Cytogenetika — UTROSCT, v tlaci,

v dec. 2024

Flidrova et al., Modern patholo
2024 P &

Retrospektivna analyza 35 pacientok
s dg. UTROSCT

NGS analyza: 22 pacientok NCOA1-3

uziu

ESR1::NCOAS3 - 11 pacientok (11/22)
ESR1::NCOAZ2 - 3 pacientky (3/22)
GREB1::NCOAZ2 - 7 pacientok (7/22)
GREB1::NCOAL - 1 pacientka (1/22)

2 pacientky s GREB1::NCOAZ2 fuziou mali
tumor s agresivnou biologickou povahou a
rekurenciou.

MODERN PATHOLOGY

Joumal homepage

Research Article
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Uterine tumor resembling ovarian sex cord tumor (UTROSCT) is a rare tumor of uncertain
lineage and low malignant potential. Most tumors behave in a benign manner, but a subset of
UTROSCT exhibit an aggressive clinical course with recurrences and metastases. The recurrent
molecular alterations in UTROSCT most ne fusions involving NCOAI-3. We per
formed a comprehensive clinicopathological, morphologic, immunohistochemical, and molec-
ular analysis on a cohort of 35 UTROSCT. The tumors exhibited various architectural patterns
diffuse, corded trabecular, tubular, sertoliform, fascicular, whorled, nested, microfollicular, and

often in combi he hemical analysis confirmed the

often with of sex cord—stromal, smooth muscle,

pic

and epithelial markers, as well as hormone receptors. Next-generation sequencing RNA analysis

ICOAI-3 gene fusions in 22/32 analyzed cases (69%), including ESR1::NCOA3
1

revealed recurrent
GREBI::NCOA2 (7/22), ESR
burden was low in all cases. The i
ciation with whorle

in-positive c

architecture, conversely necrosis was associate
did not find a significant relationship between any architectural pattern and
tions, but the NCOA2-altered tumors were associated with pseudoglandular ar
ed cases occurred in older patients and tended to be more often
intramural masses compared with ESR1-altered cases. On the contrary, the ESR1-altered cases
presented more often like submucosal or polypoid tumors. Two tumors exhibited aggressive
behavior with recurrent disease. Both of these cases harbored a GREBI::NCOAZ fusion. Unsu
pervised hierarchical cluster analysis of our cohort revealed 2 main clusters. The tumors
GREB1 or NCOAZ fusion cluster together, suggesting that there are underlying molec
ferences between these cases and cases with ESR?

NCOA3 fusion or without fusi

M. Flidrovs

er © 2024 United States & Canadian Acadery of Pathology. Published

sevier Inc. All ights are reserved. including thase

training, and sumilar techn



Cytogenetika UTROSCT

Watrowski et al (2024):
Retrospektivna analyza 511 pacientok (2024)

Xiong et al (2023):
Retrospektivna analyza 11 pacientok (2023)

GREB1::NCOAZ2 fuzia a PDL1
expresia predikovalo rekurenciu,

agresivnu biologicku povahu a
horsiu prognozu.

= Medicina (Kaunas). 2024 Jan 19;60(1):179. doi: 10.3390/medicina60010179 &3

Uterine Tumors Resembling Ovarian Sex Cord Tumors (UTROSCTs): A
Scoping Review of 511 Cases, Including 2 New Cases

Rafat Watrowski 12", Mario Palumbo ', Serena Guerra 3, Alessandra Gallo 3, Brunella Zizolfi 3, Pierluig|

Giampaolino 3, Giuseppe Bifulco 3, Attilio Di Spiezio Sardo 3, Maria Chiara De Angeﬁ3

Editor: Benito Chiofalo

» Authorinformation » Article notes » Copyright and License information

PMCID: PMC10820159 PMID: 38276058

Xiong et al. Journal of Ovarian Research (2023) 16:102

Journal of Ovarian Research
https://doi.org/10.1186/513048-023-01183-5

RESEARCH Open Access

PD-L1 expression, morphology, and molecular 2
characteristic of a subset of aggressive uterine
tumor resembling ovarian sex cord tumor

and a literature review

Si-Ping Xiong'!, Rong-Zhen Luo'?!, Fang Wang'#*, Xia Yang'?, Jun-Peng Lai' Chao Zhang'? and Li-Li Liu'?"



Vek

Makroskopicky nalez

Mikroskopicky nalez

IHC

Rekurencia

Peri- a postmenopauzalne
pacientky

Intramuralne

Infiltrativne okraje, LVSI,
Rastovy vzor: trabekularny,
pseudoangiomatoidny,
pseudopapilarny, NB:
epiteloidné, rhabdoidné,
spindle cell elementy,
vesikularne jadra, napadné
jadierka

Pozit: ER, PR (ER<PR),
CD99, CD56
Variabilne: Des, SMA,
Calret, Inhib, FOXL2
CKAE1/3, EMA, CK8/18
Melan A, CD10, WT1

6/12 pelvicka rekurencia
2/6 DOD

Premenopauzalne
pacientky

Polyp

Dobre ohraniceny, cord-
like Struktury, tubuly,
trabekuly, solidne hniezda,
Sertoli a granulosa like
bunky

Pozit: Calret, Inhib, WT1,
CD56, CD99, CKAE1/3

1/10 pelvicka rekurencia
0 DOD

Case No 4, Blake Gilks, Canada, Gynecologic Pathology Slide seminar, ESP Congress, Firenze 2024



Dal$i manazment ??7?

» Shibara et al.: retrospektivna Studia — 147
pacientok (2024);

* Median vek 50 r., 28 pacientok (19%) malo menej
ako 40 r., prevazna vacsina absolvovala y
hysterektomiu a bilateralnu salpingektomiu;

Contents lists available at ScienceDirect

European Journal of Obstetrics & Gynecology and
Reproductive Biology

® Tumorektémia (TE.) u 15 paCIentOk’ 6 paCIentOk ELSE\ H‘; journal homepage: WWW.]our'na\5‘c\5Dv:}:Dr;:;:RJ“CC‘L‘I\I/'?J;:;T[—E;mal—of—obstmr\cs—ar'nd—gvncco\ogv—and—
po TE — bolo gravidnych, po6rod;

Review article |

e Ukazalo sa, Ze nebol S|qn|f| ka ntnv rozdiel Therapeutic management of uterine tumours resembling ovarian sex cord
medzi DFS (d isease free su rVivaI) u DaCi entok tumours including a focus on fertility: A systematic review
po HYE a u pacientok po (TE) —sledovali 5 a 10 Mani shibahara’, Tomoko Kurta™', Hivoshi Harada”, Yojio Tsuda, Masanori Hisaoka’,
ro¢né prezivanie; ’

3 Department of Obstetrics and Gynaecology, University of Occupational and Environmental Health, Kitakyushy, Fukuoka, Japan
® Department of Pathology and Oncology, University of Occupational and Environmental Health Japan, Kitakyushu, Fukuoka, Japan

« Sucasny trend: nad 40r. v. HYE, pod 40 r. v.
tumorektomia (pokial planuje graviditu),
nasledne HYE do 5 rokov, ak nie, priamo HYE.

- V pripade rekurencie alebo metastaz: _
Neoadjuvantna CHT (Paclitaxel, Carboplatin) a
RAT.




UTROSCT

* Diagnostika moze byt narocna z dovodu rozmanitosti
rastovych vzorov lezie;

* Dolezité je identifikovat’ high grade morfologické znaky;

* Morfologia a imunofenotyp rekurentneho tumoru moze byt
mierne odlisne od primarnej lézie,

« Dolezité je zrevidovat predoslé biopsie (ak su);
» Cytogenetika (resp. NGS analyza) je ddlezita z hfadiska dif. Dg.

* Dva hlavné fuzne partnery — GREB1 a ESR1, ddlezita je
identifikacia z hfadiska prognozy.
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Pozvanka ©

Den tkanivovej diagnostiky:
21.05.2025

Bienale v onkopatoloqii,
dermatopatologia:

22.05.2025
Letny sklickovy seminar
23.05.2025

Kde ?

BA, Hlavna budova NOU,
4. poschodie,
prednaskova sala




