Patologicky obraz

o

nadoru cipku a téla
delozniho
Prof. MUDr. Alena Skalova, CSc

SiklOv Ustav patologie LF UK, v Plzni
Bioptickd laborator s.r.o., Plzen

XXVI. JIHOCESKE ONKOLOGICKE DNY, 17. - 19. fina 2019, CESKY KRUMLOV

DIAGNOSTIKA A LECBA NADORU CiPKU DELOZNIHO,TELA DELOZNIHO A NADORU
VAJECNIKU



+ Uvod do problematiky
« Morfologickd klasifikace

WHO Classification of Tumours of

g HlO\/rﬂl d|OgnOST|C|(é ZnOky Female Reproductive Organs

obert J. Kurman, Maria Luisa Carcanglu, C. Simon Herrington, Robert H. Young

4th Edition

WHO Classification of Tumours of
Female Reproductive Organs

IARC, Lyon, 2014




Nadory délozniho téla; klasifikace

WHO Classification of tumours of the uterine corpus®®

Epithelial tumours and precursors Dissecting {cotylecanold) lelomyoma 33900
Prapurears Difuse lesam yomatasis 88900
Hyperpiasia without atypa Intravencus laicamomaloss 88901
Atypical hyperplasia [ Endematrioid Metastasizing lsiomyoma 88981
intragpitheal neoplasia 83ap/2* Smeoth muscle fumour of uncenain malignant i
Engometrial carcinomas potential 889711
Endometrioid carsinona 838013 |.eiomynsarcama SHY0%
Squamous ciferentiation 857013 Epithaliodt e lonyosarcoma 88813
Villeglanduiar 826313 Myxoid lelomyosarcoma BH96S
Sacraloty 8332(3 Endomatrial stramal and related wmours
MUCHCUs carcinomsa B480{3 Encometnal stromal nodule 89300
Serous endomatrial inraepithalial carcinoma  B441/2° Low-grade endametrial stromal sarcema 833173
Serous carcinoma 844113 Hign-grade andometrial siromal sarooma 893068 R
Claar call carcinoma B310{3 Undiftersntiatad utenne sarcoma 880673 | [\ [y CHAPTER 5
Neuroendacring tmours Uterine trmaur rassmbling ovarian sax cord | e Turnpure al the utarine corpus
Low-grade newreendocrine tumour tmolr 8590/1* ;
Garginald tumeur B240/3 Miscellaneous mesenchymal tumours : Epithelial tumours and precursors
High-grada neuraandacring carcinoma Rhabdomyssarcoma BECOS Y S Mesenchymal tumours
Small ced neyrosndocrina carcinoma  BO41/3 Parivascular spithebold cell tumaur e e T A
Large call neuroandocrne carcinoma  2013/3 Hanlgn 3714,0'1 e W L Mixed epithelial and mesenchymal tumours
Mixed cell adenocarcinoma 832313 Malignarit arias y MiEclareas kimatirs
Undifterentiated carcinoma BO20O/3 Othars |
Dedifferentiated carcinama Lymphoid and myeloid tumours
Mixad epithelial and mesenchymal tumours Secondary tumours
Turmour-like lesians Adenomyocina BBE2N I X
Palyp Atypical pofypoid adenamyama ezl | Mgt bl “ e £
Metaplasias Adenofibroma 8013% | AR : ‘\‘Q':M:‘
Arias-Stelig reaction Adenosarcoma goaad o S
Lymphoma-like lasion Carcincsarcoma BEGN3
Mesenchymal tumours Miscellanaous tumours |
Lelomyoma 8880/0 Adenomaioid fumalr 20540
Celiular lalormyoma 5892/0 Neuroectogermal lumolrs
Leiomyoma with bizarre nuclel 888310 Germ cell tumours
Mitctically active Isiemyama 886010 %
Hydropic iaiormyoma 280010 Lymphoid and myeloid tumours |
Apaplectic lglomyoma 8868010 Lymphomas :
Lipamatous keiemyoma (ipoleiamyema) 859010 Myelid neoplasms | B
Epithelinid lsamyoma 889140 i
Myxoid lelomyoma 860610 Secondary tumours

* The morphaiogy codes are fram the ntematisnal Cassiication of Diseases [ee Oncalogy (IKD-0} |5754). Eatavicur ie coded (0 fur barig
tumours, [ for unspecified, borderding or uncertan behavicur, /2 for carcinoma in sl and grade |l ntraapittelial neoplasia and (3 for
maligrand lumedrs: * Tha eiassification ks moditied fram the previoas WHQ clessifcation of twnowrs {1908AF, taking into accoun changas i o
aur understanding of these lesions, “These new codes were approved by the WWRCWHD Committes for ICD-0/in 2073



Epitelialni nadory delozniho tela a
jejich prekurzory

Karcinom endometria je nejcastéjsi malignita
zenského genitdlu ve vétsiné zapadnich zemi
heterogenni skupina/ spektrum nddoru

Na zdkladé morfologie, imunoprofilu a prognozy se
tradicné cleni do dvou zdkladnich podtypu

Typ |- ,,estrogen-related”
o Endometroidni karcinom endometria

Typ ll- ,estrogen-non-related”
o Serdzni karcinom endometria
o Svétlobunécny karcinom endometria

Molekuldarni klasifikace ca endometria



Molekularni klasifikace
karcinomu endometria

~ultframutated“endometrialni karcinomy

o Velmi vysoka mutacni naloz; Hotspot mutace v POLE genu
o Mutace TP53 (35%)
o High-grade karcinomy s relativné pfiznivou prognézou

,,hypermuTo’red ‘endometridlni karcinomy

Mikrosatelitni instabilita (MLH1 hypermethylace), vysoka mutacni naloz, malo copy number
alteraci

o PTEN, KRAS mutace

o konvencni endometroidni karcinom obvyklého typu; dediferencované ca

,copy-number low"” (endometroidni)

o Microsatelitné stabilni; nizkd mutacni naloZ; malo copy number alteraci
o Mutace CTNNBI1 (52%)
o endometroidni karcinom obvyklého typu, G1-G2

“copy-number high”

o Velké mnozstvi copy number alteraci; nejnizsi mutacéni naloz;
o Mutace TP53 (90%)
o Serdzni, endometrioidni karcinom G3

TCGA (The Cancer Genome Atlas). Nature 2013;497:67-73 o



Molekularni klasifikace
I endometridlnich ca: 4 podtypy
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Microsatelitniinstabilita
Copy number alter




Molekularni klasifikace: POLE
I ultramutovana skupina

POLE (cramutated) VS Py Copry-rumbae low podonsiiod) Cogrp-murmbar high jerous-fes)
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Endometrioidni Serozni+Endometri

-Ultramutovana skupina

-Velmi vysokd cetnost mutaci
(median 9,630)

-Hotspot mutace v POLE genu

-Vysoce maligni (ne vylucné)
histologie

- TP53 (35%)



I Molekularni klasifikace

POLE (cramutated) VS Py Copry-rumbae low podonsiiod) Cogrp-murmbar high jerous-fes)
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Serozni+Endometri

MSI (hypermutovand)

-Microsatelitni instabilita
(MLHT hypermethylace)

-Vysokd Cetnost mutaci
(median 640)

-Mdlo copy number alteraci

-PTEN, KRAS mutace



I Molekularni klasifikace:

POLE (ramutated) VS Py Cogrp-rumbar low podonsiiod) Coprpmurmbe high parous-Fes)
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Htology

trioid Serozni+Endometri

Copy-number low
(endometrioid)
- Microsatelitné stabilni
- Malé mnozstvi mutaci
(median 84)
- Malé mnozstvi copy
number alteraci
- CTNNBI (52%) mutace



Molekularni klasifikace

POLE (cramutated) VS Py Copry-rumbae low podonsiiod) Cogrp-murmbar high jerous-fes)
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Serézni+Endometr

Hatzlogy

|
Tanar groce JEITRLIRINIER PRLED l 1 " "
Endometr

Copy-number high (serous-like)
-Velké mnozstvi copy number alteraci

o s

-Serdzni, /4 G3 endometrioidni morfologie
- TP53 (90%)

Adaptovano z TCGA, Nature 2013



Karcinomy endometria I. typu a

jejich prekurzorove leze

V patogeneze je hlavni viiv estrogenni stimulace
Hlavni rizikové faktory

©)

O O O

©)

obezita, nuliparita, anovulacni sterilita, Casnd menarché a pozdni
menopauza, ovaridlni fumory s produkci estrogenU

Pozitivni rodinnd anamnéza
Lynchiv syndrom -40-60% riziko
BRCA mutace

tamoxifen

|dentifikace prekurzoru



Hyperplazie endometria bez atypie

Syn. Simplexni/komplexni benigni hyperpldzie

Efekt prolongované estrogenni stimulace
neoponovane progesterony

Mirné zvysené riziko Ca (5-10krdt)
Progrese do Ca u 1-3% zen (dle WHO 2014)




Atypicka hyperplazie endometria

Syn. EIN (endometridini infraepitelidini neopldzie)

Proliferace nepravidelnych zldzek s cytologickymi
atypiemi

« MSI, mutace PTEN, KRAS a CTNNB

« Riziko progrese-az 45krat
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Endometroidni adenokarcinom
endometria

« Obvykly typ EAE predstavuje 70-80% ca endometria
« sekrecni, dlazdicobunécna,viloglandularni

« Prognoza - stadium, veék, histologicky grade,
hloubka invaze, LN metastazy




Karcinomy endometria II. typu

Nejsou vazaneé na hyperestronismus
Postmenopauzdlni, nejc 7.-8. dec.
Dg. v pokrocilem stadiu, progndza nepriznivd

Prekurzor- (SEIC)serozni endometridini infraepitelidaini
ca (dle WHO 2014)- ICD-O 8441/2
o syn. Serozni EIN (endometrial intraepithelial neoplasia)
o Endometridini glandularni dysplazie
Vznika v atrofickém endometriu nebo oI DU
o Exprese pb&3 '




Serozni karcinom endometria

N~ e/

Nejcaste|si ca endometria, typ I
Komplexni papilarni/glandularni struktury
Vyrazné jaderneé atypie




Svetlobunecny karcinom endometria

P AT T RSP
P IS

> M hil>

AN

bad @6',.
sl ST,

~-fi,l o 7 .

« Méné Casty karcinom, typ |l
« Pokrocilé stadium, Spatnd prognoza

.....



Dle WHO 2014
karcinomy endometria
slozené z vice komponent

alespon jedna slozka je typ Il
endometroidni a serozni ca

high- grade (min 5%) zhorSUJe
prognozu




Mezenchymalni nadory délozniho
tela

~ e/ vV

« leiomyom patfi v nejcastéj§im nddorum viubec
« varianty 10%)

o Celuldrmi, hydropicky, myxoidni
o Leiomyom s bizarnimi jadry

o Metastujici benigni

o Difuzni leiomyomatoza




Endometrialni stromalni

tumory

« Endometridlni stromalni uzel

« endometridlni stromalni sarkom (ESS)
o low-grade ESS
o High-grade ESS




Smisene mezenchymalni a

epitelialni nadory delozniho tela

« Adenomyom; atypicky polypoidni adenomyom;
Adenofibrom,

« Adenosarkom, karcinofibrom...
« Karcinosarkom; syn. Maligni smiseny mulleriansky




Nadory déelozniho ¢ipku

WHO Classification of tumours of the uterine cervix®®

Epithelial tumours
Squamous cell lumeurs and pregursors
Squamaus intraepithalial lastons

Low-grade squamous Intraepithelial lesion 80770

High-grade stuamous intraspithalial lacion
Squameus cell carcinoma, NOS
Keratinizing
Nan-keratinizing
Paplllary
Basalcid
Warty
Varrucous
Sauamotransitional
Lymphospitheliorma-hike
Benign squamous call [esians.
Sguamous metaplasia
Condylama acumenaiem
Squarnaus papiloma
Transiticoal metaplasia
Glandular tumaeurs and precursors
" Adeancarcinoma in-situ
Adenocarcinoma
Endncervical adenocatcinema, usual iype
Muginous carcinema, NOS
Gastric iype
Intestingl type
Signet-nng cell type
Yilloglandukar carcinoma
Endomstrioid garginama
Clear cell carcinoma
Seraus carcinoma
Mesonephric carcinoma
Adenocaronioma admixed with
rEUrcandocnng carcinoma
Banlgn alandular tumours and tumaour-file lesions
Endozervical polyp ‘
Miillerian papgilicoa
Mabathian cyst
Tunnel plusters
Microglandular byperplasia
Lobutar endocervical glandular hyperplasia
Diffuse laminar endacaryvical hyperplasta
Masanaphria remadnts and hyperplasia
Arias Stella reaction
Enclocervicasis:
Endometriasis
Tuboesndometrioid metaplasia
Eclapic prostate fissue

BOT72
8070/3
20713

814012

814013

814003
8450/3
848213
B14413
84a0/a
82633
BEA0/2
8310/3
BA41/A
9110/

B574/3

Diher epithelial tumours
AZenosquamous caltinoma
Glassy cell carcinoma
Agenoict basal carcinoma
Adenoid cystic carcinoma
Unditferantiated carcinoma
Neurcandoaring fumors
Low-grade nauroerdocnne turmour
Carcintid lmau
Atypical carginoid tumaur
High-grade neuroandocring carcrioma
Small call neuroandacring carcinoma
Large cell neurcendocring carcinama

Mesenchymal tumours and tumour-like lesions
Benign
Lewsmyoms
Rhabdomyoma
Qthars
Maligrant
Lewmyosarcoma:
RAhabdomyosarcorma
Alvealar soft-part sarcoma.
Anglosarcoma :
Malignant peripheeal natve sheath tumour
Cthar sarcomas
Liposarcoma
Undifierantiatad andocenvical sarcoma
Ewing sarcoma
Tumour-like lessans.
Postoperative spindis-tall nodule
Lymphama-like leson

Mixed epithelial and mesenchymal tumours
Adenceyama

Adencsarcoma

Carcingsarcomsa

Melanocytic tumours
Blug nasvus
Taiignant rmslancma

Germ cell tumaurs
Yot 5a¢ tamour

Lymphold and mysloid tumours
Lymphomas i
Myelaid neaplasms

CHAPTER 7

Tumours of the uterine cervix
Squamous cell tumours and precursors
Glandular tumours and precursors
Benign glandular tumours and tumour-like lesions
Other epithelial tumours
Neuroendocrine tumours
Mesenchymal tumours and tumour-like lesions
Mixed epithelial and mesenchymal tumours

Melanocytic tumours

Germ cell, lymphoid and myeloid tumours

Secondary tumours




Dlazdicobunécne nadory
delozniho cipku a prekurzory

NejCastéjsi léze Cipku
HPV infekce- HPV 16 u SCC; a HPV18, 16 u ACa

Incidence stdle stoupd celosvétove, geografické
rozdily

Dostupnost screeningu
o V CR mortalita a incidence SCC za poslednich 10 let klesd

Prekurzoroveée léze LSIL /HSIL



Low-grade skvamozni

intraepitelialni leze (LSIL)
Intraepitelidini Iéze dlazdicového epitelu
Morfologicky a klinicky produkt HPV infekce

Nizké riziko progrese do CA
Syn. CINT; koilocytarni atypie




High-grade skvamozni
intraepitelialni leze (HSIL)

« Intraepitelidini léze dlazdicového epitelu

« Vysoké riziko vzniku invazivnino ca, pokud neni
léCena

« Syn. CIN2; CIN3; CIS- dlazdicovy karcinom in situ

»_ICD-O kod 8077/2
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Dlazdicovy karcinom delozniho
cipku

« |Invazivni karcinom ruzného stupné diferenciace

os

o Varianty; keratinizujici, non-keratinizujici, papildrni, basaloidni, verukdzni,

« Dle WHO 2014, 2.-3. nejCastéjsi ca u zen

o AZ0.6 miliond novych pripadd/rocné celosvétové
o V CR kolem 900 novych pfipady ro¢né;
o 400 Zen ro¢né& v CR na tento nddor zemre

Sexudlné prenosnd nem

R L) e o y
PR Ry y . . 9
ove F \ . R -0 w
v 3

:

3
SR B <y




Zlazové nadory délozniho
cipku a prekurzory

Klasifikace AC dle WHO 2014 zalozena na morfologii
o Morfologické varianty AC

Dle asociace s HPV infekci

o HPV asociovany AC (85-90%) - nejCastéji obvyklého typu,
high-risk HPV detekovany v intestindini a viloglandularni
variante

o Non-HPV AC (10-15%)- nejCastéji gastrickd varianta,
vzacny primarni endometroidni ca délozniho Cipku
Clenéni dle typu invazivniho r0stu a LVI
o ,pattern” A, B, C

adenokarcinom in situ (AIS) versus invazivni
adenokarcinom (AC)



° A4 \"4 /7
Adenokarcinom délozniho
cipku in situ;
« Neinvazivni léze tvorend malignim zldzovym
epitelem
« Signifikantni riziko progrese do ca
« Syn. HG-cervikdlni glandularni intfraepitelialni
neopldzie
|CD-kéd




° \v4 \V4 4
Adenokarcinom delozniho
cipku; tnvazivni
Invazivni adenokarcinom s glanduldarni diferenciaci
Incidence AC stoupd z 5-20% (za poslednich 40 let)

AC obvyklého typu - 90% pripadu AC Cipku
Témér vzdy asociovan s HPV infekci
ICD-kod 8140/3 wume Ty




° \v4 \"4 /7
Adenokarcinom délozniho
\V 4V 4
Cipku
 Invazivni adenokarcinom s mucindzni diferenciaci
o gastricky typ
« Neni asociovany s HPV infekci
« mAa horsi progndzu nez obvykly typ
« VySsistadium
« Castéjirozsev po
peritoneu




elozniho

Adenokarcinom d

cipku

\Y& 4

iaci

diferenc

7

7

INom s mucinozn

Invazivni adenokarc

o infestindlni typ

o ,dignet-ring cell” typ
« Asociovany s HPV infekc

7




Adenokarcinom délozniho
Cipku
« Invazivni adenokarcinom s morfologii identickou s

ca endometria

o Viloglanduldrni karcinom
o Je HPV asociovany, patfi do skupiny mucinoznich AC

o Endometroidni karcinom délozniho Cipku

o Neni HPV asociovany, moznd lepsi progndza nez u obvyklého typu




Zaver
Karcinomy délozniho Cipku a téla patii mezi
nejcastejsi malignity zen celosvetove i v CR
Karcinom délozniho Cipku je sexudlné prenosnd

choroba, ve vétiiné pripadu vyvoland persistentni
HPV (16 a 18) infekci

v CR incidence SC &ipku v poslednich letech klesla
Relativni vzestup incidence AC Cipku

Karcinom délozniho téla je morfologicky,
prognosticky a molekuldrné geneticky velmi
heterogenni

U zen s Lynchovym syndromem je celozivotni riziko
vzniku karcinomu endometria v rozmezi 40-70%



ONKOLOGICKE'DNY, 17.= rz]na 2019, CESKY KRUMLOV
DIAGNOSTIKA A LECBANADORU CIPKU DELOZNIHO, TELA DELOZNIHO A
NADORU VAJECNIKU



