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Over ve Endometrium Kanserleri Sempozyumu

S
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DUZENLEME KOMITESI
Prof Dr Enver ilhan, Saglik Bilimleri Universitesi Izmir Tip FakiltesiDekan:
Dog Dr Mustafa Emiroglu, Saglik Bilimleri Universitesi Izmir Tepecik SUAM Bashekimi | ~
Prof Dr E. Canan Kelten Talu, Saglik Bilimleri Universitesi Izmir Tip Fakultesi Ttbbi Patoloji ABD Bagskan:
Dog Dr Muzaffer Sane, Saglik Bilimleri Universitesi Izmir Tip Fakiiltesi Kadin Hastaliklari ve Dogum ABD Ogretim Uyesi

/s

SUNUCU OGRENCILER \ : /
Dr Esin Arkan, Dr irem Gonen, Saglik Bilimleri Universitesi Izmir Tip Fakiltesi Tibbi Patoloji ABD Uzmanlik Ogrencileri |

Zoom Meeting ID: 941 1405 1249
Passcode: 770058

KATILIM UCRETSIZDIiR




10:00-10:20
10:20-10:40
10:40-11:00

11:00-11:15

11:15-11:35

11:35-11:55
11:55-12:15

12:15-12:30

13:00-13:20
13:20-13:40
13:40-14:00

14:00-14:15

14:15-14:35

14:35-14:55

14:55-15:15
15:15-15:30

15:30-16:10

SAGLIK BILIMLERI UNIVERSITESI
Iznar Tip Fakiiltest Bilimsel Toplantilan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

UL USAL Over ve Endom etrinm Kanserleri Sempozyumu

ACILIS KONUSMALARI

Prof Dr Cevdet Erdol, Saglik Bilimleri Universitesi (SBU) Rektorii

Prof Dr Erdogan Cetinkaya, SBU Hamidiye Tip Fakiiltesi Dekam

Prof Dr Enver ilhan, SBU izmir Tip Fakiiltesi Dekam

Dog Dr Mustafa Emiroglu, SBU izmir Tepecik SUAM Bashekimi

Prof Dr E. Canan Kelten Talu, SBU izmir Tip Fakiiltesi Patoloji ABD Baskan

1. OTURUM: OVER KANSERLERI-I

Oturum Bagkanlan

Prof Dr Alp Usubiitiin, Hacettepe Universitesi Tip Fakilltesi, Tibbi Patoloji ABD

Prof Dr Mehmet Ozeren, SBU [zmir Tip Fakiiltesi, Kadin Hastaliklari ve Dogum ABD

Over kanserleri patoloji raporlannda dikkat edilecek noktalar, Dog Dr joek Erbarut, Marmara Universitesi Tip Fakiiltesi Tibbi Patoloji ABD
Over kanserlerinde radyolojik evreleme, Prof Dr Selma Uysal Ramadan, SBU Giilhane Tip Fakiiltesi Radyoloji ABD

Over kanserlerinde cerrahi tedavi yaklagimi, Prof Dr Cogan Terek, Ege Universitesi Tip Fakiiltesi Kadin Hastaliklar ve Dogum ABD
Tartigma

2. OTURUM: OVER KANSERLERI-II

Oturum Baskanlan

Prof Dr Sibel Bektas , SBUHamidiye Tip Fakiiltesi Tibbi PatolojiABD

Prof Dr Ahmet Alacacioglu, Katip Celebi Universitesi Tip Fakiittesi Dahiliye ABD Tibbi Onkoloji

Over kanserlerinde kemoterapi ve kigiye 6zgui tedavilerde giincel geligmeler, Dog Dr Emre Yildinm, SBUHamidiye Tip Fakiiltesi Dahiliye ABD
Tibbi Onkoloji

Over kanseri tanili olgularda genetik incelemelerin 6nemi, Dr Ozge Ozer Kaya, Tepecik SUAM Genetik Hastaliklar Tani Merkezi

Patoloji rutininde over ve endometrium kanserlerinde PD1/ PD-L1 immiinhistokimyasal incelemelerinin yeri ve klinik onemi |
-Over Kanserleri, Prof Dr E. Canan Kelten Talu, SBU [zmir Tip Fakiiltesi Tibbi Patoloji ABD

-Endometrium Kanserleri, Do¢ Dr Emine Bagir Kilig, Cukurova Universitesi Tip Fakiiltesi Tibbi Patoloji ABD

Tartigma

ARA

3. OTURUM: ENDOMETRIUM KANSERLERI-I

Oturum Baskanlan

Prof Dr Gagnur Ulukus, Dokuz Eyliil Universitesi Tip Fakiiltesi TibbiPatoloji ABD
Prof Dr Zehra Hilal Adibelli, SBU /zmir Tip Fakiiltesi RadyolojiABD

Endometrium kanserlerinde molekiiler siniflama ve klinik pratige yansimalan, Dr Giirdeniz Serin, Ege Uni. Tip Fakiltesi Tibbi Patoloji ABD
Endometrium kanserlerinde radyolojik evreleme, Dog Dr Hilal Sahin, Tepecik SUAM Radyoloji Boltimti

Endometrium kanserlerinde cerrahi tedavi yaklagimi, Dog Dr Kemal Giingérdik, Mugla Sitki Kogman Universitesi Tip Fakilltesi Kadin Hast. ve
Dogum ABD Jinekolojik Onkoloji

Tartigma

4. OTURUM: ENDOMETRIUM KANSERLERI-I

Oturum Bagkanlan

Dog Dr Muzaffer Sanci, SBU izmir Tip Fakiiltesi, Kadin Hastaliklari ve Dogum ABD Jinekolojik Onkoloji Cerrahi Kiinigii
Do¢ DrAsuman Argon, SBU [zmir Tip Fakiiltesi, Tibbi Patoloji ABD

Endometrium kanserlerinde yeni genetik ve immiinohistokimyasal parametreler adjuvan radyoterapi yaklagimini nasil etkileyecek?

Dr Zeliha Guizeloz, Tepecik SUAM Radyasyon Onkolojisi

Endometrium kanserlerinde hedefe yonelik ajanlar ve kisiye 6zgii tedavilerde giincel gelismeler, Dr Halil lbrahim Yildiz, Tepeck SUAM Tibbi
Onkoloji

Endometrium kanseri tanili olgularda genetik incelemelerin énemi, Dog Dr Taha Resid Ozdemir, Tepecik SUAM Genetik Hastaliklar Tani Merkezi

Tartigma

5. OTURUM: OLGULAR ESLIGINDE GERMLINE MUTASYON GOSTEREN OVER VE ENDOMETRIUMKANSERLERI
Oturum Bagkanlan

Dog Dr Funda Tash, SBU [zmir Tip Fakiiltesi Tibbi Patoloji ABD

Doc Dr Ulkii Kiiciik, SBU [zmir Tip Fakiiltesi Tibbi Patoloji ABD

Dr. Gamze Akoz, Tepecik SUAM Tibbi Patoloji
Dr. Emin Biiyiiktalanci, Tepecik SUAM Tibbi Patoloji
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DOC. DR. IPEK ERBARUT SEVEN
MARMARA UNIVERSITESI
TIP FAKULTESI
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Raporukim icin
yaziyoruz?
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* Jinekolog
* Onkolog

* Diger patolog!!!! / konsiiltasyon kurumu
* Avukat
* Hasta yakini/komsu
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‘“Please Help Me See the Dragon I Am Slaying”

Implementation of a Novel Patient-Pathologist Consultation Program
and Survey of Patient Experience

Adam L. Booth, MD; Matthew S. Katz, MD; Michael J. Misialek, MD; Timothy Craig Allen, MD, JD; Lija Joseph, MD

* Arch Pathol Lab Med. 2019;143:852-858; doi: 10.5858/ arpa.2018-0379-0A)

Patient Pathology Consult Program

Lowell General Hospital

A Fa \ ™
' - »
l\. y v
8 Nt
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of Pathology & Laboratoey Medicine
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Hasta dostu patoloji raporu?
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End stage lung change is a pathologic pattern of lung disease that may result from a number of different lung
diseases. If you would like to see your tissue slides under the microscope with me, or simply discuss your

pathologic diagnosis, please call me at 409-722-0144.

~ . ~

Pathologists are medical doctors who specialize in diagnosing disease. This report contains the findings of your
pathologist, a physician who examines your cells and tissue under a microscope to provide an accurate

diagnosis to guide your health care decisions.

AN




Female Genital

Tumours
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Classification of
Malignant Tumours

S TH EDITION

#%. COLLEGE of AMERICAN
HLE PATHOLOGISTS

https://www.cap.org/protocols-and-guidelines/cancer-reporting-tools/cancer-protocol-templates
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Klinik 6zet bilgi

soygecmis
o *« BRCA1/2
* Klinik 6zet * Ailesel meme/over kanseri

* Yas * Lynch sendromu

* Kimlik bilgileri
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Operasyon Proseduru:

Total Histerektomi+Bilateral Salfingo-ooforektomi
* Radikal /Simple / Supraservikal Histerektomi

* Ooforektomi

* Salfingo-ooforektomi _
* Salfinjektomi * Abdominal

* Vajinal
* Laparoskopil

* Robotik

* Peritoneal timor «debulking»

rd

F -

* Peritoneal biyopsi

* Omentektomi.....Lenfadenektomi

—




SAGLIK BILIMLERI UNIVERSITESI
Iznar Tip Fakiiltest Bilimsel Toplantlan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

PATOLOJININ CAN DAMARI

MAKROSKOPI
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Frozen dikkat dagitmasin

i Kapsiil hemen not edilmeli
KAPSUL Fototrt

Over butiinliigi

e S

Kapsil saglam

Kapsiil riiptiire y ¥
Fragmante |
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* Over biitlinligii  Tuba biitlinligii
 Kapsul saglam * Serozasl saglam
» Kapsul riptlre * Serozasl rupture

* Fragmante * Fragmante
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* Uterus butunliigt
e intakt

¢ Aglimis

* Morselere
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tumor on ovarian or fallopian tube surface
* Over ylizey tutulumu * Tuba yiizey tutulumu
* yok * yok
* var (sag/sol) * var (sag/sol)
» degerlendirilemedi (neden?) » degerlendirilemedi (neden?)

pTic2

N
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Stage IIA Stage IIB Stage Il
Colon , Cancer in pelvic
peritoneum

Fallopian tubes_

Primary Peritoneal Cancer

pT2a m
Ektraovaryan/ekstratubal diger pelvik organlar

Uterus ve/ veya tubalar ve/veya overler Sigmoid kolon****
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En genis EkstraPelvik Odak

* Mikroskopik
* Makroskopik (2 cm veya < 2cm

* Makroskopik (> 2 cm)
* Degerlendirilemedi
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En genis EkstraPelvik Odak

pT3

pelvik ve abdominal peritoneal ylzeyler
boyunca

omentum, barsak yuzeyleri, mezenter,
diafram,

Stage 1B

dalak-karaciger kapsiulleri(parankim degqil)

Omentum yoluyla dalak-karacigere yayilhm IIIC iken

Parankim metastazi IVB) © PDQ Adult Treatment Editorial Board.
Published online: May 20, 2021.
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Bblgesel Lenf Nodlari

* Retroperitoneal
* Pelvik

(parametrial, obturator, internal iliak (hypogastric), eksternal iliak,
«commony iliac, sakral, presakral

* Para-aortik * Metastaz iceren lenf nodlari (>0.2mm)

* >10mm’den k[]gijkler

* intra-omental and peri-intestinal * <10mmigiie

/
* lzole timdr hiicreleri (ITC)<0.2mm A
=NO (i+) (birden fazla olsa da)

|
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Bolgesel lenf nodu disindakiler

 Diger tiim lenf nodu tutulumlari metastaz = (pM1)
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Stage IV Ovarian Epithelial, Fallopian Tube,
and Primary Peritoneal Cancer

Uzak metastaz

Extra fluid
around the
lung

Cancer has spread
to other parts of

Pozitif plevral efflizyon
Karaciger/Dalak PARANKIMI
Ekstraabdominal organlar e (

Cancer cells in
lymph system

/
i

Inguinal /retroperitoneal lenf
nodlari

Cancer cells

Lymph nodes
in the groin

Abdominal kavite disi lenf nodlari

Barsaklarda transmural tutulum

Diger

“ }\ ]ﬁ' i Bone
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Patolojik Evreleme (pTNM)

* AJCC The American Joint Committee on Cancer
* FIGO Fédération Internationale de Gynécologie et d’Obstétrique

Female Genital

H‘ V ( € internations! Union Against Cancer
=
i (i NM Tumours

Classification of

Malignant Tumours £an D . 20
i = & .
CANCER STAGING - 1 537
SYSTEM

INTERNATIONAL FEDERATION
OF

GYNECOLOGY & OBSTETRICS




SAGLIK BILIMLERI UNIVERSITESI
Izmar Tip Fakiiltest Bilimsel Toplantilan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

'AJCC 2020 pT1a NO (FIGO IA)

m(multipl primer timér)  r(rekiren)
v(KT/RT sonrasi glincel evre)

Nedenleri raporda belirtilmis olmali

Evreleme kurallari degisse de o hastada
gdrdiklerimiz degismeyecek

Ister hasta icin ister akademik calismalar
icin olsun veri ayrintili girilmeli
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BRCA mutasyonu Meme ca
Profilaktik salfingoooforektomi yapildiysa

-SEE-FIM.... -Overin tamamini ornekledin

Yaptiysan yaz

MAKROSKOPI'de
-Overlerin tamami drneklenmistir
-Tubalarin tamami SEE-FIM yontemiyle 6rneklenmistir




Fimbrial uclar

SEE-FIMM olmasa da timuyle 6rneklenmels

* Raporda alinan parcgalarda yazilmali

y
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YEN| PARCALAR

'» Rapora eklemeyi en sik unuttugumuz konu
* Asil tani/detay verdigimiz blok-degerli blok ama raporda yok!
* Ozellikle konsiiltasyonlarda

* YP1-2-3-4-.......

* YPRO1-2-3-4-...... (sag overden .....adet yeni 6rnek)

* YPRO1 (kapstil gegisi)

* YPRO2 (kanamali alan......papiller alan...solid alan.....)
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Rutin Orneklerin
Aciklamalari

==os—

* Sag over: 3P3K

* Tim makroskopinin sonuna:
23P20K
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Rutin Orneklerin Aciklamalari

* RO (sag over) 1-2-3-4 e 1-2-3-4 (sag over)
* RT (sag tuba) * 5-6 (sag tuba fimbria)
* RTF (sag tuba fimbrial ug)

* EMA-EMP (endometrium
anterior-posterior)

» S6-S12 (serviks saat 6-12 hizasi)
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Lenf Nodlar!

Nereden
Kac adet
Her blokta kac lenf nodu var

|

Orn:

Sag pelvik:

LN1 (2P bir lenf nodunun iki yarisi)
LN2 (3P1K; 3 adet lenf nodu)
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iAGu'

* SAG_ OVER ....X...X...cm boyutta,

kistik / solid / nodiiler /papiller gériinimdedir,*

kapstill ; intakt / riptire /....X...cmlik alani invazyon agisindan stiphelidir,
dis yliziinde timor implantlar

vardir /yoktur .

Kesitlerinde icerisinden mukoid/serdz/kanlh sivi / macunsu materyal bosaldi

Ke5|t yuzi multilokiile/ unilokule kistik ,duvar kalinligi en kalin oldugu yerde
..cm,en ince oldugu yerde ...cm. dir

. Duvang ylziinde ----x-----cm boyutlarinda papiller /soli
/alanlar izlenmistir

* solid alanlar sert / elastik / yumugak kivamda, kesit yuzu
/ kanamali / kalsifiye olarak |zlenm|§t|r :

lan

crotik




ADNEKSIAL TOMOR ORNEKLEME FORMU
Eoslio Gkse. foumalinsis bitiinlifii borularak / btinligi bozulmadan goaderilmis,

X% cmboyutlannda  sa/solbilasseal. / pedbuektemi / sufingnoofuekinmi /ubiasa)
SAG OVER ...X...X....cmboyutta, w/mzmimgammvhmm;

Wkt / DR X... colik alant AR P yuziinde timor implantian,
varder /yoktur .

Kesitlerinde icerisinden guikoidisenizkanhs sivi / magmss materyal bogald: .
Kesit yiizll oulsilokiile’ uoilakuls: istik duvar kahnb en kahn olduffu yerde .. gyep, mee oldugu

Duvar ig y di boyutherinca
NNBWW /pagiller, + solidh alan Jalanlar i i3t

solidalantar sert/ clastik / yumusak kivamda, kesit yizi .....renkie , nekrotik / kanamali / kplsifis,
olarek izlenmigtic.

Wm) Kesit y‘mlndc dzellik yokur /

XX cmbote. it/ i vl ouglgrintmdeds
kapsiila ; Mfw ..... X“.mahm TRXALAD imde tamar
snpbantlagy vardir fyoktur .

Kesitlerinde igerisinden guakeidsenizkanh sivi / macunsy materyal bosald: .
Kesit yiizii gaytilokills’ ynilakuis kistik duvar kalinhg en kalm oldugu yerde .. gouen ince oldugn

Duvar i¢ yil boyutlannda
muuwwm ‘soligh alan /alanlar i

solidalantar sert/ elastik / yumugak kivamda, kesit yiizi ....renkte | nekrotik / kanamals ! kalsifiyg,
olarak izlenmigtir.

X Jundisal ise): Kesit yikzimde dzellik yoktur /-
J - T U umnhila ....cmn gaptachr. (varsa) Bersberindeki oueps ... . gl ks /
miyle yapstk g8 Eddhial ucu aqik / kapal goraniimdedir.
Dag yilzinde ...)(.4..anbuymhnnd|hsl ! kistler /papilier uzantilar / godiiler, alan / RxazEe0
agismdan slipheli alan / timor {pplantlan izlenmistir,

Kesit yiiziinde ... X, X.....cm boyutunds , faabsia / smpsls. Wawlse/wmyedewnﬂ-
tlmir izleamigtir. Tumdr gulilokitle. woilokille kisik / papiller.’ solid gorintmde . ...
kesit yiizit kanamah / nekrotik / kglsifiys, olarak izlenmigtir.

SOL TUBA ...om wamlukta , ....cm gaptachr, (varsa) Berabamdekx QUBLE .. Guallls kismi / tiimiiyle
yapisik gorinimdedit, Eimbsial ucu agtk / kapal gorin

Dss yiiziinde ... X.. anbo,mhm&kmfhskrmmnuln ! podilleralan / azEon
agismdan glipheli alan / timor jpplagtisn izlenmagtir.
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Kesit yliziinde ... X.... X....cm boyutunda , fisobria / sppuila./ mwubﬂm'mwﬂmmh
wimiir zleamistir. Tiimor olsilokile. wilobille,bissik / peilier’ slid gortnimde .

kesit yizi kanamah / nekrotik / kalifyg olartk wzlenmigtir.

UTERUS ... X... X....cm boyutundadr dey yiziinde dzellik izleamemigtie / ... X. ... ik alanda
vodifasunn,’ kanama/'timir imalapy, vardi

Seoviksactklig ... cm olup | Gzellik szlenmedi / paboth kesteni vasdir.

Lwl&wn}gunacddlgmdnww v X cmbaym- odupolipl
- Xo X emboyutta ...oadet ... I Qs & !

OMENTUM ....X..X...cm boyutlards ....... renkte ... kivamda yag dokusuducDzssinde en
b\'lyuéu oeec T buyullarmdl wmkxynnhr izdenmektedir / gental cike goctinima vardr

ALINACAK PARCALAR
RO ( saf oyee)
LO ( sol guep)

RT ( saf tuba)
RTF1-2-3..(sa tuba fubeiahus)

LT (sol twba)
LTF1-2-3.(sag tuba fimbrial ug)

S6-S12 ( sepyiks sast 6 ve 12 hizasi) 2P2K

EMA ( edometzivm satsaen  1PIK
EMP ( codometrium, posicaen 1PIK

Pipolip) IPIK
MI-3(quem) 3P3IK
O1-2-.. ( gmeatumt
LN (lenf ppellan)
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Surgical Pathology Cancer Case Protocol

Not applicable D Not applicable D

First Name and Name of patient, ID number Number of histopathology report{(s)

[ ] l ] Capsule intact D intact D
ruptured tured

CLINICAL DIAGNOSIS HISTOPATHOLOGICAL DIAGNOSIS uposed (] wptred [

[ ] [ ] fragmented D fragmented D
other D other D

1. Specimen 5. Primary Tumour Site

Ovary Right ] teft [} oty

Fallopian tube Right (] teft (] Right | | Left | ] Bilateral [__]  Notspecified [}
Uterus D Cervix D Fallopian tube

Omentum D Peritoneum D

Right [ teft [  Bilateral [__] Notspecified [___]

6. Ovarian Surface Involvement

Parametrium Right D Left D
OTHER (specify) : Not 5Pe‘jﬁedD Cannot be determined D Present D Absent D Uncertain/cannot be determined D

Cytological samples {specified) [ l

7. Tumour Size

2. Clinical Procedure Ovary Right D Ovary Left D
Oophorectomy Right L J Left | ) Greatest dimension D cm Greatest dimension Dcm
Salpingo-oophorectomy  Right L teft L] Bilateral [} Additional dimension [___] cm Additional dimension [__Jem
Subtotal oophorectomy  Right |__} Left {_J Cannot be determined [__] Cannot be determined [___J
Supracervical hysterectomy D Hysterectomy D

8. Histologic Type and ICD-O Code

Omentectomy D Peritoneal biopsies D

Other (specify) : Not specified D

3. Lymph Node Sampling

Performed D Not performed D Not known D
Pelvic Right [__] Left [__] Para-aortic [
Other D

4. Sampling Integrity

Ovary Right D Ovary Left D

Serous, borderline tumour 8442/1

Serous, borderline micropapillary variant 8460/2
Serous carcinoma low grade 8460/3

Serous carcinoma high grade 8461/3

Mucinous, borderline tumor 8472/1

Mucinous carcinoma 8480/3

Seromucinous borderline tumor 8474/1

Seromucinous carcinoma 8474/3

00000000
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Serous borderline tumor

Serous borderline tumor,
micropapillary / cribriform variant

Serous borderline tumor with
microinvasion

Microinvasive low grade serous
carcinoma

Low grade serous carcinoma
High grade serous carcinoma
Mucinous borderline tumor

Mucinous borderline tumor with
intraepithelial carcinoma

Mucinous borderline tumor with
microinvasion

Mucinous adenocarcinoma
Endometrioid borderline tumor
Endometrioid carcinoma

Endometrioid carcinoma,
seromucinous type

__ Seromucinous borderline tumor
___ Clear cell borderline tumor
___Clear cell carcinoma

___ Borderline Brenner tumor
___Malignant Brenner tumor
__Mesonephric-like adenocarcinoma

Small cell carcinoma, hypercalcemic
type

OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU
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Dedifferentiated carcinoma ___Immature teratoma

____Undifferentiated carcinoma NOS ___ Teratoma with malignant transformation (specify type):
____Carcinoma, subtype cannot be determined ____Malignant struma ovarii

____Mixed epithelial borderline tumor (specify types and
percentages):

___ Dysgerminoma

___Yolk sac tumor
____Mixed carcinoma (specify types and percentages):

____ Embryonal carcinoma

____ Gonadoblastoma

Choriocarcinoma, non-gestational type
B itk e &d malignant germ cell tumor (specify types and
____Adenosarcoma
____Leiomyosarcoma

___ Fibrosarcoma

___ Granulosa cell tumor, ad Peritoneal Tumors
____Granulosa cell tumor, j
____Steroid cell tumor
___ Sertoli-Leydig cell
____Other sex cord-

____ Other histologic type not listed
(specify
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—

Grade/Derece

* Endometiroid ve miisinéz karsinom

(endometriumdaki gibi)

* Sertoli-Leydig hticreli tiimérler modifiye 3’lii grade sistemi
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Grade/Derece

Serbz karsinom
* Yiiksek dereceli
* Dustik dereceli

Aslinda iki ayri antite

* Yiiksek Dereceli Ser6z Karsinom
Dustik Dereceli Seréz Karsinom
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Grade/Derece

* Berrak hucreli karsinom

* Borderline epitelyal timérler

* Karsinosarkom

* Seks kord stromal timérler

* Germ hicreli tiimérler (immatdir teratom disindakiler) -
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TANIda zorluk yaratan durumlarda her bilgi
degerli

* CAP
« HATTA MITOZ

SN\
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implantlar
* Implant terimi artik sadece ser6z/serémisin6z borderline tiimorlerde

* Non-invaziv implant (epitelyal ve desmoplastik) ayirrm=akademik!!

SNy
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implantlar

iIMPLANT

NON-INVAZiV INVAZIV

o

EPITELYAL DESMOPLASTIK
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implantlar

* Var (nerede)

* Yok
* «Indeterminate» (non-invaziv-invaziv ayirimi yapilamazsa)
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S — Peritoneal
Fallopian Cavity

b~ < - Primer?

Ove r Soong TR, Howitt BE, Horowitz N, Nucci MR, Crum CP.
The fallopian tube, "precursor escape"” and narrowing the knowledge
T b gap to the origins of high-grade serous carcinoma.
u a Gynecol Oncol. 2019 Feb;152(2):426-433. doi:

10.1016/j.ygyno.2018.11.033

52, ‘e Periton
Metastatic
Carcinoma

Peritoneal
Cavity

Peritongal Fallopian xﬁﬁffrﬂﬁcﬁiﬁ‘ﬂﬁasm

> Cavity @i
= _ / Metastatic {
Fallopian Carcinoma
Tube . \

Malignant
Transformation

" Early Serous  Serous Tubal
Proliferations  Intraepithelial Carcinoma
(ESPs|

(STIC)

Metastatic
Carcinoma

Metastatic Carcinoma

Carcinoma
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PRIMER HAKKINDA YORUM

TUBA STIC
Mukozal HGSC
Tubada tubaovaryan kitleden ayrilamayan tutulum

OVER iki tuba da kitleden tiimiiyle ayri
VE
STIC yok mukozada HGSC yok

PERITONEAL Tubalar ve overlerde timér yok/ STIC yok

’
Y/
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Periton sivisi / Asit /Batin yikama sivisi tutulumu

* Var
* Yok
¥ i# (malignite ekarte edilemediginde)
s :;lj F) r]EEII F)'[']-(:E;
- Atlplk# (bordErﬁne tiimr’jr‘f@rde)
¢ Gr'jnderilmemig. Rezeksiyon raporu Sitoloji raporu
B-......-2022 S5-......-2022

* Degerlendirilemedi

* Sonra bildirilecek/Ekte bildirilecek
(ama ana raporda bahsedilmeli)




Frozen sonucu

* Hem intraoperatif tani/frozen
bolimunde

« Hem ana tanida: FROZEN ARTIGI/
FROZENDAN KALAN DOKU

* Hem de -eger frozen tanisi/kalici
tani farki varsa- notta

SAGLIK BILIMLERI UNIVERSITES]
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* intraoperatif tani:
e Kime bildirildi/Saati:
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Kemoterapi Yaniti /Skoru & ane,,

* Sadece yiiksek grade’li seréz karsinomlarda
* Omentumda izlenen rezidiiel tiimér ile belirlenir
 Cerrahi dncesi kemoterapi yok

[ CRS 1 belirgin yanit yok ya da minimal yanit
] CRS 2 | orta derecede yanit
(. CRS 3 | belirgin yanit= tiimér yok ya da minimal rezidiiel kanser)

' DEGERLENDIRILEMEDI

Neoadjuvan KT sonrasi tani kriterleri heniiz net degil

SRS SIS
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iAGu'

Baska lezyon

* Over benign kistleri
* Endometrium polip vs
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Baska lezyon

* En Onemlisi: Endometriozis

* (endometrioid, berrak hiicreli, mezonefrik benzeri adenoca,
serdmusindz borderline timor ile iliskili)
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IMMUNHISTOKIMYA

* Hangi bloga uygulandi?

* Hangi klon?

* Internal kontroli var mi? Calisti mi?
* Eksternal kontrolu var mi? Calistt mi?
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seroz karsinom
(histolojik olarak yiiksek ya da diisiik dereceli olsa da)

* P53
* wild type (normal)
* mutant (anormal)

patern de ayrica yazilmali

» homojen %80 Ustii kuvvetli niikleer pozitif
» yaygin sitoplazmik

» null
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serdz disl timorlerde

MMR (DNA yanlis eslesme tamiri) (DNA mismatch
repair)

(endometrioid/berrak hli tmr’de Lynch acisindan)

* MLH-1/PMS-2/MSH-2/MSH-6

* Kayip VAR/YOK/degerlendirilmedi /

* Negatif /pozitif yazma *

* Olguda nukleer ekpresyon kaybi saptanmamistir.
Yorum: Mikrosatellit instabilite riski dusuktar.
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* Olguda MLH1 ve PMS2 kaybi saptanmistir.

Yorum: Bu durum sporadik olabilecegi gibi Lynch sendromu ile iliskili de
olabilir; ayinm icin éncelikle MILH1 metilasyon analizi onerilir,

* Olguda MSH2 ve MSH®6 birlikte kaybi saptanmistir.

Yorum: Lynch sendromu riski yiiksek grup. ileri tani igin sirasiyla MSH2,
MSH6 ve EPCAM acgisindan genetik test onerilir.

* Olguda MSH6 kaybi saptanmstir.

Yorum: Lynch sendromu riski ylksek grup. MISH6 agisindan genetik test
onerilir.
* Olguda PMS2 kaybi saptanmistir. }

Yorum: Lynch sendromu riski yiksek grup. PMS2 acisindan genetik test |
onerilir. ’
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Ovarian Tumor
Low grade serous carcinoma
High grade serous carcinoma

Endometrioid and clear cell
carcinoma

Clear cell carcinoma

Mucinous carcinoma
Malignant Brenner tumor

Endometrial stromal sarcoma, low
grade

Granulosa cell tumor, adult type
Granulosa cell tumor, juvenile type

Dysgerminoma, yolk sac tumor,
embryonal carcinoma

Molecular Associations

BRAF, KRAS, HER2 mutations
TP53 mutation; BRCA1, BRCA2
CTNNB1, ARID1A, PTEN mutations

ARID1A, PIKBCA mutations; deletion
PTEN

KRAS, CDKN2A, TP53 mutations
PIK3CA mutation; MDM2
amplification

JAZF1-SUZ12, EPC1-PHF1, PHF1
rearrangements

FOXL2 missense mutation

AKT1 and GNAS mutations
Chromosome 12 abnormalities
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MOLEKULER

* Uygun fiksa SYON (Tamponlu formaldehitte
dokunun biiyiikligiine gére 8 saatten kisa 72 saatten
uzun olmamal)

* Nekroz/inflamasyon/fibrozis
* TUmoér %30

* Ayri bir parafin blok (Mo)
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THE TREE OF MEDICINE
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OVER KANSERLERINDE RADYOLOJIK EVRELEME
Prof Dr Selma UYSAL RAMADAN

Ankara Atatlirk Sanatoryum SUAM

Radyoloji Klinigi

HERENIM HEDEELER Kadin genital radyolojik incelemesi ultrason [US)
midmklnse transvajinal degilse transabdominal baki ile
-Lezyonu saptamak, yerine karar vermek | baslar. Basit kist, dermoid veya endometriyoma gibi
benign tamilar bu yontemnle givenle konabilir. Bir nevi

-Lezyon icerifine karar vermek tiriaj grevi yapar.

-Lezyon B-M speltrumunda yerlestimek Bilgisayarh tomografi (BT) kadin genitalde lezyon
-Evreleme saptama ve karekterizasyonda kullanmaz. Genelde
metastaz taramasi icin kullamlan yontemdir.

Manyetik rezonans [MR) lezyonu saptamak degil, saptanan lezyon ve cevresi hakkinda daha ayrintili
bilgive sahip almak icin problem cozlcl olarak kullanilir. Kullanilan pelvik MR hastamin tanisina gore
defizen eksen ve sekans icermesi nedeniyle 8n tar énemlidir.

MNormal over radyolojik olarak yvasa ve hormonal duruma gére degisen radyolojik gérindm verir.
Prepubertal yasta over dislk valimld ve genelde falikill icermezken; dofurganlik cafinda volimi ve
folikdl sayisi artmis olarak gézlenir. Menopoz ile vollmd tekrar azalir ve icinde genelde folikil
izlenmez. Bu vollim farkliliklan nedeniyle dzellikle prepubertal ve menopoz yasindaki kadinlarda
radyolojik olarak overlerin gbsterilebilmesi cok kolay olmaz.

Bir lezyonu saptadiktan sonra batinda nerede oldufuna karar vermek gerekir. Adneks radyolojik
olarak dstte tuba, icte uterus, arkada pelvik arka duvar ve dista eksternal iliak vaskuler ile sinirlidir.
Lezyonun bu alanda oldufuna karar verdikten sonra lezyon ic yapisina bakilir. Solid icerik US ile
arkasinda akustik gliclenme olmamasi ile ayrilirken, kistik lezyonlarda ic yvapisi, duvar-septa durumu
gibi dzellikleri arastirilir. Radyolaji icin malign dzellikler arasinda kalin ve dizensiz septa, 3mm’den
blyik papiller projeksivon, solid komponent sayilabilir. Por icerik, US"de homajen sivi ekosu olarak
gazlenirken; ic yapisinda pd, kan gibi icerik barindirdifinda US de kistin artik basit bir kist almadigi
soylenebilir.

MR arada kalinan olgularda kullanilmasi gereken bir ydntem olup, lezyon icerigi hakkinda fikir
verebilmektedir. Dermoid kistin icindeki makroskopik vag, yvag baskili sekanslar ile ortaya konabildigi
gibi, endometriyoma icindeki kan yvag baskili T1agirhikh gérintllerde hiperintens gérilmesi ile
ayrilabilir. Serdz epitelyal over timdarlerindeki sivi icerigl T1afirlikh gorintilerde hipointens,
T2agirhikh gbrintllerde hiperintens homojen olur ve i¢ yapisinda dizensiz septalar ile papiller
cikintilar gordldr. Misindz epitelyal overyan timarlerde icerifin T1agirhkh gorintilerde ara-
hiperintes, T2agirlikh gérintilerde hiperintens ancak farkh intensiteli lokulasyonlardan olusmasi
sonucy “vitray gorindmd” vermesi ile taninabilir. Endometriyoma gecmisi olan bir olguda takiplerde
primer endometrivoma biylrken, icerigi dilue olmus gibi ve papiller alanlarinda Doppler US ile

Dr SUR-1
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kanlanma gordliyor ise malign hemorajik overyan lezyonlar (endometroid tip adenoCa veya berrak
hicreli kanser) akla gelmelidir.

Over evrelemesinde kullanilan
P FIGO(International Federation of Gynecology and Obstetrics)
P AICC (American Joint Committee on Cancer) TNM evreleme sistemleri vardir.

TNM siniflamasinda; timor boyutu, uzammlan (over, fallop tip, uterus, mesane?); ienf nodu
(pelvik alanda veya aorta ¢evresi) ve metastaz (karaciger, kemik, akciger vb)

| | Over(tek/cift) veya fallopian tiipte (tek/cift), asit (-) LN(-)

IA 1A Over veya fallopian tdp icinde (+), ylzey disinda (-),
18 8 Her iki over veya fallopian tip iginde (+), ylzey diginda (-},
IC IC Tek/cift over veya fallopian tiipte ve asagidakilerden biri;

-cerrahi sirasinda kapstliun riptir(

-en az bir over/fallopian tipte dis ylizeyde veya cerrahi

-

oncesi riptlr
-asit icinde kanser hlcresi varligi
] ] Tek/cift over veya fallopian tip (+) cevre organlara yayilhm,
LN(-), uzak met{-)
A A Over, fallopian tdp veya uterusa dogru yayilim
[]: 8 B Diger pelvik organiara yayihm (mesane, rektum vb)
1] mn Tek/cift over veya fallopian tiip veya peritoneal kanser,

sitolojik veya histolojik teyit edilmis pelvis dist peritoneal
yayilim, retroperitoneal lenf nodu (+/-)

a1 1AL Tek/cift over veya fallopian tip (+) veya prim peritoneal Ca
veya komsu pelvis organlara yayilim (+), RP lenf nodu {+)

Dr SUR-2
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a2z a2 Tek/cift over veya fallopian tip (+) veya prim peritoneal Ca ve
pelvis dizi organlara yayhm {op srasmda gazle gorilmeyen
kiclik depozitier), RP LN{+/-) met (=)

ne e Tek/cft over veya fallopian tlp {+) veya prim peritoneal Ca ve
pelvis disi organiara yayilim {op sirasinda pazie gdrilen
depozitler <2cm), RP LM{+/-} met (=)

e i Tek/cift over veya fallopian tip (+) veya prim peritoneal Ca ve
pelvis disi organiara yayihm (>2cm), RP LN(+/-), met(-)

V& VA Mialign plevral effilzyon (+), ke, dalak, barsak, batin digi LN (=)
VB IvVB Dalak, ke yayihim, RP digi L tutulumu, akeiger veya kemik
tutulumu

Sonug olarak radyolojide saptanan bir adneks lezyonunda asagidaki ozellikler maligniteyi
cagnstirmaktadir:

»  mural noddl

P papiller projeksiyon

P kontrastlanan solid komponent (yag veya fibrotik doku igermeayen)
[ 2

kalin ve dzellikle kontrastlanan duvar/septa (<3mmj

Kaynaklar

Ovarian cancer early detection, diagnosis and staging. Cancer.org 1.800.277.2345
Owvarian cancer, the revisted FIGO staging system, and the role of imaging
Multimodality imaging approach to ovarian neoplasms with pathologiv correlation
Clues to the diagnosis of barderline ovarian tumors: an imaging gulde EIR

Fobd b g
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Over Kanserlerinde Cerrahi Tedavi Yaklasimu

Prof. Dr. Mustafa Cosan Terek
Ege Universitesi Jinekolojik Onkoloji Cerrahisi Bilim Dali

Ozgegmiy

1973 yili [zmir Dogumluyum. Ege Universitesi Tip Fakiiltesinden mezun olduktan
sonra uzmanhk egitimimi Ege Universitesi Kadin Hastaliklan ve Dogum Anabilim Dalinda
aldim. Ege Universitesi Jinekolojik Onkoloji Cerrahisi kurucu &fretim iiyesi olarak

¢alismalarima devam etmekteyim.

Giris

Ower kanseri, tim jinckolojik kanserler i¢inde basta gelen 8liim nedenidir. Codu hasta
pelvis disina yvavilous ilern evrede basvurur. Olgulann iicte tkisi evre II-IV'tir. Ower
kanserlerinin %901 epitelval kikenlidir. En stk ve en &limcil olam yiiksek dereceli serbz
karsinomdur.

Uterus disi ortaya ¢ikan yilksek dereceli serbz karsinomlarin ¢ogu tuba kaynakh STIC
lezyonlanndan kiken alir. Uterus disi vilksek dereceli serdz karsinom olgulannda ve nsk
azaltic: profilaktik cerrahilerde tuba 6zel olarak incelenmelidir (SEE-FIM protokolil). Gergek
primer peritoneal yilksek dereceli serdz karsinom ¢ok nadir g@riilir.

Yiiksek dereceli serbz karsinom olgularninda %220 platin direnci gelisir. Diisiik dereceli
serdz, miisindz, berrak hiicreli ve endometrioid timdérler daha az kemosensitiftir. Platin
rezistansi; platin tedavisi tamamlandiktan < 6 ay i¢inde hastalik ilerlemesidir. Platin refrakter

olgularda tedaviye yamt yoktur ve son platin dozundan 4-6 hafta sonra relaps gelisir.

Erken Evre Over Kanseri Cerrahisi

Her iki overin ¢ikanlmas: ve evreleme cerrahisi yapilmasi sonrasi evre artis orami
%30°tur. Tim abdominopelvik peritoneal kavitenin tam eksplorasyonu ve girsel olarak
siipheli implantlann ¢ikanlmasi islemidir. Pentoneal evreleme cerrahisi; peritoneal yvikama ve

sitolojik inceleme, periton bivopsilen {pelvis, parakolik bosluk, diafragma) ve omentektomiy
kapsar.
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Standart vaklasim acgik cerrahidir; ¢iinkii makroskopik ekplorasyon daha iyidir ve
primer timdr riski daha azdir. Intakt tlimérin riptird prognozu etkilemektedir. Intakt
titmériin par¢alanmasi ve tlimér hiicrelennin dikiilmesi Gnlenmelidir.

Pelvik ve sol renal ven diizeyine kadar paraaortik lenf nodu disseksiyvonu yapilmahdir;
clinkill %a10-15 olguda tutulum vardir. Ekspansil tip milsindz karsinom ve diiglik dereceli serdz
karsinomda nodal evreleme tartnsmalidir. ASCO yonergesinde nodal evrelemenin efer erken
evre hastali@in yonetimini degistirecekse vapilmasi 6nerilmektedir.

Bazi olgularda cerrali yvapilmus ama wygun evreleme yapilmanms olabilir. Tekrar
evreleme cerrahisi tedaviyi defistirecek veni bilesenler getirecekse vapimalidir. Primer
tiimérde yilksek derece. kapsiil riiptiiril, tubal ya da perstoneal yayilim adjuvan kemoterap
endikasyonu olusturuyorsa lenf diigiimlerine iliskin evreleme yapmaya gerek voktur. Adjuvan
kemoterapi endikasyonunu degistirmese de periton boslufunu igeren tekrar evreleme cerrahisi
zorunludur.

Donuk kesit inceleme, siipheli adneksivel kitlede cerrahi strateji degisecekse
yapilmalidir. Tecriibeli patolop hekimi bulummahdir. Donuk kesit incelemede keskinlifin
azaldifn durumlar: hudut over tiimérlerl, misinéz timérler, uygun olmayan timdr Grned
alinmas: ve ¥-10 cm’den biiyiik over tiiméril varhgudir.

Ureme islevi koruyucu cerrahi diisiik dereceli evre 1A-B (serbz, endometrioid ve
ekspansil tipte milsindz timdrler) ve evre IC1 icin uygundur. Tek tarafli salpingo-ooferektomi
ve tam cerrahi evreleme yapilmalidir. Evre IC2, IC3, derece 3 tiimér, berrak hiicreli timdr,
evre I ve I tiimérler uygun degildir. Aile hastalik niiksii konusunda uyanimahdir. Ureme
islevi tamamlandiktan sonra tamamlayici cerrahi yapilmahdar.

Evre LA ve IB'de tiimbr overde sinirlidir. Malign hiicre iceren assit veya yikama sivisi
yvoktur. Ovenn dis ylizeyinde timér yoktur ve tiimor kapsiilii intakttir. Evre IC1'de cerrahu
dokillme, evre IC2"de overin dis yilzeyinde tiim&r varh@ veya cerrahi Sncesi kapsiil riiptiird,

evre 1C1"te malign hilcre iceren assit veya yikama sivisi vardr.

Erken Evre Epitelval Over Kanserlerinde Prognostik Fakedrler

Diisiik riskle iliskili durumlar; diisiik derece, intakt kapsiiler yapi ve over yiizeyinde
timdr olmamasi. assit olmamasi, periton sitolojisinde tliméral hiicre yoklugu, diploid tlimar
varhgi, dens adezyonlarin olmamasi ve spontan riiptiir olmamassdir. Yiiksek riskli durumlar
1se yiiksek derece, assit varlif, cerrahi Gncesi riiptiir olmasi, dens adezyon varlify, antploid
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timér olmasi, sitolojide malign hilcre varlify, over yiizeyinde timdr varlify ve kapsiilii asan
tlimdral biyiimedir.

Evre I Tiimdrierde Adjuvan Kemoterapi

Tam evreleme yapilmis adjuvan kemoterapi 8nerilmeyen grup: evre LA diisik derecel
sertiz karsinom, evre LA derece 1-2 endometrioid karsinom ve evre LA derece 1-2 ekspansil tip
miisindz karsinomdur. STIC lezyonlannda adjuvan kempterapi Onerilmez. Adjuvan
kemoterapinin yaranmn belirsiz oldugu grup ise evre 1A-IB ve IC1 berrak hiicreli karsinom,
evre [B-IC derece |-2 endometrioid karsinom. evre |B-IC diisiik dereceli serbz karsinom, evre
IC derece 1-2 ekspansil tip milsindz karsinom ve evre |A infiltranf tip miisindz karsinomdur.

Altr kiir karboplatin tek basina veva en az 3 kiir karboplatin ve paklitaksel kombinasyonu
seklinde wvenlir. Yiiksek dereceli serGz karsinom ve evre IC icin 6 kiir karboplatin ve
paklitaksel kombinasyonu seklinde verilir.

Hudut Over Tiimérleri

Misindz timdrlerde mvaziv yineleme riskini azaltmak i¢in unilateral salpingo-
ooferektomi Gnerilir. Serdz timdrlerde Greme islevim korumak i¢in kistektomi yaplabilir.
Apendektomu ve lenfadenektomi Gnerilmez. Periton implantlanmin tam olarak gikanimas:

zercklidir. implantlan olan serdz timérlerde adjuvan kemoterapi dnerilmez.
Primer Cerrahi ve Neoadjuvan Kemoterapi

lleri evre hastalikta en dnemli bagimsiz prognostik faktdr tiim makroskopik hastalifin tam
¢tkarilmasichr. Cerrahi Gncesi degerlendirmede bu islem kabul edilebilir morbidite ile olasi ise
cerrahi yapilir. Cerrahi dncesi BT, PET/BT ve MR ile inceleme yapilabilir.

Tanisal laparoskopide port veri metastaz1 niski yiksektir. Sistemik tedavi éncesi USG/BT
eslifinde yinlendiriloms trucut bivopsi va da ince ifne aspirasyonu tercih edilir. Cerrahi,

kalite standartlarma uygun merkezlerde yapilmalidir.
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Primer Cervahi fgin Uvgun lmayan Hastalar

Ince bafisak mezenter kikimn diffiiz derin infiltrasyonu, ince bafwsak diffiiz
karsinomatozu {genis rezeksiyon yapihirsa < 1,5 metre kisa bafirsak sendromu gelisir), mide,
ducdenum, pankreas bag ve orta kismun diffiiz miulumo ve derin infiltrasyonu, ¢olyak
trunkus, hepatik arter, sol gastnik arter tutulumu olmasy, santral ya da multisegment karaciger
parankim metastazlanmn varlify, mulupl akcifer parankim metastazlarimin varifn, non-

rezektabl lenf digimleri olmasi ve beyin metastazimn varlifidr.
Neoadfuvan Kemoterapil Sonras: Cerrahi

3-4 kir kemoterapt sonrasi kemoterapiye yamt veren ya da stabil olgularda cerraba
planlanir. Kemoterapi altinda hastahik  ilerlerse cermahinin  yeri yoktur. Bevasizumab
necadjuvan tedavi olarak venlebilir, uygulama ile cerrahi arasi siire 4-6 hafia olmalidir.
HIPEK ve intraperitoneal kemoterapimn standart tedavide ven yoktur. Misindz, berrak
hilcrels, dosilk dereceli serdz over kanserlennin kemoterapive yamiti azdir; o yilzden
cerralinin Snemli yeri vardir.

fleri Evre Over Kanserinde Cervahini Amact

Cerrahinin amaci; primer tlmdr ve tim metastatik odaklann qikanlmasidic (RO

rezeksivon). Thm metastazlann ¢ikarilmas: olasi degilse odaklann 1 cm aluna indirilmesi
amaglanr, Hastaligin tam olarak ¢ikanldifn, mikroskobik kahat hastalifm kaldiin durumda
saf kalim en 1yidir. %40 olguda 5 yil hastahk ortaya ¢ikmaz.

fleri Evre Over Kanserinde Cerrahi

Genel cerrahu, Oroloji ve anestezi yogun bakim birimi ile multidisipliner yaklasim
gerekir. En az  morbidite ile cerrahi planlanmalidir. Assit, plevral efiizyon ve multiorgan
rezeksiyvon varlifinda penoperatif bakum ¢ok Snemlidir,

Klinlk olarak biiylimils lenf ditfiimlen c¢ikanlmalidir. Rutin bilateral pelvik wve
paraasortik lenf nodu disseksiyonun yaran olmadifn LION calismasinda gostenlmastir.
Subklinik lenf digimil metastazi oram %56 dir ancak ¢ikanlmalan yarar saflamaz.

.
1
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Biyik kitleler kemoterapinin ulasamayacag kot vaskiilarize alanlar igerirler.
Kemoterapiye direncli GO hlicre sayisi daha fazladir. Cikanlmalan assit hacmim azaltabilir,
Omental kek ¢ikanlmas: mudevi ve bagirsak kitlelernimin qikarlmas: peristaltizimi rahatlatabalir
ve kemoterapi toleransini arttinr.

Kolon rezeksiyonu planlamyorsa hasta litotomi pozisyonunda hazirlanie, Ksifopubik
orta hat nsizyon yapihie. Masif asit bosaltlmas: yapilacaksa kardiovaskiller sorunu olan
olgularda  hemodinamik agidan monitdrize edilmelidic. Tlm peritoneal yiizeyler ve
retropentoneal alanin elsplorasyonu ve palpasyonu yapilmaludir.

Optimal  sitorediksivon  yapilamayacaksa drolopk  ve  kolon  rezeksiyonu
vapilmamalidir. Primer thmdr ve omentum ¢ikanlmalidie. Pelvik tlhmér ¢ikanlmasinm ana
prensibi retropenitoneal yaklasimdir. Psoas tizerinden penton agilarak dreter bulunur, pelvik
bosluklar olugturulur. Mesane flebi hazirdif ve histerektomi vapilir. Genelde kolon ve mesane
nvazyonu olmaz. Pelvik timire kolona ve mezosuna infiltre ise rektosigmoid rezeksiyonu ve
anastomozu yapilabilie. Gerekirse de sistostomi yvapalabilir. Optimal sitored(iksiyon iin kolon
ve mee bafirsaklardan ¢ekum, terminal ileum ve transvers kolon gibi fokal alanlann
gikanlmas: gerekebilir. Omental kek kraniale cekilerek transvers kolon izerinden ayrilir.
Kitle dalak ve karacigere dogru biiyliyebilir, dalak ¢ikarilmas: gerekebilir.

Rekiirren Hastahkta Cerrahi

Cerrali ve kemoterapn basanisima karsin ¢ofu hastada nilks ortaya ¢ikar. En yilksek
nitks riski ilen evre, yilksek dereceh ve berrak hilereli thmérlerdedir. ASCO nun Snerisi nilks
hastalikta dncelikle kemoterapi vaplmas ybnfindedar.

Tam rezeksiyon sans: olan olgulara cerrahi yapilmalidir. Cerrahi 6zel merkezlerde
vapilmalidir. Cerrahive uygunluk: platin sonras: hastaliksiz slire > 6 ay, performans durumu
ivi, primer cermahide komplet rezeksiyon saglanmus olmasi, < 500 ml assit varhf,
gorlintilemede rezeke edilebilecek lezyonlann olmasi (siurh hastalik) ve hasta isteginin
olmasidir,

Hedefe Yinelik Tedaviler
Antianjiojenik 1lag olarak bevasizumab o predikif molekiiler biomarker yoktur.

PARP inhibitirleri en vilksek aktivitesini BRCA 1/2 mutasyonunda gistenr. Non-milsindz
over kanserleninde BRCAL/2 bakilmasi dnerilir. Hormon reseptér modillatdrlennde Sstrojen
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reseptor varlifn ivi yaninn gosterir. immiin check-point inhibitdrlen igin predikif molekiler
biomarker yoktur,

Malign Bafirsak Tikanmas

Nilkks over kanserlerinde sik ortaya ¢ikar. Nazogastnk tlp takilmas:, hidrasyon
verilmest ve BT inceleme vapalir. Hastanin performans: uvgunsa ve ek alanda ttkanma varsa
palyanif cerrahi vapalabilie. > 60 vas, < 2.5 p/d] alblinun olmasi ve > 2 litre assit varkifinda
cerrahiden yarar girmez.

izlem

Sonuglant ivilestrdifine ant kant yokmr.  Aileye efitim venlmeli ve destek
olunmalidir. Kardiovaskiller ve kemik sorunlarna vardimer olunmalidar. 11k 2 yil 4 ayda bir,
sonraki 3 yil 6 ayda bir takip dnerilir.

CA-125 nilks saptanmasinda en dnemli belirtegtir. Izlemde radyolojik tetkiklerden
daha 1y nitks saptar. Artigi ile erken kemoterap: baslanmasi safkalimi etkilemez. Hastamn
her gelisinde fizik muayene yapilmalidir. Fizik muayene bulgusu varsa ya da CA-125 artarsa
radyolojik tetkik yapilmahdir. Misindz karsinom ve berrak hiicreli karsinomda metabolik
goriintileme neganf olabilir,

Kavnaklar

I.Van Derpuye VD Assessment of adult women with ovarian masses and treatment of
epitjelial ovarian cancer: ASCO resource stratified guideline Gynecol Cancer 2021

2. Colombo N ESMO-ESGO consensus conference recommendations on ovarian cancer:
pathology and molecular biology, early and advanced stages, borderline tumors and recurrent
disease Int J Gynecol Cancer 2019
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Degerlendirme ve Cerrahi

!

Amag
*Hastalik yayginligini belirleme
*Gross rezidii kalmayana kadar sitoreduktif cerrahi
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Cerrahi Kavramlar

* Maksimal sitorediiksiyon: Gorulebilir rezidi yok

* Optimal Sitoredtksiyon: En buyuk rezidiel lezyon <1 cm

Suboptimal Sitorediksiyon: En blylk rezidiiel lezyon >1 cm

PDS: Primer Debulking Cerrahisi

IDS: Neoadjuvan kemoterapi sonrasi interval Debulking Cerrahisi /

'y
'L

NACT: Neoadjuvan kemoterapi
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Neoadjuvan Tedavi +/-

Hangi hastalar?

+
NACT sonrasi nadiren
Kemoterapi sonrasi sitorediiksiyon fibrozis;cerrahi zorluk

olasihgr artabilir. NACT sonrasi kemorezistan

Cerrahi komplikasyonlar azalir klonlarin segimi
Tanisal bx ile IDS ile alinan - KT’nin, nekrotik, hipoksik dokulara
patolojiler karsilastirilarak direng ulagim zorlugu

mekanizmalari daha iyi anlagilabilir. POSile e Honlar oksize

edilebilir.

PDS ile rezidu kuguk tiimorlerde KT
daha etkili (Gompertz)
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NACT + IDS vs. PDS

; Over, Tuba, veya Periton Kanseri
L FIGO Evre IHIC/IV (N = 670) ‘

5 3
T NACT
] 3 x platinum-bazli KT ] | 3 x platinum-bazlhi KT
= SRR 3 = B 3
IDS ! >
| (zorunlu degil) i PD yok ise IDS
- e e —— i

l =3 x platindm—bazlo KT | =3 x platinﬁr%-bézlu KT

Ikincil sonlanm: PFS, QOL, AEs

NACT = neoadjuvant chemotherapy, IDS = mterval debulking surgery, PDS = pnmary debulking
surgery. FIGQO = imemational Federation of Gynaecology and Obstetrics, KT = kemoterapi; PD
= progresil hastalik, QOL = quality of ife, AEs = adverse events

Vergote et al, 2008, 2010
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EORTC-NCIC Neoadjuvan

A  Intention-to-Treat Analysis
100+ — PDS

90— — NACT
80—
70—
50—
50—
40—
30—
20—
10—

Overall Survival (%)

Years

No. of
Events No. of Patients at Risk
Primary Debulking 253 336 189 62 14 2
Surgery (PDS)
Necadjuvant Chemo- 245 334 195 46 13
therapy (NACT)
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Neoadjuvan Kemoterapi

Leuven 2011 criteria for necadjuvant chemotherapy followed by interval debulking
surgery in FIGO stage llic and IV ovarian cardnoma (about 50% of the patients with
FIGO stage Illc and IV disease). Adapted from Ref. [9].

1. Tumors around the superior mesenteric artery or the porta hepatis.
2. Intrahe patic rmetastases.
3. Extra-abdominal metastases, excluding:
- resectable inguinal lymph nodes
- pleural fluid containing cytologically malignant cells without proof of the
presence of pleural tumors.
4. Poor general condition (e.g. > 80 years) making a “maximal surgical effort™ to no
residual tumor impossible.
5. Extensive serosal invasion of the intestines necessitating more than 1 bowel
resection.
6. Patients that cannot be “easily” debulked to no residual lumor (e.g expected
operative time more than 4 h), excluding:
patients with FIGO stage IllIc disease with metastases smaller than 5 an.

Vergote I, Gyn Oncol, 2012
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Gynaecological Oncology

European Society for Medical Oncology
How to select patients for PDS or NACT?
EORTC 55971 (vergote et al. NEm 2010) CHORUSiketoe etal. Lancet 2015)
g P debulk (PDS e imary debulking surgery (P
nmal Sur
90+ —Neoaé}l:vamcr:ggmoltlhgerawpy (NA&T) . 90 —Eeoadjwanl:.i\emolrempy(RE&T)
X 80+ g 80
3707 g 0 HR=0.87 (95% CI 0.72-1.05)
S 604 s 60 (p value not given because this
@ 509 “, g 50 Is a non-inferiority outcome)
= 404 \ g 40
30+ - g 30
S 204 eno o 20
104 St — 10
0 T T T T - 0T T T T T T T
2 4 6 8 10 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Years Months
: " Number at risk
e g g PRI 4 2 Primary surgery 276225189153128 83 51 2 17 6 3
NACT 245 334 195 46 13 2 Primary chemotherapy 274229205161137 88 53 31 21 14 3
100 AGO Meta-Analysis, du Bois et al. Cancer 2009
40 — PDS-optimal
50 —— PDS-suboptimal 100
£ 4 — PDS—other
T col — NACT-cptimal
3 (z —— NACT-suboptimal g 75
@ 7| — NACT-cther E
= 20~ 2
] » 3
20— ®
10 g
0 = it = 25
o 2 i 6 3 1o & o
Years >10mm
0

Optimal = no residual tumor,; Suboptimal = 1-10 mm residual; Other >10 mm

0 12 24 36 48 60 72 84 96 108120130144
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PDS vs IDS

Metaanaliz(14.000 hasta): PDS ile komplet rezeke hastalarda
23 aylik OS katkisi

b B PDS (N=32015) 1DS (N=1363)

PRIMARY VS
I " INTERVAL DEBULKING
I3 miosnths = S
05

COMPLETE RESECTION

46

11 mwonths

¢ DFS
l :

DISEASE FREE SURVIVAL (MONTHS)

OVERALL SURVIVAL (MONTHS)

n:14182 (PDS; 11871 + IDS; 2311) median follow-up 43 m

Ann Surg Oncol. 2016 May;23(5):1666-73
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Cerrahi Merkez Kalitesi indikatorleri

International journat of Gynecological Cancer » Volume 00, Number 00, Month 2016 Qi in Advanced Ovarian Cancer Surgery

TABLE 2. Presentation of Qls
Q1 1 Rate of Complete Surgical Resection

Type Outcome indicator
Description Canplm abdominal surgical resection is defined by the absence of remaining macroscopic fessons after
carefl explotation of the abdomen. Whenever feasible, localized thoracic disease & resected. Surgery
can be decided upfront, or planned after neoadjuvant chemotherapy. However, the quality assumnce
program must ke mto account that patients who can be operated upfront with a reasonahie complcation
Tate besefit most from primary debulking sungesy.
Specifications (i) Complete resection rate (all patients):
« Numerator: no. patients with advanced ovaran cancer undergoing complete sargical resaction
* Denominator: all incoming patsents with advanced ovarian cancer
(1) Proportion of stage 1I1-IV patients who are operated upfront:
« Numerator: stage -1V patients undergomg primasy cytoreductive surgery
+ Denominator: all incoming paticats with untreated advanced ovarian cancer
Target(s) (1) Complete resection mte (all patients):
« Optimal target: 65%
* Minimum required target: »>S0%
(i) Proportion of primary debulking surgenies (stage II-TV paticnts): >50%
Scoring rule (i) 5 if the optimal target is met, 3 if the minimum reguired target is met
(1) 3 if the tasget is met

+  Komplet rezeksiyon orani: Olgularin
minimum %50, optimal:%65 olmal

» Evre 3-4 olgularda PDS orani en az %50
olmal

QI 2--No. Cytoreductive Surgeries Performed Per Center and Per Surgeon Per Year

Type Structural indicator (no. upfront or interval cy d B perfc d per center)
Process indicator (no. surgeries per surgeon per year)
Description Onl\sugemunhmmmﬂ bjective of ) rded. Expl
timited to hhuc biopsy thl do not include at lcasl a hhl:nl
i (ll bie). hy: (i appl and & comnp
mgug mcludmg ommectumv are not included.
N 2 (i) no. ¢ ducti ves as defined iously performed per center per year,
m) no. cytoreductive surgeries as defined prev uausl} p:r‘brmzd per sutgeon per year. Secondary and
tertinry mx:c&lm are accepted,

Denominator: not applicable
Target(s) (i) No. surgerses performed per center per year:
« Optimal target: n > 100
* Intermediate target: n = 50
* Minimum required target: n > 20
(ii) 295% of surgenies are performed or supervised by surgeons operating at least 10
patients s year
Scoring rule (i) 5 if the optimal target is met, 3 if the intermediate target is met. | if the minimum required target
is met
(i1) 3 if the target is met

Merkezlerde yilda minimum 20 olgu,
optimum 100 olgu opere edilmeli
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SONUC: Neoadjuvan Onerilen Hasta Grubu

Medikal olarak
* ileri yas, Kot performans Skoru

Tumor Yika
Bilateral yaygin plevral eflizyon
Ekstensif karaciger metastazi
Porta hepatiste bulky hastalik
Supra-renal, mezenterik, mediastinal bulky hastalik
Ekstensif mezenterik hastalik
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Randomized intergroup trial of cisplatin-paclitaxel versus cisplatin-
cyclophosphamide in women with advanced epithelial ovarian

cancer: three-year resulits.

| |

35.6
Previously untreated, months
surgically debulked,
ovarian cancer

p<0.05

N =680

25.8

months

Median

follow-up
38.5 months J Natl Cancer Inst. 2000 May 3:92(9):699-708..
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Iznur Tip Fakiiltest Bilimsel Toplantlan-14

OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

A randomized clinical trial of cisplatin/paclitaxel versus

carboplatin/paclitaxel as first-line treatment of ovarian cancer.

Sitorediiktif cerrahi yapilmis
over kanserli,

N =798

44,1 ay

43,3 ay

1 Natl Cancer Inst. 2003 Sep 3;95(17):1320-9..
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Over Kanseri Adjuvan Tedavi Algoritmasi

Diigiik
grade

AN

Yiiksek grade
veya clear cell

1 )

Gozlem

6 kiir Paklitaksel+Karboplatin

~ e N\
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Erken Evre Over Kanserinde Kac Kur?

6 kur?
Available online a: www.sciencedirect.com
“».” ScienceDirect 8’,:';‘:;:;‘;9'“

Gynecologic Oncology 102 (2006) 432436
www.elsevier.com/locate vy ne

Randomized phase III trial of three versus six cycles of pdjuvant
carboplatin and paclitaxel in early stage epithelial ovarian carcinoma:
A Gynecologic Oncology Group study
Jeffrey Bell **!, Mark F. Brady ®, Robert C. Young ¢, Janice Lage 9, Joan L. Walker °.
Katherine Y. Look ', G. Scott Rose &, Nick M. Spirtos

* Olio State Umiversity amd Division of Gwecalogic Oncology, Riverade Methodisi Hespatal (Colimbus Cancer Commcil),
Colwarbus, OH, US4
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Erken Evre Over Kanserinde Kac Kur?
3 kar? 6kar?

* Among the patients in the standard (3-cycle) arm, the
estimated cumulative incidence of cancer recurring within
5 years was 25.4% compared to 20.1% in the 6-cycle arm.

* Adjusting for initial FIGO stage and tumor grade, the recurrence
rate was 24% lower for patients treated with 6 cycles of
chemotherapy (relative hazard=0.761, 95% CIl=0.512-1.13,

p=0.18).
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Erken Evre Over Kanserinde Kac Kur?
3 kar? 6 kur? Serd6z Tumorlerde ?7?

Gynecol Oncol. 2010 Mar;116(3):301-6. doi: 10.1016/.ygyno.2009.10.073. Epub 2009 Nov 28.

The potential benefit of 6 vs. 3 cycles of chemotherapy in subsets of women with early-stage high-risk epithelial
ovarian cancer: an exploratory analysis of a Gynecologic Oncology Group study.

Chan JK!, Tian C, Fleming GF, Monk BJ, Herzog TJ, Kapp DS, Bell J.
+ Author information

Abstract
OBJECTIVES: A prior clinical trial on early-stage high risk ovarian cancer showed a lower recurrence rate in those treated with six vs. three cycles of
chemotherapy. We proposed to identify subsets of patients who may benefit from more cycles of chemotherapy.

METHODS: Outcomes of patients who underwent six vs. three cycles of chemotherapy were analyzed based on clinico-pathologic factors. Kaplan-
Meier estimates and Cox Regression Model were used for analyses. ( ]

RESULTS: Of 427 p2 59% ! / acicell, 25% endometrioid, 23% serous, 7% mucinous, and
15% had other cell types. The nsk of recurrence in those who had six vs. three cydes of chemotherapy was not differcnt based on age. performance
status, stage, grade of disease, presence of ascites, tumor rupture, or positive cytology. However, those with serous tumors had a significantly lower
risk of recurrence after six vs. three cycles of chemotherapy (HR=0.33, CI=0.14-0.77; p=0.04) in contrast to non-serous tumors (HR=0.94,
ClI=0.60-1.49). Nevertheless, a test of homogeneity did not show a difference in treatment effects across cell types (p=0.285). Of those with serous
tumors, the 5-year recurrence-free survival was 83% and 60% in those who received six vs. three cycles of chemotherapy. respectively (p=0.007).

CONCLUSIONS: In this exploratory analysis of early-stage high risk ovarian cancer, our data suggest that six rather than three cycles of
chemotherapy may decrease the recurrence of patients with serous tumors. Further studies are needed to confirm these findings.

PMID: 19945740 [PubMed - indexed for MEDLINE]
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Konvansiyonel vs Doz-Dense PC
Japon Calismasi
JGOG 3016

Stratifikasyon
rezidiiel hastallk <1 cmvs > 1 cm;
FIGO stage Il vs lll vs IV,
histoloji: clear cell/musinéz vs serdz/diger
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JGOG3016: Update Overall Survival

Median f/u: 6.4 vl
Median OS 100.5 ay vs 62.2 ay
p=0.039

Patients surviving (%)
5

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 66 72 78 84 90 96 102
Months from randomisation
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Haftalik Paklitaksel-Karboplatin
MITO-7 Calismasi

THE LANCET Oncology
| a— PT——

MITO-7 Calismasi .
italya/Fransa Gt B 3014 Biowvies Lot A

Carpoplatin plus paciitaxel onNnce a week versus every 3 weeks 1n

patients with advanced ovarian cance MITO-7)d & randomiszed,

multicentre, ocpen-label, phase 3 trial
o v -

Haftahk paklitaksel
SOMg/Mm2=2 ve
karboplatin AUC: 2

versus
Konvansivonel P-C

PFS benzer
Haftalhik
kemoterapi: 18.3 ay
C:17.3 ay

hayat kalitesi haftahk
ile daha ivi.van etkiler
haftahk ile daha iyi

A ceeiii regiman OF Ta BOIatin S FACTTAs. MHENT e 4 rasicealie SOTION FOr FiII-Tre IresIment Of —amen —vIS S3-aaced O-anen <
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Should we use weekly regimens in first-line?

JGOG3016 MITO 7 GOG 262 Van der Burg trial Van ICON 8
Katsumata et al. Lancet Oncol Pignata et al. Chan et al. NEIM 2016 der Burg et al. Clamp A et al.
2013 Lancet Oncol 2014 EIC 2014 Presented ESMO 2017

Regimen Carboplatin  Standard Dose Dense C  Standard Weekly Standard Dose Dense C  Standard Dose dense C Standard Dosedense C  Weekly
(C) Paclitaxel (P) CAUC6g3w P AUCE g3w CAUC6g3w CAUC2glw CAUCEg3w AUCE g3w C AUCE g3w AUC4 CAUC5qg3w  AUCS g3w CAUCZ glw

180mg/mq P80mg/mgq P 175mg/mg P 60mg/mg P 180mg/mq P 80mg/mg P 175mg/mq  glw P175mg/mq P 80mg/mq P 80mg/mq

3w glw 03w qlw q3w glw q3w P90mg/mg g3w qlw glw

qlw
PFS (months) 17.5 282 173 183 14.3 14.8 16.4 185 17.9 20.6 211
05 (months) 62.2 110.5 78.9% 77.3% 39 40 41.1 44.8 46.5 48.1 54
at 24 months  at 24 months
Neutropenia > 3 (%) 88 92 50 39 83.1 F2 38.2 61.2 42 63 53
Anemia >3 (%) a4 69 8 6 15.7 36 3.0 135 5 13 5
Thrombocytopenia 38 44 17 7 39.7 323 45 11.4
22 (%)
Neuropathy > 2 (%) 6(> G3) 7(>G3) 16 6 17.8 25.9 15 0 28 25 23
Qol scores No difference (but FACT-T Favours weekly Lower but not significant in NA NA
favors standard) weekly

Chemotherapy 73 62 90 83 + - 978 B8 72 60 63
completion (%)

Dose reductions (%) 35 43 36 19 - = 1.5 4.5
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Ulkemizde Over Kanseri Standart Adjuvan
Tedavisi

****Agresif primer sitorediktif cerrahi versus interval debulking???

****Paklitaksel+karboplatinli adjuvan kemoterapi
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Zengin Ulkelerde Over Kanseri Standart

Adjuvan Tedavisi
****6 kur Paklitaksel+karboplatin  adjuvan kemoterapi

PAOLA-1: PFS by HRD Status

Recent First-Line PARPi Approvals in Ovarian Cancer

v ¥)

I[ Patlunts Fran From Divass
-',l Nomnia:lnl?umm =

il o

V6 9121518212427 3033 I6IAT450 3 & 3 17151070 F42T I0 TN WAL ASD T 6 B 121518 124
Mox Hnte Randamisation Mos Since Randomication Mo Since Randomirai

THCNEAN MIDETINES ANy TURCPEAN METHUINGS AGINCY
Evwnt,n (%) ariay w3ty B, n (%) g AaoTN Evmits %] A jen) 10374y
Medinn S, mos L1 .y Baidion PS5, mos w1 186 Phodian PES, mos 169 160
HIE 370 (9 s ) I £33 [B55 O 0L I8 D60 R 0 (S LT3
2019 2020
—  — ) FiaRsn N ERIMA THALOE Mslimenapce Nivamad DAt
Initial Therapy for Ovarian Cancer
Olaparib alone? Olaparib + bevadumab®
£/5BRCA mut HRD+ patients =  Patisnts with newly high-grade ovarian cancer after CR/PR to first-
lina platinum-based CT (N = 730); Primary endpoint: PFS by BICR with hierarchical testing in patients with HRD
. {HR banefit: 0.5) followsd by the overall patient populstion (HR benefit: 0.65)
Niraparlb alone! PES in HRD Population PFS in Overall Patient Population
ol comers 100 Madian PES, Mo 190 Madian PES, Mos

— Niraparib 118

— Niraparits 219
— Placebo Bz

o — Placebo
g o = 0
£ 4 £

s o e

HR: 0.62 {95% Cl: 0.%0-0.76; P < .001)
T fo 12 1a 16 18 Jo 22 7a J& T8

HR: 0.43 (95% C1; 0.31-0.59; P < 001}
6 % § & § 1o 12 fa 1& fs Jo 22 J8 26 8 L BEREL

Mas Since Randomi zation R Mios Sincs Randomization
e e E11 76 BE A3 3 B 1D : Phrmpanh 457 453 ws Wi 386 T30 6T LI B4
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Rekurren Over

Kanseri Tedavisi

I

’
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Niks Over Kanserinde
Tedavi Secimini Etkileyen Faktorler

* Platin sensitivite ya da Onceki kemoterapiden
rezistansi rezidiiel toksisite

* Hastalik voliimii Noropati

* Hastalik bolgesi

Myelosupresyon

Serolojik relaps

* Semptomatik vs
asemptomatik hastalik

Allerjik reaksiyon

Hasta tercihi
Uygulama kolayhigi
Alopesi
Maliyet
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Platinum Sensitivitesi

0 ay 6 ay 12 ay 24 ay
- Parsiyel Platin Sensitif
Refrakter Rezistan | Sensitif
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Reklrren Over Kanseri Standart Tedavi Algoritmasi
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Nuks Over Kanseri
Tek Ajan Kemoterapi-Yanit

Ajan Platin direncli yanit % Platin duyarh yanit %
Altretamin 0-33 ol
Docetaxel 28-40 28
Lipozomal doxorubicin 18-26 41
Epirubisin 14-20 34
Etoposid 27

Gemcitabine 14-22

Irinotekan 17-29

Oxaliplatin 6 38
Paclitaxel 10-16 20
Topotecan 12-17 19-29
Vinorelbin 21-33 29
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Bevacizumabin Over Kanserinde

Kullanimi lle llgili Faz 3

Calismalar
Adjuvan Rekiirren Platin Rekiirren Platin Direcli
Hassas
GOG 0218 OCEAN AURELIA
ICON 7 GOG 213
GOG 262

'l
/
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Adjuvan Faz Il Calismalar

Calisma GOG 218 ICON-7
Hasta sayisi 1800 1500
Kollar CT CT
CT + bev CT + bev — bev
CT + bev — bev

Primer endpoint PFS PFS
FIGO stage v Yiiksek riskli I/llA, lIB-IV
Bev doz 15 mg/kg 21 giinde bir, 7.5 mg/kg 21 giinde bir,

Toplam beva siiresi:15 ay Toplam beva siiresi:12 ay
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GOG-0218: Calisma Dizaynl

Birinci basamak

* Evre I1I optimal
(macroscopic)

* Evre Il
suboptimal

* Evre IV

\n=] 800

_4

!!!l!!

Placebo

m [l[l[l ( arboplatin (C) AUC ;
l[![[[ Pmlltaul (P) 175 mg/m? {(21:&5?! :

fnm-gouz:b:u ]

Carboplatin (C) AUC

3.Kol

(CP+ BEV—
BEV)

aclitaxel (P) 175 mg/m?

Kemoterapi  Idame (16 kiir) 15 ay
(6 kiir) ‘
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GOG-0218: PFS

CP
(n=625) CP + BEV —
BEV (n=623)

Py (67.7) (66.9) (57.8)

ssion free

Median PFS, months 10.3 11.2 14.1

Stratified analysis 0.908 0.717
HR (95% Cl) (0.759-1.040) (0.625-0.824)

One-sided p-value (log rank) 0.0802 =0.0001=

«CP (Arm 1)

o
B
o
o
L
o
o

=

=
2
=
w
£

5.

=
o
-3
o
|

o

*+ BEV — BEV maintenance (Arm I1I)

12 24
Months since randomization

® 2p-value boundary =
0.0116
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GOG 218: OS

1.0
0.9
0.8
0.7

0.6 cP CP+ CP + BEV
(n=625) BEV » BEV
(n=625) (n=623)

0'5 Patients with 15R8 150 138

0.4 events, n (%) (25.0) (24.0) (22.2)

" Median, 39.3 387 39.7
months

0.3 HRa2 1.036 0.915
(95% Cl) (0.827-1.297) (0.727-1.152)

B% One-sided p-value 0.361 0.252
0 12 24 36

*Proportion alive

rrrrrrrr1

+Months since randomization
625 625 623 442432437 173162 171 4639 40
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ICON 7: Calisma Dizayni
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ICON 7: Sonugclar

Oza A, LANCET,2015
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Kontrol Bevacizu

Yiiksek riskli alt  (n=234) mab
grup (n=231)

Oliim, n (%) 109 (47) 79 (34)
Medyan, ay 28.8 36.6
Log-rank test p=0.002

HR (%95 Cl) 0.64 (0.48-0.85)

c
o
o]
=
©
x
o
®
»

Riskteki hastalann sayisi
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OCEANS: Calisma Dizayni

- n

Platinum-sensitive
recurrentovarian
cancer (N = 484)

D [:I D D D Carboplatin AUCA4
[:I D D D D Gemcitabine 1000 mg/m?*
=

L]

® Measurable disease

e 1 priorchemotherapy
regimen

@ No prior bevacizumab

e ECOGPS O-1

- _

Y
mN=-=2002>2

D D D I:I Carboplatin AUuCA4
LIL]

I:I I:I Gemcitabine 1000 mg/m?2

Bevacizumab 15 mg/kg

Stratification variables
= Platinum-free interval (6-12 months vs > 12 months)
* Cytoreductive surgery for recurrentdisease
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OCEANS: Median PFS

CG + Pl => Pl (n =242) 8.4

CG + BEV15 = BEV1S HR = 0.484 (95% Cl1, 0.388-0.605)

(n =242)

P < 0001

12.49

s 10
Months

No unexpected adverse events

is5
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OCEANS:SONUCLAR

_ Sl -
Parameter
Bev

L N S 7 N
%57.4 %78.5 P<0.0001
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Platin

hassas

niiks
ovar m— _ REJIM I
kanseri et 5 Karboplatin
AUCS

Paclitaksel
175 mg/m?
Bev 15 mg/kg

921 giin
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Treatment Group Events Total Median, Months
PC 304 337
PC + Bev 296 337

Hr,;=0.61 (0.52-0.72);

Proportion Surviving

0.0
24 36

Time on Study, Months

Number at risk

337 40 20
PC + Bev 337 84 46
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Treatment Group Events Total Median, Months
s PC 214 337

PC + Bev 201 337

Proportion Surviving

Hr,4=0.829 (Cl, 0.683-1.005);

24 36

Time on Study,
Months
234

Number at risk

337
PC + Bev 337 253
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OCEAN ve GOG 213

*Ulkemizde de endikasyon disi basvuru olmaksizin

gemsitabin/karboplatin ile kombine olarak progresyona kadar
kemoterapi ile birlikte kullanilabilmektedir.

**Diger rejimlerle birlikte kullanimi icin endikasyon disi ile kemoterapi
ile birlikte kullanilabilmektedir.

***Idame icin endikasyon disi ile izin verilebilmektedir.
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AURELIA: Calisma Dizaynt

4 ~

Platinum-resistant

— i =
Chemotherapy

recurrentovarian (Investigator’s Pl‘)l’;::,td:: O;i:n::EVls
cancer choice) ty i o rapy o

® = 2 prior chemotherapy
regimens
* No history of bowel

@ Y [ investigator’s

BEV1S5 Treat to =
choice

Y
mN=2002>»2

obstruction/abdominal + chemotherapy PD/toxicity e o :
fistula S ‘(wm-ou, t BEV) =2
Stratification variables Chemotherapy options:
= Chemotherapy selected « Paclitaxel 80 mg/m? |
= Prior antiangiogenic therapy = Topotecan 4 mg/m?
» Treatment-free interval (< 3 vs 3-6 months » Pegylated liposomal

from previous platinum to PD) doxorubicin 40 mg/m?
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AURELIA: PFS

Time (months)

i B cT BEV+CT
' (n=182) (n=179)
Events. n (%) 166 (91%) 135 (75%)
= 0.8+ Median PFS, months 3.4 6.7
= (95% CI) (23-37) (5.7-7.9)
8 e HR (unadjusted) 0.48
S O (95% CI) (0.38-0.60)
g— _____ Log-rank p-value <0.001
<o " O I i (2-sided, unadjusted)
< . .
E !
k%)
1 0.2+ E
] 3
341
0O T .- T 1
O 12 18 24 30
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AURELIA: OS
®
— CT m— BEV +CT
1.0 —rie.*.;% A (n=182) (n=179)
e, Events, n (%) 136 (75%) 128 (72%)
N Median 0S, months 133 16.6
0.8 95% Cl 11.9t0 164 137 to 19.0
— HR (unstratified) 0.85
= 95% Cl 0.66 to 1.08
% 0.6 — Log-rank P value <.174
= . (2-sided, unstratified)
o n
= 0.4
o
)
0.2 - ,
q;"‘
0 6 12 18 24 30 36 42
Time (months)
No. at nsk
CcT 182 130 92 63 29 12 1 0
BEV +CT 179 148 106 75 a9 12 1 0
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AURELIA

Aurelia calismasindan sonra platin direncli hastada bevacizumab, FDA
ve EMA’dan onay almistir.

Ulkemizde de endikasyon disi basvuru ile progresyona kadar
kemoterapi ile birlikte kullanilabilmektedir.

e N\
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SAO%
T

Calismalardaki Bevacizumab
Kontrendikasyonlar

-Son 5 yil icindeki diger kanserler!!!

-Abdomen fistll, perforasyon, abse &ykusu

-Gl obstriiksiyon bulgularina ait klinik bulgu ve semptomlar
-lyilesmemis yara, Ulser, kemik kirilmasi,

‘Kanama diyatezi, 6nemli koagulopatiler,

‘CNS hastaligi (Tedavi edilmemis)

‘Klinik anlamli KVS hastaligi

-Son 28 gun icindeki major cerrahi

‘Kontrolstiz HT (AURELIA)

-Pelvik degerlendirmede rektosigmoid tutulumu (AURELIA)
-Son 6 ay icinde hemorajik ve trombotik olay (AURELIA)
-Pelvis veya abdomene RT oéykisit (AURELIA)
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Reklrren Platin Direncli Hastalikta Yaklasim

* 1)Haftalik paklitaksel, dosetaksel, lipozomal doksorubisin, gemsitabin,
topotekan, oral etoposid, vinorelbin, pemetreksed, oral siklofosfamid

. +/- bevacizumab
 2)Dustik dereceli hastalik varliginda hormonoterapi

* 3)Mutlaka platin vermeyi tekrar disun.
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RekUrren Platin Sensitif Hastalikta Yaklasim

* 1)Son platin dozundan>12 ay ise
paklitaksel+karboplatin+bevacizumab (endikasyon disi onayi ile)

* 2)Son platin dozundan 6-12 ay gectiyse Lipozomal
doksorubisin+karboplatin+bevacizumab (endikasyon disi onayi ile)

* 6-8 kur KT sonrasi bevacizumab idame i¢in endikasyon digi basvuru. ’

f
,“
y
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Advanced Ovarian Cancer: Disease Pattern with Multiple Relapses
and Treatments

A Firstdine Platinum-sensitive Platinum-resistant
chemotherapy relapses relapses
4 » 4« » < pe P4 Pe» +

Surgery

Occlusion

AN

)
9'-' Symptoms ‘ 4 months
< 4 >
Q 8 months

PFl: 12 months < >

< »

Time (months)

Du Bols. Zentrofbl Gynokol 2004,126:312
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Patients often receive multiple treatment lines
during the course of their disease

Periods of remission are ever decreasing between regimens of cytotoxic IV chemotherapy-

CA~-125 level

¢

p 157 LINE

2NO LINE 3R0 LINE 4™ LINE 5™ LINE

There is a desperate need to improve
PFS (control of disease)!!!

v

Time
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Ovarian cancer is not a single disease

High-grade serous ovarian cancer

* TP53: encodes a protein that regulates the
cell cycle

* BRCA1 and BRCAZ2: encode proteins that are
involved in genome protection

o AR s
Low-grade Mucinous Endometrioid Clear cell
Serous carcinoma carcinoma carcinoma
BRAF, KRAS KRAS PTEN (low grade). PTEN; PIK3CA;

TP53, BRCA1/2 ARIDTA

PLsnai e mesrain B
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Approximately 50% of High-Grade Serous Ovarian
Cancers Have Alterations in HR Repair Genes

* HR repair genes may have mutations, deletions, amplifications, or promoter methylation
OTHER (some may be HR deficient via upregulation

of miRNAs or other mechanisms) BRCA1 germiine mutations 8% R DENCENY
Other 21% — L BRCA1 somatic mutations 3%
\/ : BRCA2 germline mutations 6%

BRCA2 somatic mutations 3%

NER mutations 4% to 8% BRCA1 promoter methylation 10%

MMR mutations 3% CDK12 mutations 3%

RADS1C promoter methylation 2%
FA gene mutations 2%

N\
\\
Ve

Cyclin E1 amplification 15% Core RAD gene mutations 1.5%
EMSY . HR DNA-damage gene mutations 2%
HR PROFICIENT PTEN ampli::ﬂon
homozygous
loss 7% e
POSSIBLY HR DEFICIENT 18 ¥
Konstantinopoulos. Cancer Discow 2015,5:1137

Slide credit: clinicaloptions.com
’
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Homologous Recombination Deficiency (HRD) in high grade OC:
BRCA1 and BRCA2 mutations *

Germinal
14-18%

Somatic
- 6‘8%

TCGA Consortium, Nature, 2011
Tumer, Tutt, Ashworth NatRevCancer 2004
Patch and Bowtell et al, Nature 2015




SAGLIK BILIMLERI UNIVERSITEST
Tzmir Tip Fakitltest Bilimsel Toplantlar-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

Single-strand bress Bulky lesions
Base mismaich Doutiie-strand beoak
Single-base damoage Crossiinks
o PR
o = ! 3
11 | ey : | =
L
t
Base Excision Nuclectide Excison Mismalch Mediated Homalogous Non+amwlogous
Repair (SBER) Regar (NER) Reocar (MMR) Recambdenation (HR) End Joining (NHES)
— GU-NER TC-NER AT >
0GG PAGHEZ /MG &UT0 w80
@ o~ 4 1 : MPAN corralex 1
DOBI/XPE CSA CSB —_— DINA P s
RO :
" . 1 ‘ b BROCAZSANCD Asteerun
‘ ERCCA/XPY EXC1 AACNAIRCE RADSY, FANCH NRCTE NLF
Pol B ‘ 1
PChA - -
TE:': Pt & Pal & P8 Pol ¢
ol & Po =
} ! : | !
Ligase 11 Ligase | Ligase | Ligase | Liguse IV
Ligase WV

@ Cancer Biormarhars

“T:‘
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DNA in Cells Is Constantly Damaged and Repaired
lonizing radiation, )

oxygen free radicals (

Single-strand
DNA breaks

Base
excision
repair
(BER)

Examples of enzymes [ pARp' ]

invol
and proteins Involved XRCC, LIGASE 3

Repair
pathway

‘.i YT
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—

BRCA1/BRCA2 PARP

HR Base excision repair
(BER):SS kiriklar

BRCA1/BRCA2 PARP Inhibitor
MUTASYONLARI BER yolag

bozulur...DS
kiriklari....HR

HR yolagi bozulur

BRCA1/BRCA2 mut
ve PARP inh

Sentetik lethalite
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PARP Inhibitors: 50 Years on From PARP1 Discovery

2016 2018
1992 2008-2009 Fist . approval by FOA
approva
~160* PARP inhibitor Mechanism 1998-2004 First phase | St 0l 0 SBR e
clinical trials currently of PARP1 in Identification data’ maintenance
DNA repalr’ of wider
in progress or recruiting c:, mo' PARP family’
BRCA1 b
1977-1980 000
Purification
of PARPY' -
' 2010 2014
First
1963 phase I First regulatory
980 approval b
T 31”6 o R FOAEMAT 2018
- 1987 tructure PARP Inhibitors
nuclel : Sk of PARP1 Induced synthetic 2012 First regulatory
ey 3 catalytic lethality in BRCA- Multidomain approval by
o o domain’ mutated cancers' structure of FDAVEMA in
[} (preclinical study) PARP1' non-ovarian
Indication
960 1966 Biochemistry
Discovery
of PARP1?

*Source: ClinicalTrials gov. 1. Kraus. Mol Cel

6. Tutt. Lancet. 2010;376:235. 7. Bang. Ann Onco

2015:58902. 2. Chambo. Biochem Biophys Res Commun. 1966,25:638
3. Plummer. Ciin Cancer Res. 2008;14:7917. 4. Fong. N Engl ) Med. 2009:361:123

5. Audeh. Lancet. 2010;376:245
2016;27:-abst 2742. 8. Mirza. N Engl ) Med. 2016;375:2154

== Biochemistry/molecular blology
== Structural biology

Approval process

Slide credit: clinicaloptions.com
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Last 10 years: Antiangiogenesis (VEGF), DNA repair (PARP inhibition) | 4

EMA ’
approval i '

Olaparib+Bevacizumab
Yatders YOO g N0+ 15 maAny/S wis

2011 ) 2012 » 2013 » 2014 ) )15 > > > 2018 > 2019

Olaparib+Bevacizumab
Tabhets 300 myg B0

», Nero et al
A Cancers 2021

0“6 o -
FDA & b
approval '

0 Muaintenance
() Treatment
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PARP INHIBITORLERININ NUKS OVER KANSERINDE KULLANIMI

PARP iINHIBITORLERININ 1. SERIDE iDAME KULLANIMI
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iAOq.,

PARP INHIBITORLERININ NUKS OVER KANSERINDE KULLANIMI




84 GLIK BILIMLERI UNIVERSITESI
Izmar Tip Fakiiltest Bilimsel Toplantilan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

Maintenance Trials:
Building on the Benefit of Chemotherapy

Randomised Trials of PARP Inhibitors in Platinum-Sensitive High-Grade Relapsed Ovarian Cancers

Patients:

* Platinum-sensitive high-grade PARP inhibitor

ovarian cancer

Treatment
* > 2 previous platinum regimens Rahdeiised until
* Last chemotherapy was platinum-based, disease
to which they had a maintained PR orCR \ progression
prior to enrolment Placebo
+ Stable CA-125
Study 190l
SOLég[b] === + OLAPARIB Primary endpoint: PFS
NOVAd wmssp <+ NIRAPARIB
ARIEL36 ==mmms) <« RUCAPARIB %
CR = complete response; PFS = progression-free survival; PR = partial response. /

a. Ledermann J, et al. N Engl/ J Med. 2012;366:1382-1392; b. Pujade-Lauraine E, et al. Lancet Oncol. 2017;18:1274-1284; c. Mirza MR, etal. N Eng/
J Med. 2016;375:2154-2164; d. Coleman RL, et al. Lancet. 2017;390:1949-1961.
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T NEW KNGLAND JOUENAL ¢/ MEDICING

STUDY 19

I ORIGINAL ARTICLE ||

ey

. 13 .
. The NEW ENGLAND JOURNAL of MEDICINE
inp] NOVA

1
“ ORIGINAL ARTICLE |

Niraparib Maintenance Therapy in Platinum-
Sensitive, Recurrent Ovarian Cancer

M.R. Mirza, B.). Md

BACAGE M. Fabbro, JLA, Le SOL02 Al‘tides

rom University College Landun, Loaden  Ofapari C. Marth, R. Madry
A. du Bois, A Gonz.\ln
B.). Rimel, ). Bus
‘)v thy - I
Olaparib tablets as maini ARIEL 3 Articles
— 1 platinum-sensitive, relay
BACKGROUND :
Nl o il mutation (SOLO2/ENGO

172 inhibitor that has 5 randomised, pla -COt
s [ Rucaparib maintenance treatment for recurrent ovarian 2@ % ®
1 Pujade-Lourmne jorithon A Ladevimues, | ogding ell

A ool St P Mo il v carcinoma after response to platinum therapy (ARIEL3):
o Ui, Etaabeth § Lowr. Raiph Maomfuld Mecie Paut 5 <
a randomised, double-blind, placebo-controlled,

Summary -
Hackground Olapacih, 3 pob{ADP-sibaee) poln  Phiase 3 trial

avarian cancer. We aimed 1o confiem these find  Fooer L Cobmin”, Amit M Ore Dommis Lommse . Ao O, Andrey ‘ Joferre) Weberses,

tablet formustion of olaparih. Ao Clammy, Grovari Scambar, Alewands Lagry, fbers W Hovlownty, Margenss Amesedo Ganceds, Prter ( For, jeffrey £ Goh
D At O idotey Detersh € e Jena Gari vy (Lmum;m Arve Hoguet. Gotefried £ Kovecry. \ain A Mchorns,

Methods This international, molticentr, double (9174 5012 il Comaren L Caod y Phomas € Marding, e e, fnve KL

et sk o et Ghondera, ponsehan A L. e hebal af the ARILY istgaraos

had received at loast two fines of previaus chem Summary
Backgrourd Rucaparib, & poby{ADP.ribose) polymersse inhibitor, has mllu-n activity i recurrent ovarlan s oe
wumum-&-.w of e ide boss of goshty. Io this trial we  Swtesteciiaoy

m“mhm-mﬂhawwwhﬂm et

with high-grade, recurrent. platinum-sensitve ovarian PRICRNEHED
Methods In this double bind, placebo Pl il e recritd patent rom 7 bospth boppor e
od CABCRT CENNeS ACINS v phes, Bl Lot e aeod ears o aldez, had atl D-senslin =
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Certain Subgroups Benefit Less (? Not at All) How Do

We Improve Efficacy for These Patients?
Primary endpoint: PFS

NOVA - BRCAwt/HRD- ARIEL3 -
[a] i i)
SIMEY A (B AW Negativelb]

10 T 00
i ::1 A\\_—H—H 7 % 75 T
i W ? 75 $
i 351 e 5 !
JEo] \ t s ]
03 W I § ‘
= — . E )
" ; ; : T w g < j e
e PR i Sl . - % 1§ © un & B
oo e ® v : ! K 107(0) 491 23088 :T::S 4(79) o)
520} 20 {32) 249 1.{50 1(50) 150 0150)
7.4 mo vs 5.5 mo 6.7 mo vs 5.4 mo INV
HR 0.54 (95% CI: 0.34, 0.85) HR 0.58 (95% Cl: 0.40,0.85)  ReviEW
6.9 mo vs 3.8 mo BICR
HR 0.58 (95% CI: 0.36, 0.92) REVIEW
a. Ledermann J, et al. Lancet Oncol. 2014;852-861; b. Mirza MR, et al. N Engl J Med. 2016;375:2154-2164; c. Coleman RL et al. Lancet.
2017;390:1949-1961. 15 .
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PARPi Use Has Been Transformative in EOC, Especially in Certain

Molecular Subgroups: BRCAm Patients
Primary endpoint: PFS

SOLO2 -gBRCAmI2) NOVA - gBRCAmP! |

T = . = TS meS————
g = E il G
\ wi . e
1 } \‘L,_k .
e wn e e A R TR MR TR TR Im I om ¢ 2 4 :- -l_ 0w 12 W ':": 0 2 M "»..T::_.: Mo 04 @e BE KEY 36 0

19.1 mo vs 5.5 mo 14.8 mo vs 5.5 mo 16.6 mo vs 5.4 mo INV

HR 0.30 (95% CI: 0.22, 0.41) HR 0.27 (95% CI: 0.18, 0.40) HR 0.23 (95% CI: 0.16, 0.34) REVIEW
30.2 mo vs 5.5 mo 21.0 mo vs 5.5 mo 26.8 vs 5.4 months BICR

HR 0.25 (95% ClI: 0.18, 0.35) HR 0.27 (95% CI: 0.17, 0.41) HR 0.20 (95% CI: 0.13, 0.32) REVIEW

v/‘
a. Pujade-Lauraine E, et al. Lancet Oncol. 2017;18:1274-1284; b. Mirza MR, et al. N Engl J Med. 2016;375:2154-2164;. c. Coleman RL et al. Lancet.
2017;390:1949-1961. )
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Clinical benefit of PARPiI as maintenance in PSR BRCA mutant OC

Population Primary
Analysis

mPFS PARPI

mPFS
improvement

Placebo
Olaparib gBRCAmM 19.1 mo 0.30

Niraparib gBRCAmM 21 mo* 0.27

Rucaparib tBRCAmM 0.23

E?E

13.6 mo

15.5 mo

11.2 mo

*Primary analysis by BICR

Inv PFS: mPFS 14.8 mo vs 5.5 mo; PFS improvement 9.3 mo
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PARP INHIBITORLERININ 1. SERIDE IDAME KULLANIMI
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Evolutionary Milestones in Frontline Maintenance Therapy

PRIMA®* | .
Nirapanb
PAOLA-1® |
o B Olaparib + bevacizumab
Bevacizumab
VELIA® :
Veliparib + platinum-based »+++
chemotherapy :
SOLO-1°
Olaparib
BRCAm

Note Veliparit is not kcensed for use in advanced ovarian cancer
Dates shown indicate the year of the publication of the pivotal studies

1. Burger. N Engl ) Med 2011,365(26):2473.; 2. Perren. N Engl ) Med 2011,365(26):2484.; 3. Moore. N Engl ) Med 2018,379(26):2495.; 4. Gonzdlez Martin. N Engl
) Med 2019;381(25):2391.; 5. Ray-Coquard. NEngl J Med 2019,381(25):2416.; 6. Coleman. N Engl ) Med 2019; 381(25):2403

e
——
> -
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SOLO1: Phase lll trial of maintenance olaparib following
platinum-based chemotherapy in newly diagnosed
patients with advanced ovarian cancer and a BRCA112Y/,
mutation

Michael Friedlander,' Kathleen Moore,? Nicoletta Colombo,? Giovanni Scambia,* Byoung-Gie Kim,® Ana Oaknin,®

Alla Lisyanskaya,” Anne Floquet,® Alexandra Leary,’ Gabe S. Sonke,'® Charlie Gourley,!" Susana Banerjee, 2

Amit Oza,'® Antonio Gonzélez-Martin,' Carol Aghajanian,'® William Bradley,'® Elizabeth S. Lowe,'” Ralph Bloomfield, '®
Paul DiSilvestro'®

"University of New South Wales Clinical School, Prince of Wales Hospital, Randwick, Australia; *Stephenson Cancer Center at the University of Oklahoma, Oklahoma City, OK, USA; University of
Milan-Bicocca and IEQ, European Institute of Oncology IRCCS, Milan, ltaly; *Fondazione Policlinico Universitario A. Gemelli IRCCS Universita Cattolica, Rome, Italy; *Samsung Medical Center,
Sungkyunkwan University School of Medicine, Seoul, Korea; ®Vall d'Hebron University Hospital, Vall d'Hebron Institute of Oncology (VHIO), Barcelona, Spain; 'St Petersburg City Oncology
Dispensary, St Petersburg, Russia; *Institut Bergonié, Comprehensive Cancer Centre, Bordeaux, France; *Gustave-Roussy Cancer Campus, Villejuif, France; "The Netherlands Cancer Institute,
Amsterdam, The Netheriands; ''Cancer Research UK Edinburgh Centre, Institute of Genetics and Molecular Medicine, University of Edinburgh, Edinburgh, UK; "*The Royal Marsden NHS
Foundation Trust and Institute of Cancer Research, London, UK; "*Princess Margaret Cancer Centre, Toronto, ON, Canada; "*Clinica Universidad de Navara, Madrid, Spain; "*Memorial Sloan
Kettering Cancer Center, New York, NY, USA; "Froedtert and the Medical College of Wisconsin, Milwaukee, Wi, USA; ""AstraZeneca, Gaithersburg, MD, USA; "*AstraZeneca, Cambridge, UK,
""Women & Infants Hospital, Providence, R, USA

ClinicalTrials.gov identifier: NCT01844986
This study was sponsored by AstraZeneca; part of an alliance between AstraZeneca and Merck & Co., Inc.
Conducted in partnership with the Gynecologic Oncology Group (GOG-3004)




Study design

Newly diagnosed, FIGO

stage lll-1V, high-grade serous

or endometrioid ovarian,

primary peritoneal or fallopian

tube cancer

Germline or somatic BRCAm ===
ECOG performance status 0-1
Cytoreductive surgery*

In clinical complete response

OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

or partial response after
platinum-based chemotherapy

SAGLIK BILIMLERI UNIVERSITEST
Iznur Tip Fakiiltest Bilimsel Toplantlan-14

Primary endpoint
* Investigator-assessed PFS
Olaparib 300 mg bd * Study treatment (modified RECIST 1.1)
(N=260) continued until
disease progression
2:1 randomization + Patients with no Secondary endpoints
evidence of disease
Stratified by at 2 years stopped » PFS using BICR
response to platinum- treatment * PFS2
based chemotherapy * Patients with a partial * Overall survival
response at 2 years * Time from randomization to
Placebo could continue first subsequent therapy or
(N=131) treatment death
* Time from randomization to
second subsequent therapy
2 years' treatment if no evidence of disease OF o
> * HRQoL (FACT-O TOI score)

*Upfront or interval attempt at optimal cytoreductive surgery for stage Il disease and either biopsy and/or upfront or interval
cytoreductive surgery for stage IV disease. BICR, biinded independent central review; ECOG, Eastern Cooperative
Oncology Group; FACT-Q, Functional Assessment of Cancer Therapy -~ Ovaran Cancer;

HRQoL, heaith-related quality of life; PFS2, time to second progression or death;

RECIST, Response Evaluation Criteria in Solid Tumours; TOI, Trial Outcome Index
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Olaparib Placebo
. : N=2 N=131
PFS by investigator assessment - e P
Events (%) [50.6% maturity] 102 (39.2) 9% (73.3)
i Median PFS, months NR 13.8
~ 90 HR 0.30
3
25 95% C10.23, 0.41; P<0.0001
g 70 -
§3 60 1 Olaparib
§§ 50+
25 4
82 30
> 8
£2 2
Q.
13' Placebo

0 3 6 O 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 57 60
No. at risk Months since randomization

Olaparib 260 240 229 221212 201 194 184 172149138133 111 88 45 36 4 3 0 0 0
Placebo 131 118103 82 65 56 53 47 41 39 38 31 2822 6 5§ 1 0 0 0 O
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PFSZ* Otaparib Piacebo
(N=260) (N=131)
i Events (%) [30.9% matunity] 69 (26.5) 52 (39.7)
g "‘"-\-_.::}Cs“ Median PFS2, months NR 419
o
801 - HR 0.50
& 709 \\\.\ \\0\. -
a0l 8 . 95% C10.35, 0.72; P=0.0002
g 504 -\\_ = Qippard
g 40 4 .‘5
304 = In second lne, a PARP
201 Placeto inhibitor was used in
104 33/94 (35%) patients in
04 the placebo arm and
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 10791 (11%) patients in
the olapanb arm
No. at risk Months since randomization
Olapary 260 2456 239 231 220225216 204 194 177 168 163 140111 B1 48 13 5 0 0 O
Placebo 131126 122 113 108100 &2 83 79 73 68 63 S5 44 18 ¢ 3 1 0 0
Figure regroduced from: Moore K of of N Engf J Medt 20103
dor 10 10SE6NE Mica t 8 10858 Fput ahead of pral) "Time from 1o sscond prog or daath
Summary of efficacy endpoints o
) Median not reached HR 0.30
Median PFS 95% C10.23, 0.41; P<0.0001
Median time to first HR 0.30
subsequent 95% C1 0.2, 0.40; P<0.0001
therapy or death
‘ Median not reached HR 0.50
Median PFS2 95% C10.35, 0.72; P=0,0002
Median time to
second subsequent Median not reached HR 0.45

therapy or death 95% C10.32, 0.63; P<0.0001

Months since randomization

® Olaparb (N=260) W Piacebo (N=131)
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ENG T ECE

European Network of - G

Gynaecological Oncological Trial groups Grupo Esp
ln\ estignoid
noer de Ovw

Niraparib Therapy in Patients With Newly

Diagnosed Advanced Ovarian Cancer
(PRIMA/ENGOT-0V26/G0G-3012)
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Patients with newly-diagnosed OC at

high risk for recurrence after
response to 1L platinum-based
chemotherapy

2:1 Randomization

Stratification Factors

» Neoadjuvant chemotherapy administered: Yes or no

Best response to first platinum therapy: CR or PR

Tissue homologous recombination test status: deficient or
proficient/not-determined

........

Placebo

Niraparib

Body weight 277 kg and platelets 2150,000/uL started with 300 mg QD
Body weight <77 kg and/or platelets <150,000/pL started with 200 mg QD

Endpoint assessment
Primary Endpoint: Progression-free survival by BICR
Key Secondary Endpoint: Overall Survival
Secondary Endpoints: PFS2, TFST, PRO, Safety

Patients were treated with niraparib or placebo once daily for 36 months

Hierarchical PFS Testing

or until disease progression

+ Patients with homologous recombination deficient tumors,
followed by the overall population.

« Statistical assumption: a hazard ratio benefit in PFS of
* 0.5 in homologous recombination deficient patients
* .65 in the overall population

+ >90% statistical power and one-sided type | error of 0.025

PFS2, progression-free survival 2; PR partial response; PRO, patient-reported outcomes; TFST, time to first subsequent therapy.

1L, first-line; BICR, blinded independent central review; CR, complete response; OC, ovarian cancer;
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PRIMA Patient Characteristics and Baseline Demographics

Niraparib Placebo Overall
Characteristic (n=487) (n=246) (N=733) »  35% of patients were Stage IV
Age, median (range), years 62 (32, 85) 62 (33,88) 62 (32, 88)
Weight, median, kg 66 66 66 : .
Stage at iniial diagnosis, n (%) . 99.6% with Stage Il had residual
i 318 (65) 158 (64) 476 (65) disease post PDS
v 169 (35) 88 (36) 257 (35) ,
Prior NACT, n (%) *  67% received NACT
Yes 322 (66) 167 (68) 489 (67)
No 165 (34) 79(32) 244 (33) *  31%achievedaPRto 1LCT
Best response to platinum-based CT, n (%)
CR 337 (69) 172 (70) 509 (69) .
PR 150 (31) 74 (30) 224 (31) *  51% had HRd tumors
Homologous recombination test status, n (%)
HRd 247 (51) 126 (51) 373(51) «  30% had BRCAmut tumors
BRCAmut 152 (31) 71(29) 223(30)
BRCAWt 95 (20) 55(22) 150 (20)
HRp 169 (35) 80 (33) 249(34) ||* 34% had HRp tumors
HRnd 71 (15) 40 (16) 111 (15)
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PRIMA Primary Endpoint, PFS Benefit in the HR-deficient Population

100 f==, .
o TH._ Hazard ratio: 0.43 (95% Cl, 0.31-0.59) 57% reduction in hazard of
\\_ . 1 8 ) 2

I B S POOT1 1 relapse or death with niraparib
°\° L .
’% l H\L . Niraparib Placebo
3 70 - \ (n=247) (n=126)
3 e \ o, S Niraparib Median PFS
e el [ months 29 104
"E “»L, 95%Cl)  (193-NE)  (8.4-12.1)
g % -—
§ 2 e 1 Patients without PD or death (%)
? " — - 6 months 86% 68%
e = 12 months 72% 42%

0 18 months 59% 35%

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
__________ S
| Initiation of PRIMA i Months since Randomization
| aftar ramnlatinn af 41 AT |
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PRIMA Primary Endpoint, PFS Benefit in the Overall Population

100 1 ~

i Hazard ratio: 0.62 (95% Cl, 0.50-0.76) 38% reduction in hazard of
1 S <0.001 . . .
& o A g relapse or death with niraparib
2
- K\-\\ Niraparib Placebo
% 70 \ \ (n=487) (n=246)
5 e -~ "“\\ﬁ Median PFS
g? 50 - -nmmmmommmmnnnaes D S e months 13.8 8.2
E o Lwt\‘ B "V (95% Cl) (11.5-149)  (7.3-8.5)
D —e =1 Niraparib 3 P
§ %0 \*“ﬁ_’ L w rapard | |Patients without PD or death (%)
'g’ - e e . 6 months 73% 60%
a 5 Placebo 12 months 53% 35%
0 18 months 42% 28%
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
" initiation of PRIMA | Months since Randomization
Lafter completion of 1L CT |
Niraparib 487 454 385 312 295 253 167 111 94 58 29 21 13 4 0

Placebo 246 226 177 133 117 90 60 32 29 17 6 6 4 1 0

1L, first-line; CI, confidence interval; CT, chemotherapy; PD, progressive disease; PFS, progression-free survival
Discordance in PFS event between investigator assessment vs BICR =12%
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PRIMA Exploratory Analysis, PFS Benefit in Pre-specified Groups

Hazard ratio for PFS (95% Cl)

Overall 0.62 (0.50-0.76) e
Age group

<65 years 0.61(0.47-0.81) ——

265 years 0.53 (0.38-0.74) —— S
Stage of disease at initial diagnosis

1] 0.54 (0.42-0.70) .

\' 0.79 (0.55-1.12) : -
Neoadjuvant chemotherapy

Yes 0.59 (0.46-0.76) e

No 0.66 (0.46-0.94) .
Best response to platinum therapy

CR 0.60 (0.46-0.77) e

PR 0.60 (0.43-0.85) P
Homologous recombination status

HRd-BRCAmut 040 (0.27-0.62) . .

HRd-BRCAwt 0.50 (0.31-0.83)

HRp 0.68 (0.49-0.94) .

HRnd 0.85 (0.51-1.43)

ol oo 00 230

Niraparib Better

——
Placebo Better




Progression-free Survival (%)

PRIMA PFS Benefit in Biomarker Subgroups
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Homologous Recombination Deficient (HRd)

| | .
HRd/BRCAmut HRd/BRCAwt HR-proficient

‘;’: v Hazard ratio: 040 (95% C1, 0.27-0.62) ':: \\ ~ Hazard ratio: 0.50 (95% Cl, 0.31-0.83) ':: Hazard ratio: 0.68 (95% Cl, 0.49-0.94)
80 \ 80 S 80

70 \ . i 70 ‘—\L i 70 N

2 \ , Tv—yNiraparib | 0 % \_, Niraparib ol N

50 “ ....................... — B0 Prisssissieasaasalnossasnissinrosons e I 50 boemereennn \ ..:},‘; ...........................................

. S S AL

40 ; 40 - 1 40 x\\

% '_‘[ % P b ¥ . . Niraparib
3 | 54 acebo " , —

Placebo e N

A " " Placebo
S —— U —— 0 Sy

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Months since Randomization

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Months since Randomization

0 2 4 6 8 1012 14 16 18 20 22 24 26 2

Months since Randomization

Niraparib provided similar clinical benefit in the HRd subgroups (BRCAmut and BRCAwt)
Niraparib provide clinically significant benefit in the HR-proficient subgroup with a 32% risk reduction in

proaression or death
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PAOLA-1/ENGOT-ov25 trial design

Maintenance therapy +  Primary endpoint: invesb'gdor-assessad PFS
(RECIST v1.1)
Patients: Olaparib tablets 300 mg bid x 2 years - Inthe primary analysis, a statistically significant
- Newly diagnosed, FIGO PFS benefit was observed'
stage |Il-1V high-grade + bevacizumab’
serous or endometrioid
ovarian, fallopian tube
and/or primaty peritoneal 2:1 randomization stratified by: Primary PFS analysis (DCO 22 March 2019)
. * Tumour BRCAm status
Firstline restment: + Fistine reament oucone! B M
« Upfront or interval surgery
+ Platinum-taxane based Median PFS, 21 166
chemotherapy plus 22 Placebo x 2 years months !
cycles of bevacizumab' : HR (35% Cl); 0.59(049-0.72) !
+ bevacizumab Piake ) P<0.001 ‘

“Patients with other epiihelial non-mucinous ovaran cancer wers eligible If they had a garmiine BRCAT andior BRCA2 mutaton, Patents must hive received 23 cyclas of bevacizumab with the last 3 cycies of chemothenapy
apart fom patents undergoing intervad surgery who were parmitted 1o recerve only 2 cycles of bevaczumab with the last 3 cy cles of chemotherapy. ‘Bevacizumab 15 mg/kg, every J weeks for a otal of 15 months, including when
admmistered with chemotheragy. SAccording to timing of surgery and NEDICRPR

plote response. DCO, data cut-off, FIGO, Intemational Federation of Gynecobgy and Obsteirics. HR. hazard ratio. NED, no evidence of disease. PFS. ime
fom randomization 1o progression or death. PR. partal response. RECIST. Response Evaluation Crteria in Sclid Tumours

1. Ray-Coquard | of al. N Engl J Mad 2019.381:2416-28

bid twice dally, BRCAm. BRCA mutaton; Cl, confidence nterval. CR,
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PAOLA-1/ENGOT-ov25 PFS2 analysis

PFS2 is measured from the time of randomization to second progression or death and evaluates the effect of maintenance therapy with

olaparib plus bevacizumab beyond first progression

&

P

Primary endpoint
investigator-assessed PFS
Secondary endpoints
« TFST
PFS2

TSST

08

HRQol.

Safety and tolerability

Q\\ff
Olaparib + Q‘&

Platinum-based bevacizumab
chemotherapy + £ —
bevacizumab
&

.._.meml o— O sl Den
Placebo +
bevacizumab
>

PFS2 was immature at the time of primary PFS analysis (DCO 22 March 2019)

We present the prespecified final PFS2 analysis planned for =53% data matunty or 1 year after
primary analysis (DCO 22 March 2020)

We also present post hoc analyses of PFS2 by biomarker status

DCO. data cut-off, MROoL, health-related qualty of ife; OS, overal survival, FFS2, e from randomization fo second progression or death
TFST, tima from randomization o fest subsequent therapy or death, TSST, time from randomaation 1o second subsequent therapy of death
W
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PFS2 subgroup analysis by HRD status

HRD positive," including tumour BRCAm

HRD positive,* excluding tumour BRCAm

HRD negative/unknown

Placebo pus ey

=
A

Paterms res Fom second dseme p o gussion and death )

3 O ST SR YRR TR W I T == AT AT St T A ol s e
0 3 & IR VNANTNNEDQOLSBLH N
Numter of patierts a1 ek Montha since Randomizaton

Qlaeboy 2962022 0720202232 198841137102 70 & T 11 3 O
Pavhey 1RIDUTRSIITMNINEN D A T U4 X T8 ¢ 0

Olaparib + bev Placebo + bev

(n=235) (n=132

Events, n (%) 85 (33) 70(5%)
Median PFS82, morths 0.y 383
HR 0.56 (%% cl041-077)

g 3 8 8 &
B i

g B
i i

%
i

Y

Paterts fee brom second dueme p g Reson and death (%)
&
4

=

G A . 3G R . A . PR 7L L A
Y S s MU NTNINENQLHSAEN N
Neanber of patents of ek
Carbr T B B DM EBNTFHODSE NN §1
Pachor 5§ I S D VDU OQYBWVITHBY I 1D

Olapanb « bev

(n=97)
Events, n (%) 4142 33 (60)
Median PFS2, morihs sy 0.1
HR 0.60 55% c10.38-0 9

=

S
i

Fatents tee fom second desss progresson mddeah (%)
5

2 s A aras v s e omn G R D S AN A ATH ARV, S5 AR
0 3 8 RS BANTYNEILESES N
Numter of patierts 8l ngk Months since Randomastion

0 MavIRINBDMUEMN BB B ML ST W S

PRebav VI INI0WEA T 01 78 66 0 &6 3 4 9 1

Olaparib * bev Placebo + bev

(n=282) (n=137

Events, n (%) 175 (62 9 (69)

Median PFS2, monhs 26 81

HR 0.98 5% cio77-127)

'HRD positive defned as a lumour BRCAm andior genomc instabilty score of 242 on the Myriad myChoce COx* assay. "Unsiadle medan due o lack of events |
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MedPFS (mo.)

109
2.1

R i

Options for maintenance therapy inBRCA™Ut

MedPFS (mo.)
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GOG 218:
PFS Pts. w/o HRR mutation*

Caveat: PFS also includes chemotherapy phase

A PFS by treatment arm in OC patients
with no mutations
1014 Tatasrgne e W —— o=
Te- o ”» -
e 5
P 08
£ |
e oed
3 |
\
g e2{n >
a | -
cod™ o .
b} 1 o4 b3 40 o«
o Mords on sty
Hazard Rates i 95% Cl, 0.60.0.85)

PFS S
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PRIMA:
PFS HRD-negative*

: i&
- ‘\i‘ =
; (%
.I ﬁ‘
B . SN

vvvvvv

PAOLA-1:
PFS HRD-negative & unknown*

T

Hazar RANOND92(95% Cl, 0.72-1.17)

*Caveat: The subgroups are not identical, but the best possible approximation

i < PARPi versus Bevacizumab

3. HR-proficient
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Patterns of Toxicity of PARP Inhibitors

OLAPARIB NIRAPARIB RUCAPARIB
Fatigue 44 ++ 44
Nausea/Vomiting 44 ++ 44
Anaemia 4t +++ 44
Neutropenia + ++ +
Thrombocytopenia + 4+ ++
Diarrhoea + + ++
Headache ++ + +
Insomnia +
Dysguesia ++ ‘ +
Raised ALT/AST - . ++
Photosensitive rash . . +
Hypertension - +4

Discontinuation rate 10.8% 14.7% 13.4%
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Signatures of mutational processes in
human cancer

A Wit aof aurhors and chetr affillarkons appeans ot the end of the paper

The prevalence of somatic mutations across human cancer types

%,
MKW

Y9 &
%“%%%%”}%%&%:«f%

o

Per

Somatic Mutation Prevalence

Alexandrov et al. Nature. 2013

TMB is a surrogate biomarker for immunotherapy efficacy 1

’

;"{. Y
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Key inclusion criteria

* Platinum-resistant advanced
or recurrent ovarian cancer

= 220 years of age

* Received <1 regimen after
diagnosis of platinum
resistance

« ECOG PS =1

Key exclusion criteria

« Current or previous severe
hypersensitivity reactions to
antibody products

« Current, recurrent, or chronic
autoimmune disease

« Multiple primary cancers
and/or CNS metastases

* Pregnant or breastfeeding
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Nivolumab versus gemcitabine or pegylated liposomal doxorubicin for patients
with platinum-resistant ovarian cancer: the randomized NINJA trial

Nivolumab? (N=157)
* Nivolumab 240 mg IV every 2 weeks

Chemotherapy® (N=159)
» GEM 1000 mg/m? IV for 30 minutes on Days
1, 8, and 15, then every 28 days, OR
* PLD 50 mg/m? IV every 4 weeks

Stratification factors
» CCC vs other
« 0 vs 1 regimen after
platinum resistance
diagnosis
Planned sample size
= 316 patients
(158 per group)

 Tumor was assessed every 8 weeks
through Week 48, then every 12 weeks
thereafter

« Patients were followed up for 28 days after
end of treatment administration

Primary efficacy endpoint:
« 0S

Secondary efficacy
endpoints®:

* PFS

* ORR

* BOR

* DoR (RECIST v1.1), etc.

Safety
* TEAEs
» Treatment-related AEs, etc.

Omatsu k et al ESMO 2020, abst 7080

*Treatment continued until disease progressionor unacceptable toxicity

“investigator assessed.

AE, adverse event; BOR. best overall response; CCC, clear cell carcinoma; CNS, central nervous system: DoR. duration of response; ECOG PS, Eastern Cooperative Oncology Group perdormance status. GEM, gemcitabine; IV, intravenous,
ORR, overall response rate; OS, overall survival, PFS, progression-free survival; PLD, pegylated liposomat doxorubicin; RECIST v1.1, Response Evaiuation Criteria in Solid Tumors version 1.1; TEAE, treatment-emergent adverse event
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ESVID . OVERALL SURVIVAL

= Nivolumab showed 100 =
no superiority over 90 -
GEM/PLD in OS B0 -
T v
50 -
50
Raap
30 -
20 -
10 o
O wd

101 [965% Ch. 8,314 1] months

32 1 [95% T 83353 rmonirs)

Ovoral Survival (%)

w L w 1
2 18 24 48

e
i
Iy

s

Time (months)
Nogrfer ot tiak
Nivohamab 157 108 8l s2 £ =}

GERPLD 155 15 ra s7 28 & £

€1 cunfcance meorvel GEM. gemcistine: M Sarard rono. 06 overs? 3ot P10, pegyemied SpcaciTal ussn s

ERESMD™" . PROGRESSION-FREE SURVIVAL

« Nivolumab showed
no supernority over

GEM/PLD in PFS

100 -

a0 - - GEMPLD {medcan 3.8 [25% Ci: 3 5-—4.2) monmss
80 o PEE 154955 Cf; 1 2-1 .95 #=0002

Nwohurras (madan. 2.0 (95% C1 1.9-2 2] months]

700 -
G0 =
S50 =t
40 -

S0 -

Progressionree Sunival )

20 -

10 =

0 -

e .3 w L2 - - e " w -
O 22 24 26 28 30 32 34 36 3B 40 42 43 a5 an

.‘
AL
o
13

N
-

Time (months)

Plumtser 81 nak




Overall survival
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Phase 3 JAVELIN Ovarian 200
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Eric Pujade-Lauraine et al. Presented at SGO Meeting, 2019
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EEESMD®"  + Imagyn phase 3 trial design

Cycles 1-6 Cycles 7-22
A A
€ Previously untreated ) r \ s’ - '
epithelial ovarian, primary Cmdﬁ';:lg"; Co-primary endpoints
peritoneal or fallopian tube ""dmm + PFS (per RECIST v1.1)

cancer — Bev.15 molkg GOw " —— (PD-L1+ and ITT populations tested

« Post-operative stage Il simultaneously; p<0.002 considered
with macroscopic residual positive)

disease or stage IV or @) - 0S8

neoadjuvant candidate Carboplatin AUCS + (hierarchical testing, PD-L1+ then ITT)
with planned interval paclitaxel 175 mg/m?
surgery 93w

| s & Bev 15 mg/kg q3w (peri-operative cycles omitied)
S / Q0 mg
Atezo 1200 mg q3w

Stratification factors
» Stage (lllvs IV)
» ECOGPS (0vs 1/2)

+ Treatment approach (adjuvant vs neoadjuvant) NCT03038100
- < 0, > 0/
PD-L1 status (IC <1% vs 21%; VENTANA SP142 assay) G o G ouosroy  ENG QT
Ateza = atezolizumab;, AUC = area under the curve; bev = bevacizumab; ECOG PS = Eastem Cooperative Oncology performance status; Devpeen et f
IC = immune cell, ITT = infent to treat; OS = overall survival; PFS = progression-free survival; q3w = every 3 weeks; RECIST = Response Evaluation Critera in Solid Tumours eyt thom S el
A\
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+ Progression-free survival

a
|
|
}
i
\
|
[

184 |

19.

ITT population

5

12

Patients with events, n (%)
Median PFS, months (95% CI)

Stratified HR (95% Cl)

Stratified log-rank p-value
2-year event-free rate (5% Cl)

Cl = confidence interval; HR = hazard ratio

Il
15 18 2
Time (months)
W o216 1@
348 218 128

41 (52.5)
18.4 (17.2-19.8)
0.92 (0.79-1.07)

0.2785

29.1(23.9-34.3)

19.5 (18.1-

)
20.8)

35.1 (30.0-403)

100 4 ’
5 PD-L1+ population
80
70 4
60
o 04
& a0l
30 4
20
4 185 1208
0 v '
0 3 6 ) 12 15 8 A 24 277 3 3%
Time (months)
Pabents af risk
Phcsto-Petev 303 X9 36 3% 288 M9 127 & 2 0§ 2 2 N
Mew +$P-tpy 391 k1) 382 335 254 219 1% 74 2 13 Rl NE NE

32.2 (25.4-39.0)

PD-L1+ population

Piacebo + CP + bev (n=333) CP
ao (5)
18.5(16.6-214)

0.80 (0.65-0.99)
0.0376

b7 (42.
20.8(19.1-24.2)

7)

439 (37.2-505)
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+ Overall survival: first interim analysis?

100 . i 100 .
o ITT population | PD-L1+ population
80 | 80 4
70 70 4
60 _ 60
£ 50, £ 5]
o o
40 40
30 30 4
20 20
10 4 10 4
0 0 — S et - —— : ,
0 3 3 9 12 B B 2 24 2r B B ¥ 0 3 6 8 12 15 18 21 4 27 30 3 B
Time (months) Time (months)
Jgtents at nsk Patients at nsik
Yozaty - CP « bey B30 641 626 1231 386 508 380 28! 143 58 15 3 NE Plarate + CP « }ev 383 88 ars %2 354 308 23 1680 78 kL) i 3 NE
tezo - (P« tav  B51 628 BiE 6 583 493 387 285 149 66 23 4 NE Ao+ CP oy 391 kI 38 a2 350 209 23 i 8 33 13 2 NE
PD.L1+ ulati
0s y e
Patients with events, n (%) ; ; 9(15.0 57 (14.6)
Median OS, months {95% Cl) NE NE 31.2 (30.0-NE) NE
Stratified HR (95% ClI) 0.96 (0.74-1.26) (.98 (0.68-1.41)
Stratified log-rank p-value 0.7887 0.9083
2-year event-free rate (95% Cl) 794 (754-83.3) 80.6 (76.8-84.5) 82.5(77.8-87.3) 82.1 (77.2-87.0)

information fraction: 41% (ITT population) and 37% (PD-L1+ poputation). NE = not estimable
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OVER KANSERIN DE GENETIK TESTLER
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«Germline» Testler

GENETIK :
TESTLER Doku Testleri

Likid Biyopsi
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Kanser Genetik Danismasi

e

* Kalitim sekilleri, penetrans, degisken ekspresivite, genetik
heterojenite
* Olasi sonuglar
* Pozitif (patojenik — yliksek olasilikla patojenik)
* Gergek negatif
* «Uninformative» negatif
* VUS
* Mozaik sonuclar

* Genetik diskriminasyon, genetik bilgilerin gizliligi
* Aile bireylerinde risk




SAGLIK BILIMLERI UNIVERSITESI
Tzmir Tip Fakitltesi Bilimsel Toplantlan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

COKLU GEN PANELLERI

e e e S

(Yeni Nesil Sekans)

Daha etkili
Cost effective

VUS, Mozaiklik, CHIP

Delesyon
duplikasyon ??

Tani gucl daha fazla
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PATOJENITE
SINIFLANDIRMASI

e

Varyantlar, bes patojenite
kategorisinden birine
siniflandirilir

* Patojenik

* Olasi patojenik

e Klinik Onemi Belirsiz [VUS]
* Muhtemelen iyi huylu

* lyi huylu
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Genetics
conatimaes s s ACINIG STANDARDS AND GUIDELINES | in icine

Standards and guidelines for the interpretation of sequence
variants: a joint consensus recommendation of the American
College of Medical Genetics and Genomics and the
Association for Molecular Pathology
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Over kanserlerinin %25 ‘i kalitsal bir genetik
faktorle iliskili

BRCA1 ve BRCA2'deki mutasyonlar, ailesinde
hastalik 6ykisi olan kadinlarda over kanserlerinin
yaklasik %40'indan sorumlu

1/4 ‘GUnde etiyoloji BRCA1 ve BRCA2 disindaki
genler

(tiim over/fallop tipi/periton kanserlerinin %6'si)
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Genetik e
Teste

1 NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)
Aday Birey Genetic/Familial
Se g| M High-Risk Assessment:
= Breast, Ovarian, and Pancreatic

Version 1.2022 — August 11, 2021

— e

NCCN.org
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National " . . A
comprehensive NCCN Guidelines Version 1.2022 NCEN Guidelines Index

s Table of Contents
NCCN Bl Hereditary Cancer Testing Criteria Discussion
TESTING CRITERIA FOR OVARIAN CANCER SUSCEPTIBILITY GENES? (See GENE-A)
Testing is clinically indicated in the following scenarios: Criteria __ o . GENE-1
» See General Testing Criteria on CRIT-1. et
« Personal history of epithelial ovarian cancerP (including fallopian tube cancer or peritoneal cancer) at any age
* Family history of cancer only
» An unaffected individual with a first- or second-degree blood relative with epithelial ovarian cancer' (including If criteria
fallopian tube cancer or peritoneal cancer) at any age™ for other
» An unaffected individual who otherwise does not meet the criteria above but has a probability >5% of a If testing hereditary
BRCA1/2 pathogenic variant based on prior probability models (eg, Tyrer-Cuzick, BRCAPro, CanRisk)" criteria syndromes
not met, not met,
consider then
testing cancer
for other screening
hereditary as per
syndrome NCCN
Screening
Guidelines
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National

comprehensive NCCN Guidelines Version 1.2022 NCCNT‘jgl‘:ﬂi{“gg;[‘:ni
NCCN ﬁg;‘uﬁg;k Breast, Ovarian, and/or Pancreatic Cancer Genetic Assessment Discussiol
GENERAL TESTING CRITERIA?

Testing is clinically indicated in the following scenarios:

= Individuals with any blood relative with a known pathogenic/likely pathogenic variant in a cancer susceptibility gene

« Individuals meeting the criteria below but tested negative with previous limited testing (eg, single gene and/or absent deletion duplication
analysis) interested in pursuing multi-gene testing

= A mutation identified on tumor genomic testing that has clinical implications if also identified in the germline
« To aid in systemic therapy and surgical decision-making®

= Individual who meets Li-Fraumeni syndrome (LFS) testing criteria (see CRIT-7) or Cowden syndrome/PTEN hamartoma tumor syndrome
testing criteria (see CRIT-8) or Lynch syndrome See NCCN Guidelines for Genetic/Familial High-Risk Assessment: Colorectal

« For personal or family history of

» Breast cancer Testing Criteria for High-Penetrance Br Can i iIi n CRIT-2
» Ovarian cancer &ﬂilﬂinngﬁummmnﬂnﬂuﬂn@mm&ﬁmﬁum
» Pancreatic cancer See Testing Criteria for Pancreatic Cancer Susceptibility Genes (CRIT-5)

» Prostate cancer Sa&TMugﬁﬂmﬂimEmﬂMnsﬂ&umpﬂnmuﬂm [9311&1

» Colorectal cancer

i enario (with appropriate pre-test education and access to post-test management):
<« An lndlvldual of Ashkenazl Jewish ancestry'-‘ without additional risk factors
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s ATM * MLH1, MSH2
* Absolute risk: <%3 * Absolute risk: >%10
* Yonetim : aile dykusiine * Yonetim : aile dykisline
o gore gore
SAGLIKLI « BRIP1 « RADS1C/D
BIREYDE * Absolute risk: >%10 * Absolute risk: >%10
* Yonetim: RRSO 45-55y * Yonetim: RRSO 45-55y
OVER * PALB2 * MSH6
KANSER' * Absolute risk: %3-5 * Absolute risk: <%13
- % * Yonetim : aile dykuslne * Yonetim : aile 6ykisine
RlSKl gore gore
* BRCA1l * EPCAM
* Absolute risk: %$39-58 * Absolute risk: <%10
* RRSO:35-40y *« PMS2
* BRCA2 * Absolute risk: <%3
* Absolute risk: %13-29 « STK11
* RRSO:45-50y * Nonepitelial Over Ca

Absolut risk> %10 ’
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BRCA iliskili Over Kanserlerinin Epidemiyolojisi

p=4

The Cancer Genome
Over kanserlerinin yaklagik Atlas Research Network

% 13-15 ‘inde BRCA1 ya da 2 de

Kanser Genom Atlasi Arastirma Agi
germline mutasyonlar

316 yiiksek derece serdz epitelyal over kanseri
% 3 somatik BRCA1/2 mutasyonlari
%8 germline BRCA1/2 mutasyonlari




SAGLIK BILIMLERI UNIVERSITES]
Izmar Tip Fakiiltest Bilimsel Toplantilan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

Printed by Ozge Ozer on 1/13/2022 12:32:02 PM. For personal use only. Not approved for distribution. Copyright © 2022 National Comprehensive Cancer Network, Inc., All Rights Reserved

NCCN Guidelines Version 3.2021

IN(e{eivll Cancer

National
Comprehensive

Epithelial Ovarian Cancer/Fallopian Tube Cancer/

NCCN Guidelines Index

Table of Contents

Network® : . Discussion
e Primary Peritoneal Cancer
CLINICAL WORKUP CLINICAL PRIMARY TREATMENTM
PRESENTATION . X STAGE Pati
* Abdominal/pelvic exam A (fertili Unilateral salpingo-oophorectomy ! w?ttheg‘t;ﬁan
Susoicioiis/ * Ultrasound and/or (fortility (USO) + comprehensive surgical
I P ble tekil abdominal/pelvic CT/MRI desired) staging' BiH cancer,
PAIPADIS POIVIC as clinically indicated® fallopian |See
mass on abdominal/| |, chest CT or chest x-ra IB (fertility Bilateral salpingo-oophorectomy tube cancer, | pathologic
pelvic exam and/or as clinically indicated®® desired) (BSO) + comprehensive surgical or primary Staging
ascites, abdominal « CBC, chemistry profile staging®hk! peritoneal [1oV-4)
distention with liver function test D — cancer
obishi) &Lﬂ)zs or other tumor ““di‘dat:’g shoult have
- - R 1 + i i =
Symptoms markers as clinically optimal :-:lg:‘t err:;:?‘mxlsgg ingh . genle t"t:imk or less
without source of indicatedd cytoreduction - P . Ikis g dgd evaluation common
malignancy (ie, « Evaluate performance likely (fertility | '2" debulking as neede ang germline | {ovarian
bloating, pelvic/ status and nutritional not desired) S Sorhstc cancers
abdominal pain, status testing (if not| ((Lcoc),"
difficulty eating or « Gl evaluation as Poor surgical previouslx see
feeling full quickly, clinically indicated candidate done)®’.9 LCOC-1
urinary symptoms » Obtain family history“ or See Neoadi Th ov.2)m
[urgency or « Refer to gynecolog Low likelihood |~ Se¢ Neoadjuvant Therapy (OV-2)
frequency]) oncologist for cli cally of optimal
suspicious lesions" cytoreduction'
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Germline and Somatic Tumor Testing in Epithelial
Ovarian Cancer: ASCO Guideline

e . ' Panagiotis &. Konstantinopoulos, MD, PhD'; Barbara Narquist, MDF; Christina Lacchetti, MHSc?; Debarah Armstrang, MD':
Rachel N. Grisham, MD*; Paul ). Goodfellow, PhD"; Elise C. Kohn, MD"; Douglas A. Levine, MD®; Joyce F. Liu, MD, MPH';
O I I e r | e r I Karen H. Lu, MD'; Dorinda Sparacio, MS"; and Christina M. Annunziata, MD, PhD'
e — — | e ————

* EOC tanih tim kadinlara, klinik 6zellikleri veya aile kanseri dykiist ne olursa olsun, BRCAL, BRCAZ ve
diger over kanseri duyarlilik genleri icin germline genetik testi onerilmelidir

* BRCA1 ve BRCA2 patojenik veya olasi patojenik varyantlar igin somatik timor testi, germline
patojenik veya olasi patojenik BRCA1/2 varyanti tasimayan kadinlarda yapiimali

* Berrak hiicreli, endometrioid veya miisinéz over kanseri teshisi konan kadinlara somatik test
onerilmelidir (MMRd)

* Diger histolojik tiplerde de MMRd testi dnerilebilir
* Aile bireylerinde test danismanlik
* Mutasyon saptanan bireyler tedavi i¢in yonlendirilmeli

* Halihazirda mevcut homolog rekombinasyon eksikligi (HRD) tahlilleri kullanilarak rutin tGmor testini
destekleyen higbir tavsiye yapilamaz
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Yeni Tani BRCA iliskili Over Kanserinde
Yaklagim

* Cerrahi segenekleri agisindan fark yok | - ‘
* intravenéz kemoterapiye ek intraperitoneal tedavi ‘

* ilerlemis EOC olan BRCA1/2 mutasyonu ya da HRD olan
bireylerde platin bazli tedaviye tam ya da parsiyel yaniti
takiben PARB inhibitéra kullanimi

* Over kanserli BRCA mutasyon tastyicilari ( 6zellikle
BRCAZ2) tasiyici olmayanlara gére daha iyi prognoza
sahip

* HRD'li timorler, HRD'si olmayanlara benzer sekilde
tedavi ediliyor (PARB inhibitor idame)
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ihﬂ(‘.

RAD51C, RAD51D, BRIP1, PALB2,BARD1

=

HR defektleri genomik Kalitsal veya sporadik Homolog onarim
instabiliteye sebep olur HRD'lere sahip timorler, eksikligi (HRD) Skoru
ve hiicre apoptozisini PARPi'den kaynaklanan Heterozigotluk kaybi (LOH)

tetikler DNA hasarina daha

Telomerik alelik dengesizlik (TAI)

Biyuk olgekli durum gegisi (LST)
puanlarinin toplami

duyarhdir
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ol ANNALS o
ESMD = ONCOLOGY

H R D — K | | a V u Z European experts consensus: BRCA/homologous recombination deficiency

testing in first-line ovarian cancer

* HR eksikliginin biyobelirtecleri, over kanseri icin birinci basamak kemoterapiden sonra idame tedavisi olarak
PARP inhibitorlerine duyarliligi tahmin etmede etkilidir

* HR eksikligi timér testi birincil tanida yapiimalidir
* HR eksikligi timor testi, hastalik niiksiinde yapilmalidir (daha énce yapiimadiysa)
* BRCA WT hastalarinda HR eksikligi timér durumu, ailesel over kanseri riskini tahmin etmede etkili degildir

* Tum epitel kanserlerinde, 6zellikle yiiksek dereceli miisindz olmayan hastaligi olanlarda, HR eksikligi timor testi
yapiimahdir

* HR eksikligi testi, ya BRCA testini takiben, ancak tercihen BRCA testiyle birlikte, birinci basamak kemoterapinin
bitiminden 6nce yapiimalidir

* Yeni, alternatif olarak dogrulanmis HR eksikligi testlerinin gelistirilmesine ihtiyag vardir

* Klinik olarak dogrulanmis genomik kararsizlik hr eksikligi testleri, birinci basamak kemoterapinin bitiminden 6nce
hr eksikligi durumunu degerlendirmek icin dnemlidir
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Herediter nonpolipozis kolorektal kanser

Otozomal Dominant

LYNCH
SEN DRO M U Saglikli bireyde 6-12 aylik periyodlarla pelvik USG

ve/veya CA-125 takibi dnerilmeli

(ailede en erken tanili bireyden 5-10 yil 6nce)

Dogurganligin tamamlanmasiyla RRSO
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LYNCH SENDROMLU OVER KANSERI

s Sseae ————

TS

* Erken evrede teshis edilmesi daha olasi (evre | veya Il: %88)

* invaziv epitalyal kanser (iyi ya da orta derece differansiye)
* Endometroid tip daha fazla gérilebilir
* Senkronize ya da metakron tumorler
* Lynch ile iliskili over kanseri olan 80 hasta (Watson P ve ark, 2001)
* %26 endometriyal kanser
* %35 kolorektal kanser
* %7,5 Diger
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«Tissue-agnostic
Cancer Therapy»

* Doku-agnostik veya Tumaor-agnostik

* Kanser tipine veya kanserin viicutta nerede
basladigina bakilmaksizin kanserin genetik
ve molekiiler 6zelliklerine dayali olarak

kanseri tedavi etmek icin ilac veya diger
maddeleri kullanan bir terapi tiri O

* Doku-agnostik tedavi, ilacin hedefledigi
genetik mutasyona (degisim) veya
biyobelirteglere sahip tim kanser tirlerini
tedavi etmek icin ayniilaci kullanir

* Bir tur hedefe yonelik tedavidir
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OVER KANSERINDE SOMATIK TESTLER

D E— e £ == T e e e, e e e L e e

* Cok sayida ticari ve akademik timor genotipleme platformu mevcut

* Kilavuzlar germline ve/veya somatik mutasyonlar icin test yapiimasini
oneriyor

* PARP inhibitérlerinden fayda goérebilecek bireyleri belirlenme ihtimali
artacaktir

 Sadece somatik testler germ hatti mutasyonlarinin % 5'ini kacirabilir

* Yalnizca germline test ise yalnizca somatik mutasyonlarin yaklasik %
7'sini kaciracaktir
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SOMATIK VARYANT SINIFLANDIRMASI

[ s
Tier I: Variants of Tier lI: Variants of
Strong Clinical Potential Clinical Tier lli: Variants of Tier IV: Benlgn of
Significance Significance Unknown Clinical Likely Benign Variants
ploﬂg‘nostk & Therapeutic, prognostic & Sig"mcance

A T
e totecuin
e i
SPECIAL ARTICLE FDA-approved thermapies
Standards and Guidelines for the pretati — FDA-approved therapy for different tumor types
and Reporting of S e Variants in Cancer Included in professional or investigational N<_>t o:fervm:la‘l 3
A Joint C dation of the Assaciation for guidelines therapies lreq:.::‘c'vtl:nl‘hi :{j‘ml Observed at significant
Molecular Pathology, American Society of Clinical Oncology, Muitiple small published oF Specific subriopulation alleie frequency in the
and College of American Pathologists studies with some RACABacet oF DR Shdar general or specific

Well-powered studles
with consensus from
experts in the field

consensus

Prediinical trials or a few
case reports without
consensus

or tumor-specific variant
databases

No convincing published
evidence of cancer
association

subpopulation databases

No existing published
evidence of cancer
association
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Table 1. Dualistic classification of EOC.
Type I EOC Type I EOC
Frequency 25% of EOCs 75% of EOCs
Mortality 10% 90%
; . Usually Advanced stage
Diagnosis Usually Early stage (i incenabonts)
Progression Slow Fast
Low-grade serous High-grade serous
; : Low-grade endometrioid High-grade endometrioid
EHistologiesubiypes Clear-cell Undifferentiated carcinoma
Mucinous Carcinosarcoma
KRAS, BRAF (serous)
CTTNNBI, PTEN, PI3KCA (endometrioid)
Mkaki KRAS, BRAF, HER2, P53 (mucinous) P53 (96% of high-grade serous EOCs)
oy (P53 for 25% of mucinous EOC) BRCA (21% of cases)
PI3KCA, HER2 (clear-cell)
ARID1A, PPP2R1A
Genomic stability Stability Instability
Precursors Benigh cyst » borderline » malignant Precursors: de novo, STIC
Abbreviations: EOC: epithelial ovarian cancer; STIC: serous tubal intraepithelial carcinoma.

J. Clin. Med. 2020, 9, 2239
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SO m ati k ne b 3 km a l | ? g sl NCCN Guidelines Version 3.2021
. el Cancer "V® Epithelial Ovarian Cancer/Fallopian Tube Cancer/
Network® Primary Peritoneal Cancer

» Tumor molecular analyses as clinically indicated:

0 Next-generation sequencing (NGS) for BRCA1/2 mutations, other somatic mutations (eg, NTRK gene fusions), and tumor mutational burden
[TMB]

0 Additional testing (particularly for endometrioid carcinomas)
- Immunohistochemistry (IHC) for DNA mismatch repair (MMR) proteins (MLH1, MSH2, MSH6, and PMS2)
- Microsatellite instability (MSI) testing

0 In addition to BRCA1/2 testing, other methods for evaluating HR deficiency status (ie, genomic instability, loss of heterozygosity) can be
considered.

¢ Additional somatic tumor testing can be considered at the physician’s discretion to identify genetic alterations for which FDA-approved tumor-
specific or tumor-agnostic targeted therapy options exist. 7
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BRCA1, BRCA2, HRD

e e e e SN eSS S e EEE B S S S SE — e

* NGS (BRCA1/2 veya ¢oklu gen panelleri)

* STUDY 19 ve NOVA
* STUDY 19 ; Somatik BRCA igin HR 0,23 (%95 Cl 0,04-1,12) , germline icin 0,17 (%95 CI 0,09-0,34)
* NOVA; niraparib lehine HR, germline BRCA mutasyonlari i¢in 0.27 (%95 Cl 0.17-0.41, somatik BRCA
mutasyonlari igin 0.27 (%95 Cl 0.08-0.90)
* Pennington KP ve ark (2014), 367 over kanseri
* 88 germline mutasyon
* 49 BRCA1 (%56)
* 17 BRCA2 (%19)
« 22diger hr (% 25)
* BARD1, BRIP1, CHEK1, CHEK2, FAM175A, NBN, PALB2, RAD51 paraloglari
* 32 somatik mutasyon
* 19 BRCA1 (%54)
* 6 BRCA2 (% 17)
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MMRd- MSI

(& % o 1k 1 v 1w 1 1k @ e * Yanlis eslesme tamiri
Homozygous g g i i
e b s iy Normal | 1500 * Bu tip DNA polimeraz hatalari mikrosatellit
tolhallles - 120b—> i Lﬂé‘" bélgelerinde meydana gelme egilimindedir
R RN * Hastanin timér dokusundaki uzunluguna kiyasla
normal dokudaki mikrosatellit uzunlugundaki
| | | Tumor o varyasyona bakilarak MMRd belirlenebilir
Ty wt i iy 200
_ufl W _J'\_ll... MooV & MS!«-H
ft ot
Arows point to additional peaks (alleles) indicating that this tumeor is MSI(+) b Pembronzumab: immun kontrol noktaSl |nh|b[t0ru
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Analysis of human cancer genomes reveals the
relationship between tumor mutational burden
(TMB) and high levels of microsatellite instability

(MSI)
All specimens
n = 62,150
/ MsI :mi ™B
TMB high gl
n = 4328 n =699

From: Chalmers ZR, Connelly CF, Fabrizio D, et al. Analysis of 100,000
human cancer genomes reveals the land. of turmer mutational
burden. Genome Mad 201 7; 9:34. Avallable at:
hittps://genomemedicine, biomedoentral comyarticles/10. 1 1 86/s] 3073
17= =2 (Accessed on October 22, 2018). Copyright © 2017 The
Authors, Reproduced under the terms of the Creative Commons
Attribution License 4.0 Dl
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TMB'nin yorumlanmasi, kullanilan
NGS paneli ve test edilen tumor tipi
dzelinde yapilimalidir.

e

Tumor
Mutasyon 5
YukU . FoundationOne CDx testi, TMB'si
~ megabaz basina 210 mutasyon
(TMB) (mut/Mb) olan hastalar icin timor

LJ agnostik pembrolizumab onayi
mevcut
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NTRK
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 Neurotrophic tyrosine receptor kinase (NTRK) genleri
(NTRK1, NTRK2, NTRK3)

* Yapisal yeniden dizenlemeler ile TRK flizyon onkoproteini olusur

* Onkojenik transformasyonu ve tumaor buydmesini yonlendirir
* FISH, RT-PCR, NGS

* Larotrectinib TRKA/B/C selektif inhibitoru

* Entrectinib TRKA/B/C, c-ROS oncogene 1 (ROS1), ve anaplastic lymphoma kinase
(ALK) multikinaz inhibitor
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Halen en dustk sagkalimh timaorlerden biri

Efektif olmayan biyomarker ???

CA-125

Erken teshis ve daha 6nemlisi genel popilasyon
taramasi icin uygun degil

Likid biyopsi minimal invaziv ve tekrarlanabilir

Tedavi yanitl ve kemorezistans
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«Tumor Circulome»

Hiicre disi kesecik

O metastaz
cfDNA ./

Klon 1
— Klon 2
Klon 3

Primer timor Tumor derive DNA CTC

De Rubis, G., Krishnan, 5. R., & Bebawy, M. (2018). Circulating Tumor DNA — current state of play and future perspectives. Pharmacological Research.
doi:10.1016/j.phrs.2018.08.017
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* Hastalik evrelemesi

* cfDNA seviyesinin ylksek olmasi
(180 ng/ml ) (normal 0-100
ng/ml)

* Kamat AA ve ark ilk kez epitalyal
over kanseri

* Kisisellestirilmis tedavi

* Tedavi monitarizasyonu

* Tedavi direncinin tanimlanmasi
* Minimal rezidliel hastalik
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etal, (B5)
EVs and cfmiRNAs Studies in Ovarian Cancer

Author No. pt Subtype/Stage Biomarker Prognostic Significance Year Ref

miRNAs: miR-21,
Panetal., 106 EOC (I-IV) miR-100, miR-200b, NA 2018 [50]

miR-320,
miR-16, miR-93,
miR-126, miR-223
s proteins: LBP, FGG, FGG: (OS p = 0.0012) (PFS &
Zhang et al., 40 EOC (I-IV) FGA, GSN p = 0.00038) 2019 [51]
LBP: (OS p = 0.0029) (PFS
p = 0.00023)

Schwich et al., 78 EOC (I-1V) protein: HLA-G PSS yeanip= QU PS8 g [52]

10-years (p = 0.006). OS, NS

Advances in Clinical Chemistry, Volume 97
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Table 1. Cont.

EVs and cfmiRNAs Studies in Ovarian Cancer

Author No. pt Subtype/Stage Biomarker Prognostic Significance Year Ref
miRNAs: miR-21,
Resnick et al., 28 EOC (I-IV) miR-92, miR-93, NA 2008 [33]
miR-126,
miR-29a, miR-155,
miR-127, miR-9%b
Todeschini ; < =
aa 168 HGS-EOC miRNA: miR-1246 NA 2017 [54]
ctDNA Studies in Ovarian Cancer
Author No. pt Subtype/Stage Biomarker Prognostic Significance Year Ref
Swisher et al., 137 EOC (I-1V) TP53 OS (p =0.02) PFS, NS 2005 [55]
Otsuka et al,, 27 EOC (I-1V) TP53 NA 2004 [56]
Parkinson et al., 40 HGS-EOC TP53 PFS (p = 0.008) 2016 [57]
Kimetal, 61 HGS-EOC TP53 PFS (p = 0.008) 2019 [58]
Linetal., 112 HGS-EOC BRCA1/BRCA2 Rucaparib PFS (p < 0.0001) 2019 [59]
va“d:t':’;“he'e 68 Adnexal masses  CNA profiling NA 2017 [60]
T 16 HGS-EOC CNA profiling PFS (p = 0.011) 2020 [61]

Advances in Clinical Chemistry, Volume 97
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APC, ATM, BARD1, BLM, BMPR1A,
BRCA1, BRCA2, BRIP1, CDH1,
CDK4, CDKN2A, CHECK2, EPCAM,
MLH1, MRE11A, MSH2, MSHS,
MUTYH, NBN, PALB2, PRSS1, PTEN,
RAD50, RAD51C, RAD51D, SLX4,
SMAD4, STK11, TP53, VHL

KRAS, NRAS, BRAF
MSI

KRAS, NRAS, BRAF
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Multidisipliner Yaklasim

Dogru bireye dogru genetik test segcimi

Likid biyopsi
Diren¢ mutasyonlari

i

1
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Tesekkurler
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UZM. DR. OZGE OZER KAYA il

TEPECIK EAH GENETIK HASTALIKLAR
DEGERLENDIRME MERKEZI
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Over kanserlerinde PD1 / PD-L1 immiinhistokimyasal incelemelerinin veri ve klinik

fimemi

Prof Dr Canan Kelten Talu
SBU Izmir Tip Fakiiltesi, Tibbi Patoloji ABD

Programlanmus Glim-ligandi 1 (PD-L1). bag@isikhk sistemi modiilasyonu siasinda
programlanmis Glim-1 reseptiiriine (PD-1) baglanan bir transmembran proteimidir. PD-1
reseptorll tipik olarak sitotoksik T hicrelen ve difier bafisikhk hiicrelen Gizerinde ifade
edilirken, PD-L1 ligand: tipik olarak normal hiicreler fizerinde ifade edilir. Normal hiicreler,
PD-1/PD-L1 etkilestimim, T hiicrelerinin etkisini engellemek yoluyla, bafisikhk sistemu
tarafindan tamndiklan bir ‘korunma mekamizmasi® olarak kullamrlar. Bu mekanizma,
vilcudun kendi normal hiicrelerinin bafisikhk sistemi tarafindan tanmnarak yol edilmesinin

Gnlendigi faydali bir hizmet sunar.

Bircok tiimdr hiicresi de, vilcudun dogal bagisikhik tepkisinin yikier etkisinden kacinmak igin
PD-1/PD-L1 etkilesimini kullanabilmektedir. Buna gére, aktive olmus T-hlicrelerindeki PD-1
reseptiril, normal bir hicre yizeyindeki PD-L1 reseptoriinii tamdigr gibi, tiimdr hiicresi
lizerindeki PD-L1 reseptbriind de tamir, Timdr hiicresindeki PD-L1 reseptiri, T hiicresindeki
PD-1 reseptorii ile etkilesime gechifiinde i1se T-hiicresi mmakuf hale gelir. Boylece, tiimdr

hiicresi, bagisikhk sistemuinin kendisini yok etmesinden kurtulmus olur.

Timdr hiicreleri wve aktive olmus T hiicrelen arasindaki PD-1/PD-L1 etkilesimi,
immiinoterapdtik ajanlar tarafindan miidahale edilebilen bir basamaktir. Tiimér hilcresi, aktive
olmus T-hiicresi ile etkilesime gecemedifinde, sitotoksik T lenfositler aktif kalacafindan
immiin sistemin baskilanmasi dnlenmis olur. Boylelikle tiimdr hiicrelerinin immiin sistem

tarafindan tammp yok edilmesi 6zellifii gen kazambhr.

Bir kavram olarak ‘immiinojenik timdérler’, gireceh olarak daha yilksek dizeyde PD-LI
cksprese eden, yiksek tiimdr mutasyon yilkii sergileyen ve'yva yiksek mikrosatellit
instabiliteye sahip tiimérlen temsil etmektedir (El-Deiry WS 2019). Bununla birlikte, bir
timbrde bu parametreler timiyle birlikte yiksek diizeyde ifade edilmeyebilir. Bayle

[
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durumlarda immiinoterapi  seciminde klavuz olabilecek biyobelirtec /[ bivobelirteg
kombinasyonunun belirlenmesi ve standartize edilmesi dnem kazanmaktadar.

Su ana kadar, jinekolojik maligniteler arasinda, FDA tarafindan immilnoterapi tedavisi
onaylanan (pembrolizumab) tek alan serviks kanseridir. FDA'in, serviks uteride
imminoterapinin - uygulanacafii  olgularin  belirlenmesinde  kullanim  igin  Snerdifi
immiinhistokimyasal antikor PD-L1 (22C3) klonudur. Diger jinekolojik maligniteler arasinda
{over, endometrium, vulva, vajen) FDA onamu almag bir terapitik ajan ve bu ajana yonelik

belirlenmis bir antikor ve klonu heniiz bulunmamaktadir.

Son 5 wildir, over kanserlerinde, PD-L1 diizeylerinin deferlendirildifi cesitli caligmalar ve
metaanalizler bulunmaktadir. Burada, dn planda metaanaliz niteligindeki birkag ¢alismaya ant
bulgulara yer verilecektir.

Zhang ve arkadaslan, PubMed, EMBASE and Cochrane kiltlphane veritabamndan elde
ettikleri 55 ¢aligma sonuglanna dayanan bir metaanaliz sunmuslardir. Bu galismada,
jinekolojik kanserlerdeki PD-L1 ekspresyon dilzeylerini, prognoz, klinikopatolojik veriler ve
PD-L1 inhibitGrlerine verilen vamit ile birlikte degerlendirmislerdir (Zhang C ve ark, 2020).
Bu metaanalizde, jinekolojik kanserin lokalizasyonuna gire yapilan subanalizde, tliméri
infilte eden immin hilcreler Uzerinde vyiksek dilzeyde PD-L1 ekspresyonu varhifi, over
kanserlerinde daha iyi toplam yasam siiresi ile iliskili bulunmustur. Over kanserlerinde timdér
hilcrelerinde artrmig PD-L1 ekspresyon diizeyleri ise lenf nodu metastaz ve daha ileri FIGO
evresi ile iliskili bulunmustur. Bu ¢alismada PD-L1 ekspresyon dilzeyleri yilksek olgulann
PD-L1 dilzeyi disiik olgulara gére PD1/PDLI tedavi siirecinden daha fazla fayda gorebilecegi

S0nECUna 'W.‘El‘llmlitlr.

PD-L] ekspresyonunun over kanserlerinde prognoz Ozerindekn etkisim aragtiran bir bagka
metaanalizde, PubMed, Embase, EBSCO ve Cochrane kiltiphane verileri, daha ileri asamada
kanser genom atlas (TCGA) sekanslama ve mukroarray venlenne de davanan bar
biyoinformatik ¢alisma ile mRNA ekspresyon sonuglani bakimindan walide edilerek
sunulmustur (Wang L, 2019). Bu metaanalizde, 12 ¢alismadan toplam 1630 over kansen
olgusunda PD-L1 immilnhistolkimyasal boyanma sonuglan degerlendinilmgtir. Buna gore PD-
L1 ekspresyon dilzeyleri, tiimdr derecesi, klinik evre, lenf nodu durumu, timdr histolojis,
toplam yasam siires: ve progresyonsuz slirvi ile anlamh iliskn gostermemustir. Ek olarak,
TCGA venlennde, over kansen ile PD-L1 mENA ekspresyon dilzeylen arasinda bar 1hiska
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saptanmarmmstir. Mikroarray ven setlen ile vapilan daha ilen degerlendirmelerde de PD-LI
mRNA ekspresyvonu ile toplam wasam stresi arasinda bor hsky saptanmamustir. Bu
metaanalizde, PD-L1ekspresyonunun over Kanseri igin prognostik bir faktée olmayabilecegi
sonucuna varilmistie. Bununla birlikte biyoinformatik degerlendirmede PD-L1 ekspresyonu
daha kinl progresvonsuz survi ile ihskih bulunmustur. Benzer sekilde over kanserlennde PD-
L1 ekspresyonunun prognostik énemum arastiran bar bagka metaanahzde (Huang L ve ark,
2018), 10 cabsmaya ait toplam 1179 hastaya ait ven irdelenmistir. Bu calismada, Asya
iilkelernde yasavan hasta populasyonunda, over kanserinde PD-L1 ekspresyonu varlif
prognoz bakimindan negatif bir belileyici iken, Asya disi ilkelerde vyagayan hasta
popillasyonunda 1se tersine pozitif bir belirleyici olarak saptanmistir. Bu nedenle, PDLI
ekspresyonunun, khimsyvene, hangi hasta grubunda PD-1 / PD-L1 tedavisi uygulanabilecein
konusunda potansiyvel bir rehber olabilecefn ¢ikanmunda bulunulmustur.

kanseri olgusunda incelendifi bir baska klimkopatolojik calismada, PD-L1 ekspresyon
diizeyleri iki ayn skor Ozerinden (TPS: thmdr proporsivon skoru ve CPS: kombine
proporsiyon  skoru) deferlendirilmigtir (Eymerit-Morin C, 2021). Buna géire PD-LI AR
ekspresyonu; yilksek dereceli serdiz over kanserleri, vilksek dereceli endometrioid karsinom 0
ve berrak hilcreli karsinomlarda difer histolojik alt tipteki over kanserlerine giire daha vilksek

iki farkl: antikor klonunun (QR1 ve EIL3N) farkl histolojik alt tiplen igeren toplam 232 over f
|
I

dilzeyde bildirilmigtir. Bu galigmada, epitelyal over timdrlerinde PD-L1 ekspresyonu goreceli

olarak az sikhikta bildirilmekle birlikte, ekspresyon saptanmas: durumunda bunun genellikle

tiimédr  hilerelerinin %610"undan azinda bulundugu  belirtilmilstic. PD-L1  ekspresyonunu /
deferlendirmede, CPS (kombine proporsiyon skor) viaterm uygulamasi ve QR antikor klonu &
kullanimunin daha iyi oldugu Onenloustic. Tim histolojik alt tipler, PD-L1 ekspresyonu \
bakimindan pozitif ve negatif olgular arasinda karsilastinldifinda toplam sagkalim ve
progresyonsuz sagkalim bakimindan fark saptanmanustir.

Su anki  Dbilgilerimiz  dogruliusunda over kanserlerine wyonelik rutin @ PD-L1
immilnhistokimyasal boyama uygulamas: giincel klinikk ve patoloji birimi rehberlerinde
bulunmamaktadir (NCCN 2022, CAP rehberleri over titmérler1). Bununla birlikte solid organ
tihmdrlerine  ait  metastazlar, MSI-H ve'va dMMR  gosterivor ise immiinoterapinin
{pembrolizumab) klinik uygulamada yeri bulunmaktadic (El-Deiry WS 2019). Metastaz
yapimg over tmibrleri de bu kapsamda MSI-H ve/va dMMR dzelliklen sergiliyor ise tedaviye
aday gorinmektedir. Bu grup over tlmébrlerinin MSI-H ve/va dMMR incelemelerine ek




SAGLIK BILIMLERI UNIVERSITESI
Fzmir Tip Fakiiltesi Bilimsel Toplantlar-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

olarak PD-L1 immiinhistokimyasal boyamalan ile de degedendinlebilecefn bildinloustir (El-
Deiry WS 2019). Bununla birlikie hangi PD1 /PD-L1 antikorunun kullamlacag ve
immiinhistokimyasal degerlendirmenin  nasil uygulanacafina dair  tartsmalar  devam
etmektedir.

EAYNAKLAR

https://pdl 1 azurewebsites. net EffectiveDrugs. PD-L1 THC 22C3 pharmDx Interpretatzon Manual —

Cervical Cancer

The current state of molecular testing in the treatment of patients with solid tumors, 2019, El-Deiry
W3, Goldberg RM, Lenz Hl. Shiclds AF, Gibney GT. Tan AR, Brown I, Eisenberg B, Heath EI,
Phuphamich 5, Kim E, Brenner AJ, Marshall JL.CA Cancer J Cln. 2009 Jul:69({4):305-343. dou:
10.332 X caac. 21560, Epub 2019 May 22.

Predictive Values of Progrmmmed Cell Death-Ligand | Expression for Prognosis, Clinicopathological
Factors, and Response to Progmmmed Cell Death-1/Programmed Cell Death-Ligand | Inhibitors in
Patients With Gynecological Cancers: A Meta-Analysis. Zhang C, Yang Q.Front Oncol. 2021 Feb
1 10:572203. doi: 1003389 Fone. 2020 572203, eCollection 2020.
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analysis and bioinformatics study. Wang LJ Ovanan Res. 20019 Apr 3;12{1):37. dm:
101 186551 3048-019-0512-6.
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https:/fwww.nocn.ong/professionals'physician_gls‘pdfiovanan.pdf. Version 12022, (NCCN 2022
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Patoloji Rutininde Over ve Endometrium
Kanserlerinde PD1/ PD-L1 Immunhistokimyasal
Incelemelerinin Yeri ve Klinik Onemi

Endometrium Kanserleri

Dr. Emine Kili¢c Bagir
Cukurova Universitesi Tip Fakiiltesi Tibbi Patoloji ABD

BILIMSEL TOPLANTILARI - 14
OVER ve ENDOMETRIUM KANSERLERi SEMPOZYUMU
20.01.2022

DOMETM
QPOTAM

J SAGLIK BIiLIMLERi UNIVERSITESI iZMiR TIP FAKULTESI




SAGLIK BILIMLERI UNIVERSITEST
Izmar Tip Fakiiltest Bilimsel Toplantilan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

Estimated number of prevalent cases (5-year) in 2020, worldwide, females, all ages

- Breast

Other cancers 7790 717 (30.3%)
9222 896 (35,9%)
Ovary Colorectum
823315 (3.2%) 2 402 656 (9.3%)
Thyroid

Lung
1025591 (4%) 1546 208 (6%)

Corpus uteri Cervix uteri
1415213 (5.5%) 1495211 (5.8%)

Total : 25721 807

Data source:GLOBOCAN 2020 Imeeranonsl Agensy e Henusrch o

Graph production: Global Cancer Observatory [httgillgco.iarc.fr/)

© International Agency for Research on Cancer 20 @)

* Bunlarinda buytk bir kismi Endometrial kanserlerdir
* Endometriyal kanserlerin yaklasik %80'i erken evrelerde
* 5yillik sag kalim orani %95’lerde
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2013 yilinda Kanser genom atlas projesi (TCGA);

POLE htrarmutated) MSI (hypermutated) Copy-number low (endometriod)

Mutations par Mb
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373 endometrium kanseri olgusunda & 2
somatik kopya sayisi degisiklikleri, @p:‘y \
genom sekanslama,
RNA ekspresyonu,
protein ekspresyonu, ve MS! hypermutated) (85)
DNA metilasyonu analizi /

*(%{CA] > 0.2) AND
(%ICG] < 0.03) AND
(SNV count > 500)

Integrated Genomic Characterization of Endometrial Carcinoma The Cancer Genome Atlas Research Network
Nature 2013 May 2; 497(7447): 67-73
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* Metastatik ve reklUrren hastalar kotu prognoz
yaninda standart kemoterapiye dusitk yanit oranlari
gostermektedir.

*Bu hastalarda hangi tedavilerin tercih edilecegi
konusu net degildir.

*dMMR ve POLE saptanan hastalarda PD-L1’in
timorde ekspresyonunun artigl saptanmistir

*TIL sayisinda ve PD-1/PDL-1 ekpresyonunda artis
nedeniyle bu hastalarda immunoterapiyi secenegi
gundeme gelmistir.




Prognostic significance of programmed death-1 (PD-1) and
programmed death-ligand 1 (PD-L1) expression in
uterine carcinosarcoma
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Programmed death-1 (PD-1) and programmed death-ligand 1 (PD-L1)
expressions in type 2 endometrial cancer
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Immune Checkpoint Inhibitors: A Promising Choice
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Treatment of Endometrial Cancer: Meta-Analysis

and Systematic Review
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High degree of heterogeneity of PD-L1 and PD-1 from primary to

metastatic endometrial cancer
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PD-L1 expression in tumer cells is associated with a favorable
prognosis in patients with high-risk endometrial cancer
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Prognostic and Clinicopathological
Role of PD-L1 in Endometrial Cancer:
A Meta-Analysis

Ling Lu*, Fonphang L, Mong L, Ausinr Xu, Je Feng s Mngseng Wang
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PD-L1 Expression in Endometrial Carcinoma Cells
and Intratumoral Immune Cells

Differences Across Histologic and TCGA-based Molecular Subgroups
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Programmed death-1 (PD-1) and programmed death-ligand 1 (PD-L1)
expressions in type 2 endometrial cancer

Prognostic significance of programmed death-1 (PD-1) and L]
programmed death-ligand 1 (PD-L1) expression in e
Uterine carcinosarcoma
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* 53 hasta

* Ser6z karsinom
« Seffaf hiicreli

* Mikst patern

* PD-L1 ve PD-1 bagimsiz kotu
prognostik faktor

* 59 hasta
* Hastalarin %25 de
PD-L1 ekspresyonu mevcuttu

* Bu hastalarda OS daha iyi
oldugunu
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Programmed Death Ligand 1 Expression Among
700 Consecutive Endometrial Cancers

Strong Association With Mismatch Repair Protein Deficiency

Zaibo Li, MD, PhD.* Amy 8. Joehlin-Price, MD, Jennifer Rhoades, i Marting Ayoola-Adeola,s
Karin Miller, MD.J{ Anil ¥V Parwani, MD, PhD, MBA,* Floor J Backes, MDY Ashley 8. Felix, PhD,#
and Adrian A. Suarez, MD*

International Journal of Gynecological Cancer = Volume 00, Number 00, Month 2017

* PD-L1 tumoral ve stromal ekspresyonunu;

* Yuksek dereceli endometrioid, non-endometrioid
olgular ve lenfovaskiler invazyonu ile
iliskilendirmigler

* PD-L1 ekspresyonu ile sag kalim arasinda anlamli bir
iliski bulamamiglar
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55 jinekolojik kanser yayinin degerlendirmesi yapiimis

* Jinekolojik kanserlerde PD-L1 ekpresyonunun kot
prognoz ile iliskilendirildigini belirtmisler

* Ancak endometrial kanser olgularinda PD-L1 asir
ekspresyonu, Asyali olmayan bireylerde daha dastk bir OS
orant ile korele /A

* PD-L1 ekspresyonu ile DFS arasindaki iliski, yalnizca Asyal
endometrial kanser hastalarinda klinik olarak anlamili
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Prognostic and Clinicopathological
Role of PD-L1 in Endometrial Cancer:

A Meta-Analysis

Ling Lu®, Yonghong Li, Rong Luo, Junhui Xu, Jie Feng and Minggiang Wang

* 1615 hastayi kapsayan 9 ¢alisma

* Endometrial karsinomlu hastalarda PD-L1 ekspresyonu kdtl prognoz
ile iligkili olmadigini

* Bununla birlikte, PD-L1 ekspresyonunun, az diferansiye ve ileri timor
evresi ile pozitif korelasyon gésterdigini
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The Controversial Role of PD-1 and
Its Ligands in Gynecological
Malignancies

Oliviero Marinelli 71, Dariela Aniribali™, Cristina Aguzzi’, Sandra Tuyaerts ™,
Frédéric Amant ™", Maria Beatrice Morelli ™?, Giorgio Santoni’, Consuelo Amantini”,
Federica Maggi® and Massimo Nabissi'™
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TABLE 1 | Ongoing immunotherapy clinical trials for patients with endometrial cancer.

ClinicalTrials.gov identifier

NCT02630823
NCT02725489
NCT02728830
NCT02646748
NCT02914470
NCT02521844

Status

Active, not recruiting
Active, not recruiting
Active, not recruiting
Active, not recruiting
Active, not recruiting
Active, not recruiting

Interventions/alone or in combination

Pembrolizumab (anti-PD- 1) + Paclitaxel/Carboplatin/Radiation {standard of care)
Durvalumab {anti-PD-L1)

Pembrolizumab (anti-PD-1)

Pembrolizumab (anti-PD-1) + itacitinib/INCB050465

Atezolizumab {anti-PD-L1) + cyclophosphamide/Carboplatin

Pembrolizumab (anti-PD-1} + ETC-1922159

* TiL sayisi yiiksek olan hastalarda PFS ve OS daha iyi oldugu (NCT01375842)
Endometriyal karsinomlarda tiimér veya TiL >%1'inde PD-L1 ekspresyonu timér
boyutunda azalma, stabil hastalik. PFS ve OS oranlari sirasiyla %19.0 ve %68.8

(NCT02054806)
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Neden sonuclar bu kadar farkli;

* Cut-off !l

* Heterojen boyanma paterni

* Teknik sorunlar

* Pre-analitik sorunlar (fiksasyon)

* Doku yetersizligi (enaz 100 canh timor hicresi olmali)
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Farkli Antikorlar ve farkli immunhistokimya
boyama platformu

22c3
Dako e

SP263 ‘

SP142

Ventana |
- (Ventana)

Benchmark Ultra

E1L3N
SP142
. 22¢c3
Leica 28.8

" SP263
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Neden sonuclar bu kadar farkli;

e Cut-off [

* Pre-analitik sorunlar (fiksasyon)

* Heterojen boyanma paterni

* Teknik sorunlar

* Doku yetersizligi (en az 100 canh timor hiicresi olmal)
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Fiksasyon cok dnemli !!!!

* Fiksasyoia iemen

ba§|a nmall Cold ischemia time Fewer than 30 minutes if possible,
* Tamponlu formaldehit not exceeding 1 hour
fiksasyonu Fixative ffered formalin

me of fixation (biopsy) 6 to 48 hours

* Alkol fiksasyonu IHK icin
iyi degil.

tion (resection) 24 to 48 hours

Preparation Paraffin-embedded sections, cut
at a thickness of 3to 5um

Specimen storage Tissue blocks

@or blocks Fewer than 3 years @ '
Storage conditions for Prevented from light, heat,and
blocks humidity i
Storage time for cut Variable, depending on storage |
sections conditions. Refer to assay package |

_insert.

@ EDTA, if necessary>
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PD-L1 ekspresyonunu degerlendirme

* Parsiel yada total membranéz boyanma pozitif olarak degerlendirilir.
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Boyanma Siddeti ve Orani

Boyanma S
Siddeti

Oran

0 —— 1% ——10% —— 30% —— 75% —— 100%
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Tumor proporsiyon skoru-hesaplama

PD-L1 ile poéitif boyanan
tumor hicresi sayisi ‘

TUmor proporsiyon
S o
skoru =70

Canh tumor hucrelerlnm
amam yanan +boyanmayan)

%90 PD-L1 negatif

Boyanmamug immun hicre®
PD-L1 poz immin hiicre@® CPS

Boyanmamig kanser hucref

PD-L1 poz kanser hucr Kanser hucreleri

PD-L1 boyanan { Lenfositler
Makrofajlar

CPS = wo

Gorunir tum tiimor hucreleri
Bu alanda da %50 pozitiflik mevcut bu
durumda pozitiflik oran %5
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* Nekroz
* Histiyositler
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Sonuc olarak;

* Endometrial kanserlerde;

* dMMR ve POLE grubu hastalarda PD-L1
ekspresyonun artigl

* Guncel yaklasimda FDA onayi alan bir klon veya ilag
yok

* Klinik arastirmalar ve ¢alismalarin sonuglari
farklihklar gostersede reklirren ve metastatik
hastalikta
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. l ENDOMETRIUM KANSERI I
SAGLIK

BiLIMLERIUNIVERSITESi
iZMIRTIP FAKULTESI BiLIMSEL

TOPLANTILARI

Endometrium b == Il
kanserlerinde molekiiler : - ' .

siniflama
ve klinik pratige yansimalari

Gurdeniz Serin
Ege Universitesi Tip Fakiiltesi

Patoloji Anabilim Dal - s ars
BELD vorvstnie. tpstamings. sn¢ bl Sonct Pragss

Endometrium Karsinomu IViorfolojik
Siniflama

“Endometrioid Karsinom

4Miisin6z Karsinom

é ~ ENDOMETRIU
</ KARSINO

+Seroz Karsinom

4Berrak Hiicreli Karsinom
WHO

4Dediferansiye/Undiferansiye Karsinom

l ENDOMETRIOID KARSINOM l
Endometrium Karsinomu Vorfolojik

Siniflama

+ Endometrioid Karsinom
+ POLE -Ultramutant
+ MMR-d
+ P53mutant

+ Nonspesifik molekiiler profil (NSMP)

+ Seréz Karsinom

+ Berrak Hiicreli Karsinom

WHO

+

+ Miisindz Karsinom; intestinal tip
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Endometrioid Karsinom
Derecelendirme (FIGO)

4DERECE | J
CSolid komponent %5 veya daha az 4

—

+DERECE Il —

CSolid komponent %6-50 '
4DERECE Ill (

CSolid komponent %50’den daha fazla

(X)FIGO'

7 8
\
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-J SEROZ KARSINOM
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9

Poor Interobserver Reproducbiity in the Diagnoss | N = 2
o High-grade Endormetnal Carcnoma } ™ V‘i i ,_._ I
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ULTRAMUTASYONGOSTEREN
DNA Polimeraz Epsilon
Ekzontkleaz Domain
Mutasyonu

* Ortalama 100 mutasyon/ 1 Mb
¢ En iyi prognozlu grup

* POLE (%100) POLE geninde ¢ogunlukla ekzon 9-14 bélgesinde birgok
* PTEN (%94) farkh
« FBXW7(%82) Bo yeaymotaspasidaiimistir
. - 857. niikleotid C>G (amino asit 286, % 63-
Al P286R)1231.niikleotid G>C/T(aminoasit [ ~°
* PIK3R1 (%65) 411,v4111) 76
* KRAS (%53)

POLE
Bu grupta hangi timorler
var?

43 POLE mutasyonlu Endometrial
Kanser
+ ENDOMETRIOID 34 (%79)
+ SEROZ 2 (%5)
+ BERRAKHUCRELI 1 (%2)
w1 %53lda 6 (%14)
FIGO DERECE
1 %24
2 %21
3 %56
Adjuvan RT ve/veya KT

Histopathology . 2016 May ; 68(6): 916-924. |

d0i:10.1111/his.12878.

19 20
-
4
]
HIPERMUTASYON GOSTEREN HIPERMUTASYON GOSTEREN
Mikrosatellit Instabil Grup (MSI- Mikrosatellit Instabil Grup (MSI-
H) H)
Oriiksek mutasyon orani KLiNiIK MORFOLOJiIK OZELLIKLER '
3690 endometrioid karsinom histolojisinde x50 YAS Y
CAz sayida dediferansiye ve berrak hucreli CAlt uterin segment yerlegimi
(Morfolojik olarak POLE grubuna benzer (Dediferansiye/Berrak hiicreli karsinom
QMikrosatellit insitabilite-yuksek CSenkron over timéri (Berrak/endometrioid)
Dusuk kopya sayisi
CKRAS, PTEN ve ARID1A mutasyonlari sik CPeritimoral lenfositik infiltrasyon
(Orta diizeyde klinik seyir Qrumoru infiltre eden lenfositler
21 22
HIPERMUTASYON GOSTEREN HIPERMUTASYON GOSTEREN
Mikrosatellit Instabil Grup (MSI- Mikrosatellit Instabil Grup (MSI-
H) H)
CEn sik MLH1 promoter metilasyon (Mikrosatellitler?
CMLH1 gen ekspresyonunda azalma ~ DNA’daki tekrar eden diziler
- 1-6 baz cifti tekrarlari
(%28,6 dlsuk dereceli endometrioid karsinom - Hem exon hem de intronlarda on binlerce
%54,3 yuksek dereceli endomertrioid tekrar
karsinom mevcut
(Kalanlar dediferansiye/berrak hiicreli - En sik tekrar eden diniikleotid gifti C ve A
karsinom
23 24
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Kopya sayisi diisiik Kopya sayisi diisiik
Mikrosatellit stabil Mikrosatellit stabil grup
grup I R} - — T T %60 diisiik dereceli endometrioid karsinom
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.W ." ORIGINAL PAPER POLE grubu- Ekzon(kleaz alani hedefleyen sekanslama (rutin uygulamasi en zor olan)-
ay POLEmut EC

MSI - MMR proteinlerinin iHK yéntemiiile degerlendirilmesi — MMRd EC

Clm'copalhO'oglcal 8"(.' molecular characterisation 0" Yiiksek Kopya sayisi-IHK yontem ile P53 de anormal boyanma— P53abn EC
[ n { } on

‘mu 'llp't-k’!ah'ﬁ(ﬂ' endometrial carcinomas Diisiik kopya sayisi - Yukaridaki grublara girmeyen olgular — P53wt/NSMP EC

Tumorlerin % 3-6'si birden fazla molekiler sinif 6zelligine sahiptir
POLEmut-P53abn

MMRd-P53abn POLEmut-MMRd-P53abn POLEmut-MMRd v
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POLEmut - p53abn POLEmut e prognoz
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OZET OZET
MSi - Hipermutasyon Kopya sayisi dustk -
QYuksek mutasyon orani MSS

CCogu endometrioid karsinom histolojisinde

CMSi-yiiksek (cogunlukla MLH1 promoter
metilasyon)

Mikrosatellit stabil
CEndometrioid derece 1 ve 2 timorler (

CKopya sayisi dusiik (CN-Low)
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OZET

Yiksek kopya sayisi degisikligi

Disiik mutasyon orani

TP53 ve PPP2R1A mutasyonu sik

Blyuk ¢cogunlugu Ser6z Karsinom

1/4'i derece |l endometrioid karsinom
Prognostik olarak oldukga koéti klinik seyir

m

-
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Endometrium Kanserlerinde
Radyolojik Evreleme

Doc. Dr. Hilal Sahin
Tepecik SUAM Radyoloji
20.01.2022

S
‘@' OVER ve ENDOMETRIUM
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Sunum plani

e Uterin tumorlerin siniflamasi

* Endometrial kanserin temel gérinttleme
Ozellikleri

 Endometrial kanser radyolojik evrelemesi




SAGLIK BILIMLERI UNIVERSITESI
Izmir Tip Fakiiltesi Bilimsel Toplantlan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

Incidence

Colorectum

Non-Hodgkin . 9.4%
lymphoma
2.6%

Lung
84%

40%
SOy Cervix uteri

4 5% i
X TToN 6.5%
9.2 million

new cases

Turkey

Source: Globocan 2020

Number of new cases in 2020, females, all ages

Breast
24175 (23.9%)

Other cancers

43 632 (43.2%)
Thyroid
11034 (10.9%)

Colorectum
9202 (9.1%)

Corpus uteri Lung
5918 (5.9%) 7057 (7%)

Total: 101 018




SAGLIK BILIMLERI UNIVERSITESI
Izmir Tip Fakiiltesi Bilimsel Toplantlan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

Uterin korpus timorler;i

* Epitel kdkenli
* Endometrioid
* Papiller endometrioid
* Papiller ser6z
Berrak hiicreli
* Misin6z
* Mezenkimal kdkenli
* Leiomyosarkom
* Endometrial stromal sarkom

* Mikst (epitelyal+ mezenkimal)
* Malign mikst mllerian tm (karsinosarkom)
* Adenosarkom

* Sekonder tumor

* Metastaz
* Diger timorlerin lokal invazyonu




Endometrial kanser

* Turkiye'de en sik jinekolojik
kanser

* En sik postmenapozal
* %14 premenapozal
* %5 40 yas altinda
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Risk faktorleri

* Obezite

* Erken menars
* Ge¢ menapoz

* Nulliparite ile iligkili
karsilanmamis dstrojen

* Diyabet
* [leri yas
* Tamoksifen kullanimi
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Endometrial kanser

Tip 1 Tip2

Sik , %85 Nadir, %15
Dusuk grade (I, 1) Yuksek grade (1)

Endometrioid tip Endometrioid tip (1l1)

Metabolik sendrom ile iligkili: Non - endometrioid tip (serdz , berrak
obezite, hiperglisemi, hiicreli, undiferansiye, karsinosarkom)

hiperlipidemi ve artmig dstrojen

PTEN, KRAS, PIK3CA, PIK3R1 "
mutasyonlari TP-53 mutasyonu

Endometrial hiperplazi * Kotu prognoz
zemininde gelisim (5 yillik sag kalim %40)
* lyi prognoz
(5 yilhik sag kalim %80)

Metabolik iliskisi yok
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Endometrial kanser prezentasyonu

* Hasta sikayeti
* Anormal uterin kanama

* insidental radyolojik gériintiilemede saptanmasi (USG / MR)
* Endometrial kalinlasma / kitle seklinde

* insidental histerektomi spesmenlerinde saptanmasi
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Revised 2020
American College of Radiology
ACR Appropriateness Criteria”

Abnormal Uterine Bleeding

Variant 1: Abnormal uterine bleeding. Initial imaging.

Procedure Appropriateness Category Relative Radiation Level

US duplex Doppler pelvis Usually Appropriate O

US pelvis transabdominal Usually Appropriate I
\US pelvis transvaginal Usually Appropriate 4

US sonohysterography May Be Appropnate (Disagreement)
s

MRI pelvis without and with IV contrast Usually Not Appropriate

sMRl pelvis without IV contrast Usually Not Appropriate
CT pelvis with IV contrast Usually Not Appropriate

CT pelvis without IV contrast Usually Not Appropriate
CT pelvis without and with [V contrast Usually Not Appropriate
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Variant 2: Abnormal uterine bleeding. Follow-up imaging when original ultrasound is inconclusive or
further imaging characterization is needed.

Procedure Appropriateness Category Relative Radiation Level

US sonohysterography Usually Appropriate (@)

hMRl pelvis without and with IV contrast Usually Appropriate

US duplex Doppler pelvis May Be Appropriate (Disagreement)

US pelvis transabdominal May Be Appropriate (Disagreement)

US pelvis transvaginal May Be Appropriate (Disagreement)

MRI pelvis without [V contrast May Be Appropriate (Disagreement)

CT pelvis with IV contrast Usually Not Appropriate

CT pelvis without IV contrast Usually Not Appropriate

CT pelvis without and with IV contrast Usually Not Appropriate
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Endometrial kanser - radyolojik tani

Endometrial kitle
USG

MR

* Polipoid kitle
* Endometrial kalinlasma

Endometrial polip  Submukozal myom Endometrial hiperplazi Endometrial kanser
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Endometrial kanser - radyolojik evreleme

ESUR (European Society of Urogenital Radiology)

Staging of endometrial cancer with MRI:
Guidelines of the European Society
of Urogenital Imaging

European Radiology (2019} 2%792-805
htps dodorg 10, 1007/500330-018-5515-y

2 0 19 : reVi Zyo n MAGNETIC RESONAMNCE

\!') Mk

Endometrial Cancer MRI staging: Updated Guidelines of the European
Society of Urogenital Radiology

Stephanie Nougaret '’ « Marlana Horta" « Evis Sala® . Yulia Lakhman® . Isabelle Thomassin-Naggara” « Aki Kido" «
Gabriele Masselli® - Nishat Bharwani '® + Elizabeth Sadowski'' « Andrea Ertmer ' - Milagros Otero-Garcia"? «
Rahel A. Kubik-Huch ' - Teresa M Cunha'® - Andrea Rockall ™" . Rosemarie Forstner ™
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Hasta hazirligi ve MR protokollU

Hasta hazirhgi

* En az 1.5 Tesla MR cihazi

* 4-6 saat achk

* Antiperistaltik ajan kullanimi (IV veya IM)

* Supin pozisyonda, pelvik koil

* Anterior ve posterior saturasyon bantlari
Temel MRG sekanslari

* T2 agirlikl :sagital ve aksiyel oblik

* Diflizyon agirhkh: b 0 ve 800-1000

* Kontrastli goériinttileme: dinamik veya tek faz
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MRG - Normal endometrium

Zonal anatomy - T2 agirlikl gériinttler

*T2 hiperintens
endometrial tabaka

*T2 hipointens gecis zonu
(2-8mm)

*T2 orta sinyal dis
myometrial tabaka

*T2 hipointens serozal
tabaka
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MRG - Normal endometrium
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MRG - Normal endometrium

* T2 hiperintens
* T1 izointens-hafif hiper

* DWI: hafif hiperintens

* ADC: hafif hiperintens

* +C: myometriuma gore daha gec
kontrastlanir
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Endometrial kalinlasma

Hiperplazi Malignite
* T2 sinyali parlak-orta * T2 sinyali dusuk
e Mikrokistler * Homojen veya heterojen
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Endometrial kalinlasma

Endometrioid tip endometrial
adenokarsinom, 1A G1

Endometrioid tip endometrial
adenokarsinom 3C1 G2
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Endometrial polipoid kitle
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Endometrial heterojen kitle
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Endometrial heterojen kitle

Karsinosarkom
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Myometrial kitle

P/C: Ser6z karsinom
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Endometrial noduller

|

&

-

»
L T

Undiferansiye endometrial karsinom
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Endometrium kanseri evreleme- FIGO 2018

| Uterin korpusta sinirh tiimar |

Myometriyal invazyon yok ya da %50'den az invazyon

% 50 ya da daha fazla myometriyal invazyon

Evrell | Servikal stromal tutulum* I
Evrelll | Lokal, rejyonel ya da lokorejyonel tiimoral yayihim

A TUmor uterin serozaya ulasmis ve/veya adnekslerde tutulum mevcut#

B Vajinal ve/veya parametriyal tutulum mevcut
Hc Pelvik ve/veya para-aortik lenf nodlarina metastaz
nc1 Pelvik lenf nodu tutulumu

nc2 Pelvik lenf nodu tutulumu olsun ya da olmasin para-aortik lenf nodu tutulumu

Evre IV Mesane ve/veya barsak mukozasi tutulumu ve/veya uzak metastaz

IVA Mesane ve/veya barsak mukozasi tutulumu

IV Uzak metastaz (Intraabdominal metastaz ve/veya inguinal lenf nodu tutulumu da dahil)

Bitiin evreler icin timéral grade 1,2 ya da 3 olabilir. * Sadece endoservikal bez tutulumu evre | olarak degerlendirilmelidir. # Sitoloji pozitifligi
evreyi degistirmez, ayri olarak belirtilmelidir
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Axial Obligue Plane
Uterin korpusta sinirli timor
Myometriyal invazyon yok ya da %50'den az invazyon

% 50 ya da daha fazla myometriyal invazyon
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Axial Obligue Plane
Uterin korpusta sinirl tiimor
Myometriyal invazyon yok ya da %50'den az invazyon

% 50 ya da daha fazla myometriyal invazyon
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Axial Obligue Plane
Uterin korpusta sinirli timor
Myometriyal invazyon yok ya da %50'den az invazyon

% 50 ya da daha fazla myometriyal invazyon
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Axial Oblique Plane
Uterin korpusta sinirli timor
Myometriyal invazyon yok ya da %50'den az invazyon

% 50 ya da daha fazla myometriyal invazyon
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EV = | | Servikal stromal tutulum®
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Lokal, rejyonel ya da lokorejyonel tiiméral yayihm Serosal Invasion
Tumér uterin serozaya ulasmis ve/veya adnekslerde tutulum mevcut#

Vajinal ve/veya parametriyal tutulum mevcut

Pelvik ve/veya para-aortik lenf nodlarina metastaz

Pelvik lenf nodu tutulumu Direct e;tension or

. z Ovarian metastasis
Pelvik lenf nodu tutulumu olsun ya da olmasin para-aortik lenf nodu tutulumu

Vaginal/Parametrial
invasion

Berrak hiicreli karsinom, sag pelvik 1/3, sol pelvik 0/13, paraaortik 3/21 LN (+):
Evre 1l C2
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Evre IV Mesane ve/veya barsak mukozasi tutulumu ve/veya uzak metastaz
IVA Mesane ve/veya barsak mukozasi tutulumu

IVB Uzak metastaz (intraabdominal metastaz ve/veya inguinal lenf nodu tutulumu da dahil)

Serdz karsinom
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Ozet

* MR goéruntileme endometrium kanseri ilk evrelemesinde secilecek
gorintume yontemi olarak kabul edilmektedir.

* Endometrium kanser evrelemesi icin yapilacak MR gdéruntileme ESUR
kilavuzu 6nerilerine uygun hasta hazirligi ve teknikle yapiimalidir.

* Evreleme icin T2 agirlikli gérintiler, Diftizyon agirlikh gérintiler ve
kontrastli goriintiler ile birlikte degerlendirilmelidir.
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Do Staging of endometrial cancer with MRI: ; . (@)
E- M. Dana Guidelines of the European Society MRI of endometrium cancer - how we do it
T. M. Cunha of Urogenital Imaging

ULTRASOUND
ShT1 3 CTand MRI

Endometrial Cancer MRI staging: Updated Guidelines of the European
Society of Urogenital Radiology

Imaging and Staging of Endometrial Cancer "
S.C. Faria, MD, PhD, C.E. Devine, MD, B. Rao, MD, T, Sagebiel, MD, and P. Bhosale, MD

Stephanie Nougaret '*~* - Mariana Horta* - Evis Sala® - Yulia Lakhman® - Isabelle Thomassin-Naggara’ - Aki Kido® «
Gabriele Masselli” - Nishat Bharwani '” . Elizabeth Sadowski'' « Andrea Ertmer'? . Milagros Otero-Garcia '’ -
Rahel A, Kubik-Huch ' « Teresa M Cunha * « Andrea Rockall ™7 . Rosemarie Forstner "

FEMALE GENITOURINARY ONCOLOGY SPECIAL FEATURE:
REVIEW ARTICLE

MRI of the endometrium - from normal appearances to
rare pathology

Abdominal Radiology (2021) 46:5325-5336
https://doi.org/10.1007/500261-021-03220-7

REVIEW 'ROXANA PINTICAN, M0, *VLAD BURA, MD, "MARTA ZERUNIAN, MD, *JANETTE SMITH, PaD, FRCR,
“HELEN ADDLEY, BMSCh, FRCR, “SUSAN FREEMAN, MRCP, FRCR, "DAMIANO CARUSO, MD, #hD,
*ANDREA LAGHI, M0, a0, *EVIS SALA. MD, PhD, FRCR and *MERCEDES JIMENEZ-LINAN

Endometrial cancer from early to advanced-stage disease: an update
for radiologists

Cibele Luna' ™ - Patricia Balcacer' - Patricia Castillo' - Marilyn Huang? - Francesco Alessandrino’
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Endometrium Kanserinde Yeni Genetik ve Immmiinohistokimyasal Parametreler
Adjuvan Radvoterapi Yaklasimimi Nasil Etkilevecek?

Dr. Zelhiha Gilzeloz
Tepecik SUAM Radyasyon Onkolojisi

Endometrium kanseri (EK) en sik gorilen jinekolojik kanserdir. Primer tedavisi cerrahadir,
Kliniko-patolojik rizk fakidrleri dogrultusunda adjuvan tedavi karan almir. Eksternal
radyoterapi (ERT), vajinal brakimterapi (VBT), kemoterapi (KT) segeneklerinin birt va da
kombinasyonu adjuvan tedavide kullamlir.

PORTEC-1, PORTEC-2, GOG-99, ASTEC/EN.5, SORBE ve Norveg calismas: gibi erken evre
EK ¢uhsmalan degerlendirildifinde lokal niikslerin vaklasik 275" inin vajen kafinda oldugu,
adjuvan tedavi 1le lokal kontrolde artiy saflandi@ ancak genel saf kalimda ek bir katkin
olmadif bilinmektedir ''~'. PORTEC-2 calismasi ile orta nsk EK’de VBT standart tedavi
haline gelmistir ve bu tedavi ile lokal bilgesel vinelemeler %014 oraninda azaltilmaktadir L

ESMO-ESGO- ESTRO nun 2016 yilinda yaymladif kalavuzda orta ve orta yllksek risk EK de
VBT nin etkin bir tedavi oldugu belirtilmekle birlikle ek risk faktérlen: varhifinda tedavive ERT
eklenebileceginin alt gizilmektedir'',

Bahsi gecen calsmalar ve giincel klavuzlara ragmen erken evre EK'nin adjuvan tedavisi
konusunda tartigmalar halen siirmektedir. Clnkil bu grup olasi fazla tedavi verilebilecek
hastalar barindirmalktader. Radyoterapi ile her yedi hastadan birinde gelisecek nitksil engellivor
olmak acaba fazladan tedavi mi verivoruz sorusunu akla getirmektedir ', Yaklasik %8 olarak
goriilen uzak metastazlar bu hastalare ek KT verilmesi gerekebilecefini disindiirmektedir .
Adjuvan radvoterap ile genel sag kalim (GSK) katkisi olmamasi ayr: bir elestiri konusudur .
Kurtarma tedavileri ile benzer GSK sonuglan alinmasi nedent ile tedaviyi kurtarmaya mi
birakmaliyiz tartismalanna neden olmakiadr.

Disiplinler arasi gelisen bu tartismalar erken evre EK konusunda daha kisisellestirilmis tedavi
kararlani gereksinimini dogurmustur. Bu bakis agis ile ilk olarak 2013 wilmda Nature
Dergminde yayinlaman calismada, Cancer Genome Atlis Cabsma Grubu, endometrium
kanserini genetik ve immiinohistokimyasal dzelliklerine gire siiflandermister '™

Toplamda 373 hastann medyan 32 aylik takibinde kapsaml molekiiler analiz ve mikrosatellit
instabilie (MSI) testi yapiloustr. Hastalar dort ana grupta simiflandiridmislardir: Polimeraz -
epsilon (POLE) mutasyonlu grup, MSI instabil (Mismatch repar deficiency-MMR-d) grup,
copy-number low endometrioid benzeri (non-spesisitk moleculer profil) grup ve copy-number
high serbz benzeri (p33  mutant) grup. Gruplann  progresyonsuz  saf  kalimlar
deferlendirildifinde figiir 1 de pbrildidi Ozere POLE mutant grubun en 1y gidish, p53

mutasyonu olan grubun en kot gadisli oldugu istatistiksel anlamb olarak bulunmustur (p=0.02)
i
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Figlr 1: Genetik ve imminohistokimyasal klasifikasyonu gbre progresyonsuz sag kalim
grafigi’!
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Bu c¢aligma sonrasinda vapilan ve benzer genetik ile immilnohistokimyasal parametrelern
degerlendmldigi, PORTEC ¢alismalarmin vahdasyon ve uzun ddnem sonuglarnmn verildigi
pek ¢ok cahsmada POLE mutant grubun en iyl prognoziu, p33 mutant grubun ise en kitd
prognoziu oldufunun alty ¢izilmistie 55410

Calismalarin dip notlarina bakildifinda genetik ve molekiller defiskenlerin  bafimsiz
prognostik faktir oldugu™, %03 hastada birden fazla genetik profil bulundugu®™, vilksek risk
EK’de lenfovaskiler invazyon, p53 mutasyonu, >%10 L1- CAM varlifmm kitl prognozu
gosterdigi™, grade 3 tiimbrlerde bile POLE mutasyonu varlifin iyi prognoza isaret ettigi™,
POLE mutasyonu ve MMR-d grubun mmmiinojenik timérler oldugu" dikkat: cekmektedir.

Castillo ve arkadaglarmun vaptyn PORTEC 3 calismasmn  molekiller  analizinin
deferlendirildii cahsmada pS3 mutant grupta RT ve KT eklenmesinin yinelemesiz sad kalima
ve GSK'va katk: safladif, POLE mutant grupta ise hichir fork yaratmadif gorlilmiistir.
MMR-d grupta ise RT ve KT eklemenin ek bir katkis: olmadif saptanmuster ',

Thm bu bilgiler sifinda 2020 vihinda ESGO. ESTRO, ESP endometrmum kanserinde genetik
ve molekiiler belmteglerin de gbz Online alindifn plincel klavuzu yayinlamiste. Bu klavuzda
hastalar diger tim ¢alismalarda oldugu gibi POLE, MMR-d, non spesifik molekiller profil ve
p53 abn olmak fizere dbrt gruba klasifive edilmislerdir. Evre 1-11 POLE mutant grup disiik risk,
myometrial invazyonu olan p33 abn, serdz ve andiferansive karsinosarkomlar vilksek risk,
kalan gruplar ise evre ve klinikopatolojik faktorlerine gre simflandirilmgtie. Evre III-1IV POLE

mutant ve evee IV MMR-d ya da non spesifik molekiiler profili olan myometriuma invaze
berrak hicreli karsinomlar konusunda net veri olmamasi nedeni ile bu grup simflamaya

almamamstr ''*'. Tablo 1°de giincel rehberm risk simflamas: gorimekiedir.
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Tablol: ESGO, ESTRO, ESP 2020 klavuzu risk siniflamasi '
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Bu siniflamaya gtre Evre I-11, dilsiik risk, POLE mutant hasialarda adjuvan tedavi
gizard: edilebilir (111A). Evre III-IV POLE mutant olgular konusunda yeterli data olmadigi

icin adjuvan tedavi gz ardi edilebilir seklinde Gneri gelmistie (TV_A).

Orta rskli grupta adpvan VBT kategori (L A) dilzeyinde dnerilmekte, 60 vas dstll hastalar iin
brakiterapinin  gdz ardi edilebilecegi belirtilmektedir (IILC). Ayrica myometnal mvazyonu
olmayan p53abn karsinomlar i¢in advuvan tedavi dnerilmemektedir (111.C).

Lenf nodu diseksivonu sonrasi pNO olarak evrelendirilen onta-yilksek risk hastalarda adjuvan
VBT kategori (11,B) olarak Snerilmektedir. Yaygin lenfovaskiller invazvon (LVI) pozinf ve
evre Il olgularda ERT distiniilebilir (I.B). Yiksek grade ve yaygn LVI pozitifgili varhimda
1se KT disinilebilir seklinde dneri gelmektedir (ILC). Hichir adjuvan tedavi dnermemek de
bir tercih olabilir {1'V,C).

Klinik NO lenf nodu diseksivonu yapilmamis ya da yeterli lenf nodu diseksiyonu yapilamarms
dzellikle vaygin LV pozitif ve /veya evre 1 hastalikta ERT dnerilir (LA). Adjuvan KT tzellikle
yvilksek dereceli ve /veva vavgimn LVI pozitif ise diistiniilebilir (ILB). Tek basina adjuvan VBT
yilksek dereceli, LVI negatif ve evre 11 derece 1 hastalar icin degerlendirilebilic seklinde dneri
verilmistir (ILB).

Klavuzda yitksek risk grubunda ise ERT konkomitan va da adjuvan KT ile dnerilic (1LA) ya da
alterananif sirali KT ve RT uygulanabilecegi belirtilmektedir (1.B). Tek bagina KT alternatif bir
opsiyondur (LB). Karsmosarkomlarin 1se vilksek risk karsinomlar gibi tedavi edilmes:
anerilmektedir (IV.B).
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Her ne kadar kilavuz bu dnerileri verivor olsa da genetik ve imminolistokimyasal belirtecler
sigmda adjuvan tedavi karan vermek 1¢in henlz kamt diizey: “Level 17 randomize kontrolld
calisma vokiur. Klavuzun otdrleri karar verirken halen bu parametreler ile birlikie difer
prognostik verilerin deferlendirilmesi gerektidinmm altini ¢izmektedirler.

2023 wilinda tamamlanmasi beklenen PORTEC-4a cabsmasmm bu soruya vanil vermesi
beklenmektedir. PORTEC-da EK'min adjuvan tedavi kararmda molekiller faktbrlerm
kullanibdsfr ilk randomize kontrolll ¢alismadr. Randomizasyonda standant tedavi kolu ile
kigisellestinilmis molekiller analiz yapilmis grup karsilastrilmaktade. Amac¢ favorabl
molekiller patolojide olan vakalarda adjuvan tedaviden vazgecmenin gilivenli ve
maliyet/etkinlik acismdan uyvgun bir vaklasim oldufunu kamtlamaktr ',

PORTEC-4a disinda viirliven Trans PORTEC RAINBO Umbrella caligmas: ve NRG-GY020
calismas: da genetik ve immilnohistokimyasal belirteglerin EK nin adjuvan tedavi karanndaki
rollin{l arastiran prospektif-randomize arastwrmalarder '),

Sonug olarak pilinbik pratifimize girmeye baslayan bu  veni belirtegler hastalara b
kigisellestirilmis tedavilerin kapisini aralamaktadir. Daha az toksite ile daha efektif aym
zamanda maliyet! etkin tedavi segenckleri sunmaktader. Tam amacgli vapilan biyopsilerde :“

calisilabilecek bu parametreler ile cerrahi Sncesi hastabfin seyni hakknda fikir sahibi £
olunabilinecektr. MNikslerde defigebalecek molekiiler patern ile yem tedavi seceneklerinin :
glindeme gelmesi stz konusu olabilir. KT endikasyonlarmda degigikler olabilecegi gibi immiin 0
tedaviler agisindan da umut vadeden gelismeler olabilecef distiniiimektedir. 0 "

Ulkemizde pek ¢ok merkezde halen POLE mutasyon analizinin pahali bir tetkik olmasi ve !
safhk sistemundeki genn Gdemesinin henflz  olusturulamamas: nedemiyle mtin olarak
bakilamamaktade. Bu durumda kalan difer parametreler ve klimko patolojik verilerin
degerlendirilerek hastanin tedavi kararinmn venlmesi dogru bir vaklasum olacaktr,
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TEDAVILER

* KONVANSIYONEL KEMOTERAPI AJANLARI
* IMMUNOTERAPI

« ANTI-ANJIOGENEZ

* ANTI-HER-2 AJANLAR

* PARP INHIBITORLERI

* CDK INHIBITORLERI

* HORMONOTERAPI

* NTRK FUZYON iNHIBITORLERI ???
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GOG 177 CALISMASI

{ . aksan 160 mg/m2 d2
driamisin 45 mg/m2 d1
. latin 50 mg/m2 d1
Faz Il i
Kemoterapi almamig
Evre llI-IV
EC

Adriamisin 60 mg/m2 d1
Platin 50 mg/m2 d1
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GOG 177 CALISMASI
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GOG 209 CALISMASI
* Faz 3 ¢alisma

* Evre llI-1V hastalar

* Noninferiority

1. Basamak
kemoterapi
almamis
Hormonal tedavi/RT
izin verilmis.
N=1381

aksan 160 mg/m2 d2
driamisin 45 mg/m2 d1
latin 50 mg/m2 d1

Paklitaksel 175 mg/m2
Karboplatin 6AUC
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GOG 209 CALISMASI
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Progression-Free Survival (proportion)

Treatment group Event Total Median
Pac-carbo 492 672 132
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Hazard ratio stratified: 1.032
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Tip-2 ENDOMETRIAL KANSER

* Serdz-clear cell histoloji
* Grade3

* ER, PR kaybi

* ileri evre

* Agresif histolojik patern
* Her-2 overekspresyonu
* P53 mutasyonu
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The Cancer Genome Atlas Research Network (TCGA)

Grup 1 Grup 2 Grup 3 Grup4

MSI
POLE mut. dMMR
(%7-10) (%628)
immiinojenik MLH-1 promoter CNL
Mutasyon yikii metilasyonu Dusuk kopya

Seroz-like
(%26)
Yuksek kopya
Sayisl

fazla Mutasyon yuki sayisl Diisiik
Neoantijen fazla  fazla (%39)

lyi prognoz Immunojenik
Orta risk stk

mutasyon yuku
P53 mutasyon
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ProMisE

* 1- dMMR
e 2- POLE, ultramutant

* 3- Poor prognoz, p53 mutant, kopya sayisi yuksek
* 4- p53 wild tip, spesifik mutasyon yok, kopya sayisi diistik

- Bu siniflama 2018 yilinda valide edildi.
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ENDOMETRIUM KANSERININ MOLEKULER VE IMMUNOJENIK
SINIFLAMASI

i Endometrial cancer
sample =
5]
-
: Good 10 candidate
MMR IHC
(MLH1, MSH2, MSH6, PMS) 4 MMR deficient )
3 TIL high
PCR DNA sequencing ( F g
(exon 9 and 13) POLE EDM ol i
s
‘ M =% 1
IR oS 1HC p53 abnormal i g = R
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8 TIL high
| | es3widtype |- 5 i
3 ” E Poor 10 candidate 1.




TMB(Tumor Mutation Burden)

* Tumor hucreleri somatik
mutasyonlar sonrasi ortaya
cikan peptit yapisindaki
antijenleri hlicre yuzeyine
eksprese ederler

* Bu neoantijen olarak
tanimlanir

* Bu neoantijenler MHC
kompleks aracih T hiicre
immaunitesini tetikler

S

Mutations (ul

p.ur
Agen
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High TMB
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TMB(Tumor Mutation Burden)

* TMB = 10 mut/Mb cut-off

* TMB ilk defa immiin chekpoint inhibitérlerinin(ICB) yanit diizeyi ile
iliskisi 2014 yilinda melanom hastalarinda rapor edilmistir

* ICB yanit icin TMB biyomarker olarak kullaniimaktadir

TMB = 10 mut/Mb
dMMR

ICB iyi yanit
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IMMUN CHECKPOINT INHIBITORLERI

* PEMBROLIZUMAB
* NIVOLUMAB

* AVELUMAB

« ATEZOLIZUMAB

* DURVALUMAB

* DOSTARLIMAB
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FIRST SITE-AGNOSTIC CANCER DRUG
PEMBROLIZUMAB

* PEMBROLIZUMAB

* FAZ Il CALISMA

e 12 MSI-H/dMMR tUmor turinde

* N=86

* ORR %53

*CR% 21

 ENDOMETRIAL KARSINOM ORR %53
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PEMROLIZUMAB PROGRESS

KEYNOTE 028 FAZ |

KEYNOTE 158 FAZ 2
(PEMBROLIZUMAB)

KEYNOTE FAZ 2
((LENVATINIB+PEMBROLIZIMAB)

ACCELERETED APROVAL
(LENVATINiB+PEMBROLIZIMAB)

KEYNOTE775 FAZ 3
(LENVATINIB+PEMBROLIZIMAB)
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PFS 0S
KEYNOTE 775 CALISMASI
PEMBROLIZUMAB 200 mg ﬁ'
LENVATINIB 20 mg po -
n:411 7.2(6,6)m. 18.3(17.4)
FAZ 3 g._ .
1:1 RANDOMIZE -
PLATIN BAZLI REJIM
SONRASI
TPC .
DOKSORUBISIN 60 mg/ m2 3W 3,8(3.8)m. 11.4(12)

PAKLITAKSEL 80 mg/m2 1W

$4 41




SAGLIK BILIMLERI UNIVERSITESI
Izmar Tip Fakiiltest Bilimsel Toplantilan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

CHECKPOINT INHIBITOR(monoterapi)

* DURVALUMAB (PHAEDRA TRIAL) ORR %43
* AVELUMAB ORR %26.7
* NIVOLUMAB ORR %23

* PEMROLIZUMAB(KEYNOTE 158 ) ORR %57




84 GLIK BILIMLERI UNIVERSITEST
Izmar Tip Fakiiltest Bilimsel Toplantilan-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

IMMUN CHECKPOINT INHIBITORLERI
(KOMBINASYON CALISMALAR)

ClinicalTrials.gov

Identifier Phase Trial Description

NCT03517449 i KEYNOTE-775: pembrolizumab and lenvatinib vs. lipasomal doxorubicin or paclitaxel

NCT03884101 1] LEAP-001: pembrolizumab and lenvatinib vs. carboplatin and paclitaxel

NCT02549209 i NRG-GY018: carboplatin and paclitaxel plus pembrolizumab vs. placebo

NCT0398179%6 1l RUBY: carbaplatin and paclitaxel plus dostarlimab vs. placebo

NCT03603184 in AfTEND: carboplatin and paclitaxel plus atezolizumab vs. placebo

NCT03526432 I Atezolizumab plus bevacizumab in advanced endometrial cancers and carcinosarcomas

NCT03951415 Il Durvalumab plus olaparib in advanced endometrial cancers and carcinosarcomas

NCT03694262 ] EndoBARR: atezolizumab, bevacizumab, and rucaparib in advanced endometrial cancers and carcinosarcomas

NCT03572478 i Rucaparib and nivolumab in advanced endometrial cancers _

NCT02912572 I Avelumab in MSS, MSI-H, and POLE-mutated advanced endometrial cancer and of avelumab plus talazoparib in MSS
advanced endometnal cancer

NCT03835819 Il Mirvetuximab soravtansine plus pembrolizumab in FRa-positive advanced MSS endometrial cancer

Abbreviations: MSS, microsateliite stable; MSI-H, microsatellite instability high/hypermutated; POLE, polymerase =; FR, folate receptor.
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DOSTARL' MAB(AntI-PD-l) 22 Nisan 2021 FDA onayladi

dMMR EC

MAA under review for
> endometrial cancer in EU (Apr)

Faz I/1l galisma

Breakthrough Therapy Designation for
dMMR ORR %49 » endometrial cancer in USA (Mlay) e e e
() ive Opinion in
MBS ORR %20 » S A autbmied for- engamenial Approved for endometrial cancer
cancer in USA (Dec) in USA (Apr)
Endometrial cancer preliminary data from Approved for endometrial cancer
p Phase | GARNET trial initiated (Mar 2016) P GARNET presented (May) P in EU (Apr)

7 Mar 2016 GARNET (NCT02715284)
NSGO-RUBY (NCT03981796)
ROCSAN (NCT03651206)  Est Dec 2024

. Phase | expansion cohort trial in solid tumours, including endometrial cancer
[ Phase lli trial in endometrial cancer
[l Phase Il rial in endometrial and ovarian cancers

A\ Wl 7
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ANTI-HER-2 TEDAVILER

* HER-2 reseptor overekspresyonu endometrial seroz karsinomlarda
%30 oranindadir

* Serdz karsinomda kdtu prognoz ile iligkilidir
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Randomized Phase Il Trial of Carboplatin-Paclitaxel Versus
Carboplatin-Paclitaxel-Trastuzumab in Uterine Serous Carcinomas |
That Overexpress Human Epidermal Growth Factor Receptor 2/neu

Paklitaksel 175 mg/m2
Karboplatin 5 AUC

Herceptin 6 mg/kg

Progresyon/Toksisite
21 d. 6 siklus Bresy /

EC seroz karsinom
Evre -1V, niix

1:1
Evre llI-IV, n=41
Niiks, n=19

Paklitaksel 175 mg/mz2
Karboplatin 5 AUC
— Trastuzumab 8 mg/kg-6 mg/kg

i1
21 d. 6 siklus '
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Randomized Phase Il Trial of Carboplatin-Paclitaxel Versus
Carboplatin-Paclitaxel-Trastuzumab in Uterine Serous Carcinomas _
That Overexpress Human Epidermal Growth Factor Receptor 2/neu

Tl

Paklitaksel 175 mg/m2
Karboplatin 5 AUC
21 d. 6 siklus

Herceptin 6 mg/kg
Progresyon/Toksisite
EC serdz karsinom

Evre llI-1V, nlix
35T

Evre llI-1V, n=41

Nuks, n=19

Paklitaksel 175 mg/m2
Karboplatin 5 AUC
Trastuzumab 8 mg/kg-6 mg/kg
21 d. 6 siklus
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TAPUR CALISMASI

* Faz Il basket calismasi, nonrandomize
* Daha 6nce yogun tedavi almis hastalar

* HER-2, HER-3 amplifikasyon, overekspresyon, belirli mutasyonlara
sahip hastalar v

e

* Pertuzumab+ Trastuzumab kombinasyonu
* ORR %7
* DCR %37

J Clin Oncol.

2021;39(suppl 15):5508 §
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ANTI-HER-2 TEDAVILER

* Trastuzumab tek ajan etkinligi endometrial kanserde
gosterilememistir

* Her-2/Her-3 p95 truncated varyant varliginin meme kanserli
hastalardan sikliginin fazla olmasi tedavi yanit yetersizliginde dnemli
bir faktor

* PI3K yolaginin aktive olmasi direncle iliskilidir
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PARP INHIBITORLERI

i DNA No DNA DsSB

|
damage repair
| HRD |
Loy — Cell

: ,‘_,3 e — had e > geath :
- —a -~ |
e = | w— |
1 'a-:a‘ S PARP  TX A S
| = =] |

o W =
| %= - ghibnor“‘ [ 4 '
inhibitor: - =, - :
PD-L1 o jdy ATERR i (ERSESSER. Y J

* PARP inhibitérlerinin monoterapide yeri sinirhdir

* Siklikla EC de immunoterapi ile kombinasyonu sinerjik etkilidir
* Tumd&r neo-antijen ekspresyonunu ve kemokin salinimini artirir
* cTL aracih immun yaniti indikler




DOMEC CALISMASI

0-4 weeks
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OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

FAZ 1|
Durvalumab+Olaparip, single arm

n=55

Metastatik/Niiks EC
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* Rucaparib + nivolumab NCT03572478
Advanced Endometrial Cancer (and CRPC) 60 hasta
faz 1b/2a Single Group/ Randomized

* Avelumab + Talazoparib NCT02912572

* Advanced Endometrial Cancer (cohort2: MSS) 70 hasta
Faz 2 Non-Randomized
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ANTI-ANJIOGENEZ INHIBITORLERI

* Yanit oranlari %10-15
* PES 2-5 ay
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GOG 86P CALISMASI

* 1.kol- paklitaksel-karboplatin-bevacizumab 1 ??

* 2.kol- paklitaksel-karboplatin-temsirolimus
* 3 kol- ixabepilon-karboplatin-bevacizumab
* 4 kol- paklitaksel-karboplatin

;

Bevacizumab

CTNNB1 mut.(%26), %94 exon 3 mut. Uzun PFS
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ANTI-ANJIOGENEZ INHIBITORLERI

Agent Median Progression-Free Survival (months)
Bevacizumab®® 4.3
Aflibercept™ 3.3
Brivanib”™ 3.5
Cediranib” 3.6
Nintedanib” 3.3
Trebanib”™ 2.0
Sunitinib”™ 3.0
Cabozantinib” 4.8
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ANJIOGENEZ INHIBITORLERI

Kabozantinib

* Fazli

* 102 hasta

* PFS 4,8 ay

* Endometroid ORR %14
* Ser0z ORR %12

* Nadir histoloji ORR %6

OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

CTNNB1

Yiksek ORR
PFS 7,6 ay
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Clinical Trial 2 J Clin Oncol. 2015 Mar 10;33(8):930-6. doi: 10.1200/1C0.2014.58.3401.

Epub 2015 Jan 26

Phase II study of everolimus and letrozole in patients
with recurrent endometrial carcinoma

e Letrozol-Everolimus

* ORR %32
* CTNNB 1 mutasyonu iyi yanitli

ae N
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CDK INHIBITORLERI

* Endometrial kanserlerde CDK4 ekspresyonu %35-%77

* Palbosiklib+letrozol/letrozol randomize faz Il calisma. Sonuglar
bekleniyor

* Ribosiklib +letrozol tek kol 20 hasta PFS 5.3 ay
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DOC. DR. TAHA RESID OZDEMIR
SBU IZMIR TEPECIK SUAM

GENETIK HASTALIKLAR TANI MERKEZi

I
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Lynch Sendromu (LS) Nedir?
0D katitim gdsteren, yiksek penetransa sahip bir kanser yatkmbk sendromudur.
LS-iliskili Kanserler Nelerdir?

Endometrial ca (EC) (tum EC %5%), kolon ca (CRC) (kalitsal CRC en stk sebebi, tom CRC ca
%370}, over ca, mide ca, beyin tm [Gzellikle glicblastoma), ince barsak ca, pankreas ca, biliyer
trakt ca, Grotelyal ca {renal pelvis, Greter ve/veya mesane), sebasedz adenckarsinom

Sebebi Nedir?

DMA wyanhs-eslesme tamir genlerinde (MisMatch Repair-MMR penes) meydana gelen
mutasyoniar sonucu meydana gefir.

MMR genes ; MLHI, MSH2, M5HE, PMS2, EPFCAM (delesyoniar)
Kimlerde Arastirillmali? {Genstic Familial High-Risk Assessment Colorectal Versian 1.2021-May 11, 2024)
1- Aikede bilinen LS patojenik varyant

2- Herhangi bir yasta PCR, NG5S veya IHC ile MMR defekti tespit edilmis timore sahip olan
algu

3- CRC weya EC tanes alms olup asagidakilerden herhangi birine sahip olma durumunda:

- Tam yas <50

= Senkron veya metakron LS-iliskili ca (tam yagma bakiimaksizin|

= 1. veya 2. derece akrabalarinda L5-iliskili ca tansi 17 olgu {tam yase <50) weya "22" olgu
{tam yasina bakilmaksizen}

4- Baswvuran clgunun aile dykusunde asagidakilerden herhangi birinin olmas durumuenda:
- 1. derece akrabalannda EC veya CRC tamsi alan 21" olgu [tam yas <50}

- Tani yasina bakilmak=sizin CRC veya EC tamisi alan ve buna ek olarak senkron veya metakron
LS e iliskili ca tanes) alan 1.derece akraba olan "21" olgu

- LS ike iliskili ca tars: akan 1. veya 2. derece akraba olan "22" olgu (olgulann en az birinde
tand yas <50}

- Tami yasina bakiimaksizin LS ile Higkili ca tams alan 1. veya 2. derece akraba olan "23" olgu

%- LS igin model tarahindan Gngdrulen risk artig

Risk hesaplama programlanna gore {or: PREMM:, MMRpro, MMRpredict), MMR gen
patojenik varyantina sahip olmia riski 2%5 olan olgu

’
Y/
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Tamda Hangi Genetik Testler?

Gunidmdzde LS tamnisinda, MLHL, M5H2, M5HG, PMS2, EPCAM vb herediter kanser yathknhik
genlerini iceren targeted (hedeflenmis) NGS panel’ ler kullamimaktadir. NGS sonuciarinn
normal gkmasi durumunda aym genlere yonelik 'delesyon/duplikasyon’ (MLPA) analizi
yapimaktadir.

Patojenik (P)/Muhtemel Patojenik (Likely Pathogenic) (LP) Varyant-pozitif Hasta Yonetimi
Nasil Olmali?

EC

30-35 yaslanimdan itibaren 1-2 wilda bir pelvik muayane ile birlikte endometrial biyvopsi;
dogurganigin  tamamianmasindan sonra risk azaltbio total histerekiomi  sefeneginin
degerlendirilmesi onerilmekte

CRE

2 yida bir kolonoskopi [(aflede <25 yas tami varsa, 2-5 wil Bncesinden); MSHE/PMS2
genferinde e 30-35 yasindan itibaren her 1-2 ywilda bir kolonoskopi (allede <30 yas tam |
varsa, 2-5 il Gnoesinden) oneriimekte |

MLH1/MSH2 genlerinde P/LP varyant saptanmasi durumunda 20-25 yasindan itibaren her 1- !!“
|

Over co

Risk-azaltio bilateral salpingo-coferektomi (BSO) seceneginin degerfendirilmesi; BSO'wyu |
secmemis hastalarda 30-35 yasindan itibaren yilda bir serum CA-125 ile kombine transvajimal
USG ile takip onenlmekte

Mide ve Ince barsak ca

40 yasmda dzofagopastroduedonoskopi (EGD) ile mide bivopsisi we her 3-5 yilda bir EGD {risk
faktorleri degerlendirilerek) onenfmekte

Urotelyal ca {renal pelvis, ureter ve/veyo mesane)

30-35 yaslarindan itibaren yilda bir idrar tahlili onertmekte
Pankregs ca

Hastarmn 1. weya 2. akrabalan arasinda (aym taraf) 21 kigide ekrokrin pankreas ca tamss
olmas! durumunda 50 yasndan itibaren tarama onerilmekte (tarama yilda bir kontrasth

MRI/MRCP ve/veya ELS]
Ajle taramas

Saptanan P/LP varyant agisindan aile taramast ve genetik dangmanbk  alinmas
oneriimektedir.

N
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SAGLIK BILIMLERI UNIVERSITESI
Fomir Tip Fakitliesi Bilinsel Toplanedary -14

ULUSAL Over ve Endomotrium Kanserieri Sempozyumu

HASTA BILGILERI: 46YAS, 2SC, 52KG, 150CM
OLGU SUNUMU
SOYGECMIS: BABA BEYIN TM

DR. GAMZE AKOZ

SBU iZMIR TEPECIK EGIiTiM VE ARASTIRMA HASTANESI
PATOLOJI ABD

MR: SAG OVERDE YAKLASIK BO 10X7 CM OLAN, SOL

" ) OVERDE BOYUTU 8X6 CM BOYUTUNDA iCERISINDE YER YER
JM:CX NORMAL,SAGDA UMBLIKUS ALTINA KADAR T1 HIPOINTENS, T2 HIPOINTENS SOLID KOMPONENTLER

UZANAN, SERT, MOBH. UTERUS ILE BIRLIKTE HAREKET EDEN BULUNDURAN HETEROJEN YAPIDA KISTIK KOMPONENTLERI
KITLE PALPE EDILDIL MEVCUT LEZYONLAR IZLENMEKTEDIR.

TV USG: UTERUS NORMAL, SAG LATERALDE YAKLASIK 10 . Tl
CM LiK DUZENSIZ SINIRLI SOLID KITLE iZLENDI. DOUGLASTA
SERBEST SIVI IZLENDI. 1997 UlmL

U/mL

<0.8 U/mL

gL

MAKROSKOPIK BULGULAR

PRIMER SITOREDUKSIY SAG OVER: Boyutlar1 15x8x9 cm olan multinodiler
(TAH+BSO+APENDEKTOMI+PPLND+TOTAL gorinimde dis ylzi diizgiin bir alan 5x1 cm boyutlarda
OMENTEKTOMIi+DOUGLAS PERITONEKTOMI+MESANE tubaya bitisik ameliyat materyalidir. Kesitinde solid baliketi
PERITONEKTOMI+RENAL VEN USTU LENF NODU kivaminda olduzuidiEkelil
EKSIZYONU+FALSIFORMLIGAMAN
B S L2y O R = OSUNDAN SOL OVER: Boyutlari 8x5x4,5 cm olan dis yiizil diizgiin,
LENF NODU EKSIZYONU+MIDE KUGUK KURVATURDAN LENF kismen nodiler, kismen kistik goriinimde ameliyat
NODU EKSIZYONU)+SAG HEMIKOLEKTOMI materyali. Kesitinde en biiyiigii 4 cm capta ok sayida

kistik ve solid baliketi kivaminda alanlar dikkati cekti.
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Patolojik Tan1

-BILATERAL OVERLERDE YUKSEK DERECELI SEROZ
KARSINOM

-APPENDIKSTE SEROZ KARSINOM METASTAZI

-LENF NODLARINDA SEROZ KARSINOM METASTAZI(37 /75)

-OMENTUMDA SEROZ KARSINOM METASTAZI
-SEROZ KARSINOM METASTAZI(SOL TUBA
UTERINA,FALSIFORM LIGAMEN' RRISON POSU
IMPLANT,RENAL VEN UZERi IMPLANT,KARACIGER UZERI
DIAFRAM,MESANE PERITONU,DOUGLAS IMPLANT)

Genel Bakis

Germline BRCA1/2 mutasyonlari, en y: n over timor alt tipi olan
epitelyal over neoplazmi olan kadinlarin yaklasik %15'inde bulunur.

BRCA mutasyonlarina bagli HBOC ile iliskili over kanserinin ayirt edici
histopatolojik tanisi, yiiksek dereceli ser6z karsinomdur ve bu
neoplazmlarla teshis edilen hastalarda BRCA1 ve BRCA2 germline
mutasyonlarmin sikhigi yaklasik %25'e yiikselir.

Yiksek dereceli seroz karsinoma ek olarak, endometr , miisin6z ve
berrak hiicre farklilasmasi (ve digerleri) dahil olmak tizere diger over
timor histotipleri de BRCA ile iliskili kohortlarda degisen derecelerde
tanimlanmistir.

Soslow ve ark.

somatik BRCA1/2 mutasyonu veya promotdr hipermetilasyonu olan
tumérlere ek olarak germline BRCA1/2 mut onlarina sahip
hastalardan alinan tiimérleri inceledi

BRCAL1 ileiliskili yiiksek dereceli ser6z karsinomlar
yiiksek mitotik oranlar,
artan TIL'ler,
cog komedo tipi nekroz ve ve Solid, psédo-Endometrioid ve
Transizyonel benzeri (SET) 6zellikler
BRCA2 mutasyonlu tiimorler
SET ozelliklerine sahip
ancak géreceli TIL ve nekroz eksikligine sahip olma egiliminde
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CAP Onkorisk Paneli : BRCAL1 geninde
NM_007294.3:c.5467+2T>C Heterozigot varyant
saptanmistir

Tedavi Plani: adjuvan 6 kir karboplatin- paklitaksel

Genel Bakis

Histopatoloik 6zellikler

Fujiwara ve ark.

BRCAL1 germline mutasyon tasiyicilarindan olusan bir kohorttaki tubo-
over karsinomlari
yiiksek dereceli ve seroz/andiferansiye histoloji

belirgin tumér infiltre edici lenfositler (TIL'ler)
dev/bizar formlarla belirgin ntikleer atipi ve bol mitotik figtrler

sergileme egiliminde

Prediction of BRCA1 germline mutation status in women with ovarian cancer using morphology-based criteria: identification o

W, Whittemore AS, Longacre TA

Primer tumor bolgesindeki 6zelliklere ek olarak
Metastatik odaklardaki spesifik arsitektiirel paternler de
BRCA 1/2 mutasyon durumu ile yiiksek uyumluluk
gostermektedir.

Arsitek 1 paternler

yuvarlak ve itici kontirlti / mediller benzeri invazyon igeren
metastatik depozitler veya

baskin olarak mikropapillalardan olusan infiltratif invazyon
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PSODO-ENDOMETRIOID TRANSIZYONEL
HUCRELI KARSINOM
BENZERI

infiltratiftarzda / mikropapillabaskin invazyon

Artmis TIL Nodiiler ve
kontirld
metastatikodaklar

Yiksek mitotik Cografi nekroz
aktivite

Tanimlanan histopatolojik 6zellikler BRCA- mutasyonuna ugramig
tumorler ile iliskili olmasina ragmen, bugtine kadarki veriler, germ
hatti mutasyonlar iligkili timorleri somatik mutasyonlara

ve BRCA promotér metilasyonuna karsi tek bagina morfolojiye dayali
olarak dogru bir sekilde ayirt etmek icin yeterli olabilecek farkliliklar
gosterememistir .

Bu nedenle, dogrulayici genetik testler gereklidir.

Bununla birlikte, BRCA1/2 ile iliskili morfolojik 6zelliklerin
tanimlanmasi, klinik rehberlik ve potansiyel genetik tarama icin
arhidir
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PATOLOJI/ MAKROSKOPI:

Alt uterin kavitede 3x2,5x1 cm boyutlarda diizensiz
goriinimli yer yer papiller alanlar barindiran lezyon

Tam kat duvar kalinlig1 1,8 cm lezyon invazyon
derinligi 0,6 cm
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IMMUNHISTOKIMYA

*+ 2019 September College of American Pathologists-CAP; Version: Endometrium Biomarkers 12.0.1




&\Ill o" _ o L i X i
SAGLIK BILIMLERI UNIVERSITES]
@ Tomir Tip Fakiiltesi Bilimsel Toplantlari-14
OVER ve ENDOMETRIUM KANSERLERI SEMPOZYUMU

T —

e,

SAG
s n\“

TIBBI GENETIK
CAP ONKORISK PANELI

« Hastanin periferik kanindan elde edﬂen DNA érneginden; MiSeq
Platformu'nda (Illumina, USA) CDKN2A, CHEK2, EPCAM, MLH1, MRE11A,
MSH2, MSH6, MUTYH, NBN, PALB2 genlerinin Yeni Nesil Dizileme (NGS)
yontemi ile dizi analizi yapilmistir

*  MLH1 (NM_000249.4) c.1846_1848AAG (p.Lys618del) heterozigot mutasyonu
tespit edilmistir =

/
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48 Yasinda kolon kanseri

52 Yasinda endometrium kanseri

Anne endometrium kanseri ex

MLH-1 Heterozigot mutasyonu

\

LYNCH SENDROMU
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LYNCH SENDROMU

s

* Otozomal dominant herediter hastalik
* MMR (Mismatch repair) genlerindeki hasar
* Etkilenen genlere gore;
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MISMATCH REPAIR SISTEMI

DNA replikasyonu sirasinda
meydana gelen baz dizileri
arasindaki hatal1 eslesmelerle

(insersiyon/delesyonlarla)
karakterli mutasyonlar:
diizeltmekten sorumlu
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LYNCH SENDROMU

Endometrium kanserlerinin%iS

<40 yas Endometrial karsinomlarin %10"u Lynch
Sendromu

1-DNA tamir genlerinde (MLH1, PMS2, MSH?2,
MSH6) Germline mutasyon | LYNCH

2-Germline EPCAM mutasyonu SENDROMU
3-Yapisal epimutasyon '
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Comparison of Lynch syndrome-associated and sporadic endometrial carcinoma

Characteristic Lyvnch syndrome-associated | Sporadic
Age at presentation | 40 years >00 years
Body mass index Low High
Chinical behavior Unknown Baseline

Practical issues related to uterine pathology: staging, frozen section, artifacts, and Lynch syndrome, Mod Pathol.
2016 January ; 29(Suppl 1): $59-577. doi:10.1038/modpathol. 2015.127.
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Algorithm for selective DNA mismatch repair immunohistochemistry in use at Memorial Sloan Kettering
Cancer Center

. Age <30 years
. Personal or family history suggestive of Lynch syndrome
. Denze peritumoral lymphocyies
. Tumor infiltrating lymphocytes (=40 ugh power fields)
' Intratumaoral heterogeneity
. Multifocal endomeinial numors
. Histological ambiguity
- “non-endometrioid” carcinoma in patients <60 years
Synchronous ovanan clear cell carcinoma

. Lower utenne segment localization

Practical issues related to uterine pathology: staging, frozen sechon, artifacts, and Lynch syndrome, Mod Pathol.
2016 January ; 29{Suppl 1): 559-577. doi10.1038/ modpathol 20015127,
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DNA MMR Proteinlerini saptamak i¢in
Immiinhistokimyasal incelemeler kullanilmakta

MSH-2, MSH-6, MLH-1, PMS-2
%90 sensitif ve spesifik

Giintimiizde Lynch Sendromunu saptamanin en
etkili ve uygun maliyetli yolu DNA MMR
Immiinhistokimyasal incelemesi ve ardindan
Germline dizileme incelemeleridir
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MSI DEGERLENDIRILMESI
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* Dogru blok secimi

* Ic¢ kontroller calismal

+ TIL boyanmasi yanhs pozitiflik!!!
* Ekspresyon yamasal olabilir

+ NUKLEER BOYANMA!

* Tam niikleer boyanma kayb:
(vamasal kayip sayilamaz)
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Commonly encountered DNA mismatch repair immunohistochemical staining patterns

* Dnffuse MSH? and MSHE loss

MSE? permline mtation= M550 germline mutation. EPCAM deletion, M5HD somatic mutation
. Diffuse MSHS loss

= MEHS Eﬂ miitathions MSHE somatic mutation
Diffuse PMS2 loss

A5 EI:I]]ILiIII.'. iAo

O rare occasions the temor shows loss of expression of 3 or 4 profems fogether; this may be due to combinations of genmline and somatic
mutations or germbine mutattons with MLH1 promoter methylation Another rare occurrence ts loss of profetnn expression 10 a geograpincally

discrete portions of the fumor. These cases are thought to have either somatic mutations or MLHI promoter methylation confined fo fumoral
subclones

Practical issues related to uterine pathology: staging, frozen sechion, arfifacts, and Lynch syndrome, Mod Pathol. /
2016 January ; 29(Suppl 1): 559-577. doi: 1010538/ mod pathol 2015137,
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Aslinda, endometriyal karsinomlarin %20-30'u MSI-H'dir
ve anormal DNA MMR IHC gosterir, ancak daha 6nce
bahsedildigi gibi hastalarin sadece %2-5'inde Lynch
sendromu vardir

Defektif MMR genlere sahip tiimorlerde her zaman
anormal immiinhistokimya ya da MSI saptanmayabilir

Morfoloji ve makroskopi bulgulari ile siiphelenilmeli!
Genetik tan1 yontemleri ile korelasyon!!!
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