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Kiratif RT

Medikal inop.

Radyoterapi

Postop
-Eksternal
-Braki
-Ekst+Braki

Kemoterapi
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Evre 1-2 Endometriyum kanserinde

* Her hastanin RT ye ihtiyaci var mi
* Evreleme yapilmamis hasta (tesadufi kanser)
* Nasil (Eksternal mi braki mi ikisi de mi)

Evre 3-4

Kemoterapi ile nasil kombine edelim RT’yi
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Tam cerrahi evreleme herkese gerekli mi

CLINICAL ADJUVANT TREATMENT"
INTRAUTERINE
FINDINGS

Intrauterine
Stage IA, G1-2

(<560% myometrial invasion, > Observe
no lymphovascular space invasion (LVSI),
and <2 cm tumor) If initially designated
(intrauterine):
Negative » [ Stage |
'“°°'_“|°:fte'y (See ENDO-4)
zrggéza y » Stage Il (See ENDO-5)
Imaging" Surgically
Intrauterine restage o_r
Stage IA, G1-2 pathologic
(with LVSI, or 22 cm) Suspicious/Positive gcf)rrlnf:'tr::tt:_n — | Adjuvant treatment for
Stage IA G3, " e surgically staged:d
Stage IB disease in select gically staged:
g ’ patients e Staqe | (See ENDO'4)
Stage Il - Stage Il (See ENDO-5)

« Stage llI-IV (See ENDO-6)

Surgical restaging
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Evre | postop RT

All staging in guideline is based on updated 2010 FIGO staging. (See ST-1)

CLINICAL FINDINGS

Stage IA
(<50%
myometrial
invasion)

Surgically
staged: Stage 19

Stage IB

(250%

myometrial
linvasion) |
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ADVERSE RISK HISTOLOGIC GRADE/ADJUVANT TREATMENT"9:n:°

FACTORS!

Adverse risk
factors not
present

Adverse
risk factors
present

Adverse risk
factors not
present

Adverse
risk factors
present™

—

—>

G1 G2 G3
Observe Observe
Observe , @
Vaginal brachytherapy aginal brachytherapy
Joserve Vaginal brachythera
Observe y Py
&
. Vaginal brachytherapy + systemic therapy (category 2B)
aginal brachytherapy and/or EBRT
(category 2B for EBRT)
Observe Observe inal brachytherapy
D and/or|EBRT
Vaginal brachytherapy aginal brachytherapy + systemic therapy (category 2B)
Observe Observe ==
@ . @ and/or vaginal brachythera
aginal brachytherapy Vaginal brachytherapy emgi]c therapy.?'t iy
and/or EBRT and/or EBRT B
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Evre |-Il postop RT

e [B—IC—occult 2 (FIGO 1988), n=392
* TAH + BSO + pelvik/Paraortik lenfadenektomi + pelvik yikanti

Orta-Yiiksek risk Diisuik-orta riskli grupta
alt grup

GoOzlem = Grad 2/3 + LVI + MI 1/3 dis inv

50-70 yas = yukardakilerin ikisi
> 70 yas = yukaridakilerden biri

(1:3
EXt RT % 92 % 12 % 26 % 6
50.4 Gy/ 28fr %86 %7 %6 %2
anlamsiz  p=0.007 P=anlamlh
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GOG-99, Keys, GO, 2004



Evre |-Il postop RT

* IB grad 2-3 ve — IC grad 1-2 (FIGO 1988), n= 714
* % 90 grad 1-2 ve %401 IB
* TAH + BSO + sadece supheli lenf nodlarinin 6rneklenmesi

15y takip Alt grup analizi

Yas > 60
Grad 3
% 50 Ml

En az ikisi varsa

GoOzlem

Gozlem kolu nukslerin RT
ile basaril salvaji ve
postopRT ile artmis

toksisite sebebi ile sadece

LBY en az 2 sinin olmasi
% 15,5 % 25 durumunda RT
% 6 % 6
P <0.0001 P <0.0001
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Evre |-Il postop RT

* |A/IB grad 3 ve — IC herhangi grad,
* Evre I-ll serdz papiller histoloji,
* pelvik lenf nod + ancak serviks stroma - IlIC (FIGO 1988), n= 905

Akut Geg toksisite
toksisite

Gozlem

Hedef sag kalim
[%50 IKBT]

arttirmaksa pelvik RT

faydasiz.
LBY avantaji toksik

%84 %6.1 % 27 % 45
%84 %3.2 % 57 % 61
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NCIC-MRC Blake, Lancet, 2009



Evre |-Il postop RT

* |A/IB grad 1-2 (FIGO 1988), n= 645
* TAH+BSO+buyumds lenf nodu eksizyonu+batin yikanti 6rneklemesi

Gozlem
Vajinal Pelvik Grad 1

yineleme | yineleme vajinal

— toksisite
ICBT
% 3.1 % 0.9 % 1.5 farksiz farksiz
Proks 2/3 vajina % 1.2 % 0.3 % 8.8

18Gy/3fr (satihtan
5mm uzag
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Evre |-Il postop RT

* >60 yas, IC grad 1-2 ya da herhangi bir yas IB grad 3 ya da herhangi
vas Il A grad 1-2 ya da IlIA grad 3 ancak MI < %50 (FIGO 1988) n=427

* TAH + BSO + siipheli pelvik + PA lenf nodu eksizyonu + batin yikanti s.

izole Hasta
Vajinal Pelvik pelvik | tarfindan Grad 1-2

yineleme | yineleme | yinelem | raporlana akut Gi ”
Orta yuksek

riskli

e n toks
Hayat

|CT kalitesi endometriyum
% 1.9 % 0.6 % 1.2 T T ca da braklte-rapl
Proks 1/2 vajina 1z 1z daha az toksiktir

21Gy/3fr (satihtan % 0.9 % 3.5 % 0.6 Braki % 12
P=0.03 lehine p <0.001

18U grvesires PORTEC-2, Nout, Lancet, 2010 Nout, EJC, 2012



Evre |-Il postop RT

e Grad 3 ya da > %50 Ml inv ya da DNA andploidisi (FIGO 1988) en az
birini iceren n=527

* TAH + BSO + lenfadenektomi

Vajinal Pelvik Toksisite
yineleme yineleme
% 2.7 % 5.3 farksiz
% 1.9 % 0.4 Pelvik RT
Anlamsiz P=Anlamli aleyhine

IS0 B isvec, Sorbe, IJROBP, 2012



Evre |-Il postop RT

e [B—IC—occult 2 (FIGO 1988), n=392
e TAH + BSO + pelvik/Paraortik lenfadenektomi + pelvik yikanti

Yan etki Yan etki Hayat kalitesi Lenfodem
Gr1-4 On-arka (Uriner inkontinans, diyare,
4 alan fekal sizinti)

GoOzlem

% 26

% 4 % 30 — Anlamli kot
Anlaml % 21 p<0.01
P=0.06

3 B PORTEC-1 Creutzberg, IJROBP, 2011  GOG-99, Keys, GO, 2004
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Evre | hastalikta RT secimi

* Erken evrede gozlem — Pelvik RT

* RT ile SK avantaji yok
e RT toksik

e Unutmayalim ki PORTEC -1
* 8y kanser disi 6l1im RT'de % 19,7 Kontrol kolunda %15,6 (diyabet, HT, morbid obezite vs.)

* GOG-99 her iki kolda da 6limlerin nerede ise kanser disi

* PORTEC ve GOG-99
* Sagkalim icin yeterli hasta yok

 MRC-NCIC (pelvik RT — gozlem)

e Uzak met riskleri farksiz
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Evre | hastalikta RT secimi

* LVI - pelvik lenf nod tutulumunun belirteci mi
* 366 kisilik bir calisma
e LVIvarhgi durumunda Lenf nod pozitifligi artar (%38 — %4 )

* MSKCC den Evre IB- IIB (FIGO 1988)
* LVI 6zellikle Derin Ml ve yiksek gradli hastalarda lenfatik metastaza yol agar

o Ozellikle lenfadenektomi sonrasi pelvik niiks %3 lerde

* Brakiterapi ¢cogu hasta icin dogru sec¢im

R Cohn, GO, 2002  Croog, GO, 2009

o
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Evre 1

M| olmadan Grad 1-2

* 103 hastalik bir calismada
* Vajinal yineleme yok
* Ek tedavi onerilmez

J | GhiveRsires Straaughn, GO, 2002




Evre 1

MI olmadan grad 3

* GOG-33 calismasinda bu kategoriye uyan 8 hasta
* Postop RT verilirse niks olmamis 0/3
* RT verilmemis ise 1/5 vajinal yineleme

» Sadece cerrahi ile tedavi edilen baska bir calismada
e 2/8 vajinal niiks

* Bu grup hastada lenf nod met cok yuksek olmadigindan
» Sadece braki ya da gozlem onerilebilir.

5 | e Straaughn, GO, 2002
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Evre |

Yizeyel invazyon < %50 grad 1-2

Lokal niiks sadece cerrahi ile
* %3-5

PORTEC-1 < %50 Ml grad 2

e Sadece cerrahiile %5

Pelvik yineleme lenfadenektomi yapilmasa da pelvik nliks
* %0-1.8

Evre | sadece cerrahi
e LVI +ise vjinal yineleme %3 ten %7 ye ¢ikar

MSKCC 60 yas uzeri LVI varsa rutin Brakiterapi

NCCN kotu prognostik faktorlerin varligi:

* Yas, LVI, tumor boyutu, alt uterin segment tutlulumuna gére gézlem ya da brakiterapi
oneriyor.




Evre 1

< %50 invazyon grad 3

* PORTEC-1

* 5vyil vajinal yineleme
» Sadece RT ile %14 pelvik RT ile O
* Pelvik ntks hic¢ yok

* MSKCC brakiterapi 6neriyor

* NCCN kotu prognostik faktorlerin varhgi:

* Yas, LVI, timor boyutu, alt uterin segment tutlulumuna gore gozlem ya da
brakiterapi ya da pelvik RT oneriyor.
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Evre 1

> %50 inv, grad 1-2

* PORTEC-1
* Pelvik RT ile grad 1 de %10 dan %1 e
grad 2 de %13 den %3

* MSKCC

* Sadece braki 6neriyor.

* NCCN koti prognostik faktorlerin varhgi:

* Yas, LVI, timor boyutu, alt uterin segment tutlulumuna goére gozlem ya da brakiterapi ya
da pelvik RT 6neriyor.
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Evre 1

> %50 inv, grad 3

e Pozitif lenf nod iht %28

* Pelvik RT ile

* 5vyilda %5 vajinal yineleme
%8 pelvik yineleme
%31 uzak

MSKCC: GOG-99 orta yuksek risklilere pelvik RT 6neriyo

e Orta-yuksek riske girmeyen ve en az 10 gangliyon ¢cikmissa sadece braki

NCCN pelvik RT ve/ya da ICBT
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Evre Il

* Serviksin gros ya da okkult tutulumu farkli yaklasimi hak eder

e Gros tutulum parametriyum ve lenfatik riskini arttirir.
» Radikal histerektomi + pelvik diseksiyon
* Preop Eksternal RT + Braki + basit histrektomi

e Okkult serviks ca
* Basit histerektomi +/- lenfadenektomi ve adjuvan pevik RT + Braki
* 120 hasta 5y HSK %68 ve pelvik yineleme %5.8

* MSKKC endoservikal mukoza tutulumu kotu prognostik faktorler yoksa
/ lenfadenektomi yapilmissa sadece braki

* Servikal stroma tut. <%50 grad 1-2 lenfadenektomi yapilmissa Braki
* Servikal stroma tut. >%50 ya da grad 3 lenfadenektomiden bagimsiz Pelvik RT

* NCCN radikal histerektomi ekstrauterin yayilim yoksa gozlem / braki
G1 G2 G3

Surgically staged:4
ISU ir:\lé‘wl;\nm Stage ”m,q,r

+ vaginal brachytherapy
t systemic therapyP

[ratannru IR far eueteamie tharanu)

Vaginal brachytherapy
and/or EBRT

Vaginal brachytherapy
and/or EBRT

‘EBRT




Evre ||

* izole adneks tutulumunda pelvik RT sonuclari gérece iyi.

* Postop pelvik RT
« 5yil HSK %70 -%76,5
* LBY %2,2 Uzak met orani %26

* izole seroza tutulumu pelvik RT ile
* HSK %59.6
* LBY %14.3
e Uzak met %33

* Evre llIC de postop pelvik RT %60-%72 uzun SK olabilir.

 Pelvik ve paraortik + lerde
* Pevik + PA RT ile %30-40 sagkalim

+ o | ISTINYE
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Evre ||

* Mayo Klinik nod pozitif 122 hasta.

» Uygunsuz evreleme ve/ ya da pelvik rt yoksa %57 pelvik niks

e >10 pelvik nod ve > 5 paraortik nod cikarilmasi ve postop pelvik RT ile %10 pelvik
nuks

 UYGUN evreleme yapilsa bilr postop pelvik RT onerilir.

* GOG 122

* Evre 3 ve 4 hastalikta 388 hasta tim batin RT ile doxo ve sisplatin kollarina randomize
5y PSK ve GSK RT ile %38 ve %42 kemoterapi kolunda %50 ve %55

* jtalyan evre IC-Il G3 >%50 evre3 ve pelvik RT ile sisplatin, adriya,
siklofosfamid ile sagkalim farki yok
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CLINICAL FINDINGS

Surgically staged:d
Stage llI, IVS

Evre ||

Surgically staged:9

Stage llIA

Stage IlIB

Stage lIC1 ——

Stage IIC2 —

Stage IVA, IVB

\/

Pelvic node positive ——

Para-aortic node positive
+ pelvic node positive

\

ADJUVANT TREATMENTH9:n

Systemic therapy
and/or
EBRT * vaginal brachytherapy

Systemic therapy
and/or
EBRT + vaginal brachytherapy

Systemic therapy
and/or
EBRT * vaginal brachytherapy

Systemic therapy
+ EBRT
* vaginal brachytherapy



Adjuvant chemoradiotherapy versus radiotherapy alone for
women with high-risk endometrial cancer (PORTEC-3):
final results of an international, open-label, multicentre,
randomised, phase 3 trial

Stephanie M de Boer, Melanie E Powell, Linda Mileshkin, Dionyssios Katsaros, Paul Bessette, Christine Haie-Meder, Petronella B Ottevanger,
Jonathan A Ledermann, Pearly Khaw, Alessandro Colombo, Anthony Fyles, Marie-Helene Baron, Ina M Jirgenliemk-Schulz, Henry C Kitchener,
Hans W Nijman, Godfrey Wilson, Susan Brooks, Silvestro Carinelli, Diane Provencher, Chantal Hanzen, Ludy CHW Lutgens, Vincent T H B M Smit,
Naveena Singh, Viet Do, Romerai D’Amico, Remi A Nout, Amanda Feeney, Karen W Verhoeven-Adema, Hein Putter, Carien L Creutzberg,

on behalf of the PORTEC study group*
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deBoer, Lancet Oncology, 2018



PORTEC-3

* Evre 1, endometrioid grad 3 ve derin Ml ya da LVI (ya da 2si birden)
* Endometriod evre 2-3 ya da evre 1-3 serdz/clear histoloji

FIGO 2009 stage

Stage IA 39 (12%) 38 (12%)
o Stage IB 59 (18%) 59 (18%)
P e I V I k RT Stagell 80 (24%) 90 (27%)
Stage Ill 152 (46%) 143 (43%)
4 8 . 6 Gy/2 4fr Histological grade and type
EECgradel 68 (21%) 56 (17%)
EECgrade 2 59 (18%) 73 (22%)
EECgrade3 90 (27%) 95 (29%)
Pelvik RT + sisplatin serovs o .
" Clear cell 29 (9%) 33 (10%)
50 mg/mz 2 kar (SRY4 Mixed 17 (5%) 13 (4%)
ve pak+carbo 4 kir il i i
Munmatrialinuacinm

deBoer, Lancet Oncology, 2018



Patients Events 5-yearoverallsurvival Hazard ratio p value
PORTEC 3: (n) (M) (95%Cl) (95% C1)
P r O g n o sti c Total 660 136 79% (74-8-83-9)
Treatment group 0-075
F or S urv iV a I Radiotherapy 330 75 77% (721-81-6)
Chemoradiotherapy 330 61 82% (77-5-86-2) 0-73 (0-52-1-03)
Age (years) " <0-0001
<60 268 31 89%(85.0-92:9)
60-69 272 66 75% (69-6-80-6) 2:31(1-48-3.59)
270 120 39 67% (58:7-76-3) 329 (1-.99-5-44)
Stage " <0-0001
Stage land Il 365 59 83% (79-1-87-3) -
Stage lll 295 77 74% (69:3-79-7) 241 (1-66-3:51)
istology and grade <0-0001
Endometrioid 258 36 86% (81-9-90-9)
grade 1and 2
Endometrioid grade3 213 45 79% (73-0-85-7) 176 (110-2-81)
Serous/clear cell 189 55 71% (65-2-77-4) 2:35(148-3.72)
LvSI 011
No 271 43 85% (80-5-89-4)
Yes 389 93 75% (70-9-79-9) 136 (0-93-1:98)
Lymphadenectomy 033
No 278 61  77%(71-4-821)
Yes 382 75  81%(77-1-852) 0-82 (0-55-122)

Adjusted for participating groups. LVSI=lymph-vascular space invasion.

_ Table 3: Multivariable analysis of prognostic factors for overall survival



PORTEC 3 a7 | LovoLs

. - -\ keN)S | UNIVERSITY
Sites of first recurrence i | HEALTH SYSTEM

We also treat the human spirit.”

5 years CRT RT HR P-value
N % | N %

Vaginal 1 10.30%| 1 |0.30% 1 1

recurrence

Pelvic recurrence| 3 [0.95% | 5 1.5% | 0.60 0.478
.

Distant 76 |224% | 93 | 28.3% | 0.78 0.108

recurrence y

deBoer, Lancet Oncology, 2018



Failure-free survival

HR 0.76 [0.54-1.06], p=0.109 (adjusted)

HR 0.71 [0.53-0.95], p=0.022 (adjusted)

Stage llI

HR 0.7 [0.45-1.011], p=0.074 (adjusted

Years since randomisation

HR 0.66 [0.45-0.97], p=0.014 (adjusted

deBoer, Lancet Oncology, 2018



Seros Histology from PORTEC-3

® Serous cancers (>25% serous component)
» comprised ~16% of population
» significantly lower overall survival and failure-free
survival than the other histological subtypes

v failure-free survival was
® 58% (95% CI 42%—70%) with chemoradiotherapy
® 48% (95% Cl 34%—61%) with radiotherapy
 (HR 0.63, 95% Cl 0.36—1.12; p=0.11)

deBoer, Lancet Oncology, 2018
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nclusions from PORTC-3

PORTEC 3 is a trial of Stage I-Ill high risk
endometrial cancer patients that showed

* ChemoRT followed by chemotherapy had improved
failure free survival compared to radiation therapy
alone for the entire population and trend for overall
survival improvement for Stage lll patients

ChemoRT & RT alone have low rates of pelvic
recurrence

ChemoRT has lower rate of distant metastases
Addition of chemo increases acute toxicity

Serous and clear cell histologies have poorer 5 year
survival

ChemoRT is new standard, right?

deBoer, Lancet Oncology, 2018



GOG 258 trial design

QL): | UNIVER
+%° | HEALTH SYSTEM

Evre llII/IVA (<
2 cm rezidi)

uterus ca, evre Pelvic RT 45 Gy +
. . 2
1-2 serdz ya da 2x Cisplatin 50mg/m? 4x Cartapigiin Auch dzsg“ta"e' 17omaTas

clear cell ve
sitoloji+

1 1
— < >
12 weeks

5 weeks

<€ >

6 x Carboplatin AUCS Paclitaxel 175mg/m? q 21
days



Vaginal Recurrence Pelvic and PA Recurrence

—C-RT —CT 0.35 —GCRT —CT

= 030| Vaginal recurrence 3% 7% = 030]| Pelvic/lPArecurrence 10% 19%
g Incidence at 5 years =] Incidence at 5 years
2 0.25 o 0.25
Q. Q.
= 2]
a 0.20 o
g 2
E 0.15 E

=2
£ 0.10 g
= -
(] 0.05‘7;,_/—‘—,7 (§]

0.001 ,

72

12 24 36 48

Months from Study Activation

0 12 24 36 48 60 12 60

Months from Study Activation

C-RT vs. CT : HR=0.36 (Cl: 0.16-0.82) C-RT vs. CT : HR=0.43 (Cl: 0.28-0.66)
Distant Recurrence

—CRT —CT
Distantrecurrence 27% 21%
incidence at 5 years

0 12 24 36 48 60 72
Months from Study Activation

Cuumulative Proportion
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ot ® GOG 258 is a trial of Stage IlI-IV endometrial
—r & 2 cancer patients that showed
"~ ORAEREa * Chemotherapy alone decreased distant
Maonths from Stidy Activafi metastasis rate but with increased locoregional

failures compared to chemoradiation followed by
chemotherapy

Proportion Alive

Events Total HR  90% CI
— C-RT 132 370 0.90(.74, 1.10)
—CT 139 366
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Kemoterapi ve radyoterapiyi nasil kombine
ediyorum

e KemoBraki ardindan

* Kemo tamamlaninca pelvik RT



Nasil RT IMRT — 3 B konformal RT

akut toks Gi Ve GU
IMRT ile daha az
p=0.04, HR 0.42

Geg tox IMRT ile daha
az

%16 - %45

p=0.04, HR 0.43

Chen, GO 2015



Nasil RT

* 3 boyutlu brakiterapi




Kotd histoloji USPC

 Tum evrelerde lokal ve vajinal kontrole RT nin katkisi var. Ozellikle
brakiterapi sistemik Kemoterapi ile birlestirilebilir.

* Ana sorun uzak metastaz



Lokal yinelemede RT

 Secilmis bazi izole kiicuk vajinal yinelemeli hastalarda RT kuratif olabilir
* 5 yil lokal kontrol % 42 — % 65

* 5y sagkalim % 32- 53

* PORTEC-1 de pelvik yineleme sonrasi 3 yil SK % 0

* MD Anderson izole vajinal yineleme 91 hasta
 ERT + braki 5y LK %75
5y GSK %43
* Cerrahi gerektiren komplikasyon (grad 4) % 9



Stage I uterine carcinosarcoma: Matched cohort analyses for

lymphadenectomy, chemotherapy, and brachytherapy

® National Cancer Database

® 5,614 patients with Stage | CS

» Improved survival with node dissection

v 215 nodes
» Multiagent chemotherapy with
vaginal brachytherapy
improved survival

Overall survival (%)
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Brandon-Luke L. Seagle **!, Margaux Kanis ', Masha Kocherginsky °, Jonathan B. Strauss ¢, Shohreh Shahabi ?
Gynecologic Oncology 145 (2017) 71-77

1

Adjuvant treatment strategy

= Brachytherapy & multiagent chemotherapy, n = 374
= Multiagent chemotherapy alone, n = 654

=~ Brachytherapy alone, n = 280

= No adjuvant treatment, n = 2,316 Log rank P < 2.0 x 10*-16
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Medikal inop olgularda RT

* Evre 1 grad 1-2 MI yok ve lenf nodu yok ise
Sadece brakiterapi

* Daha olgular
* ERT + braki

* 250 hastalik bir seri 5 yil HSK %76,5

Rouanet, IJROBP, 1993



