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m Primarni lé¢ba

Al
A2
IB1

B2

1AL
I1A2
1B
INIA
1B
IVA

IVB (LU)
VB

KONIZACE / TRACHELEKTOMIE / PROSTA HYSTEREKTOMIE
KONIZACE / PROSTA HYSTEREKTOMIE +/- CHIRURGICKY STAGING UZLIN

RADIKALNI HYSTEREKTOMIE + PANEVNI LYMFADENEKTOMIE

DEFINITIVNIi CHEMORADIOTERAPIE
(RADIKALNI HYSTEREKTOMIE + LYMFADENEKTOMIE)

DEFINITIVNIi CHEMORADIOTERAPIE

DEFINITIVNIi CHEMORADIOTERAPIE
PALIATIVNI SYSTEMOVA LECBA +/- PALIATIVNI RADIOTERAPIE
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IVB (LU)
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DEFINITIVNIi CHEMORADIOTERAPIE

DEFINITIVNIi CHEMORADIOTERAPIE
PALIATIVNI SYSTEMOVA LECBA +/- PALIATIVNI RADIOTERAPIE
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DEFINITIVNI CHEMORADIOTERAPIE
(ZEVNI RADIOTERAPIE + BRACHYTERAPIE + CISPLATINA)

IVB

PALIATIVNI SYSTEMOVA LECBA +/- PALIATIVNI RADIOTERAPIE



4mm or smaller Larger than 4cm Cancer has grown

into top part of
the vagina

¢asné stadium IB - 1A




GOG 92: pooperacni RT (stredni riziko)

277 pacientek FIGO IB

1988-1995 —
‘ Bez dalsi lécby ‘
+ Hluboka 1/2 jakakoliv
+ Stredni 1/3 22cm

Hluboka/stfedni 1/3 >4 cm

+ Povrchova 1/3 >5cm

Adjuvantni radioterapie:

46Gy/23 frakci, nebo
50.4Gy/28 frakci

N+ Exclusion kritérium

Median sledovani: 5y |
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Primarni cil: rekurence, RFI
Sekundarni cil: OS

Sedlis et al. Gyn Onc 1999
Rotman et al. JROBP 2006



GOG 92: pooperacni RT (stredni riziko)

Progression —Free Survival
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Radikalni hysterektomie

Risk groups according to prognostic factors: suggested type(s) of radical hysterectomy.

Risk group Tumor size LVSI Stromal invasion Type of radical hysterectomy’
Low risk <2 cm Negative Inner 1/3 B1 (A)
Intermediate risk =2 cm Negative Any B2 (C1)
<2 cm Positive Any
High risk >2cm Positive Any C1(C2)




R a d D. Gibula et al. / Gynecologic Oncology 151 (2018) 438443
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GOG 109, SWOG 8797, RTOG 9112:
pooperacni RT vs. CHRT (vysoke riziko)

243 paclentek Pooperacni radioterapie:

FIGO IA2 - IIA P oterapie:
1991-1996 49.3Gy/29 frakci na panev

- (+ 45Gy/29 frakci na PALU pfi
postizeni spolecnych ilickych uzlin)

Pozitivni:

* Parametria a/nebo

« Uzliny a/nebo

e Okraj

Adjuvantni chemoradioterapie:
cisDDP/5-FU 4 cykly
(1 a 2 konkomitantné s RT)

Median sledovani: 3.5y |
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Primarni cil: PFS, OS
Sekundarni cil: toxicita

Peters et al. JCO 2000



GOG 109, SWOG 8797, RTOG 9112:
pooperacni RT vs. CHRT (vysoke riziko)

0S: 81% with chemoXRT vs. 71% with XRT

243 Adjusted HR 1.96 (p = 0.007)
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Peters et al. JCO 2000



IVA

Cancer has grown Cancer has grown
into top part of into lower third of
the vagina the vagina

pokrocilé stadium |IB - IVA




Onkogynekologicka centra celkem
Sleté preiiti, % (95% interval spolehlivosti)

Klinicke
stadium
Viechna stadia
Stadium |
Stadium II
Stadium Il
Stadium IV

Celkove

65,2 % (63,7; 66,6)
89,4 % (88,0; 90,7)
59,1 % (55,4; 62,7)
48,1 % (45,0; 51,1)
13,3 % (10,7; 16,2)

Relativni

68,0 % (66,5; 69,5)

92,4 % (90,9;93,7)
63,8 % (59,7; 67,6)
r
50,6 % (47,4; 53,8)
143 % (11,5;17,3) ~

Pocet
pacientek
6754
3231
1082
1501
727

Fakultni nemocnice Hradec Kralové

Sleté preiiti, % (95% interval spolehlivosti)

Celkove

67,8 % (61,0; 73,7)
86,9 % (74,6; 93,4)
63,5 % (50,2; 74,1)
57,9 % (43,6; 69,9)
23,2 % (13,3; 34,6)

Relativni

70,3 % (63,2; 76,3)
89,0 % (75,4; 95,3)
67,7 % (53,1; 78,7)
61,5 % (45,8; 73,8)
24,2 % (13,9; 36,1)

Pocet

paciente
r

r

378
102
97
87
80



Fenomeén Willa Rogerse

1879 - 193?

“When the Okies left Oklahoma and moved to California, they raised
the average intelligence level in both states.”
Will Rogers

Diagnosis in the 70s Diagnosis in the 20s

WD

LOCALISED METASTATIC LOCALISED wmp METASTATIC




Zevni radioterapie

CT nebo PET/CT simulace PTV

Vstupni MR pro potfeby BRT 15-20 mm kolem GTV a délohy

10-15 mm kolem pochvy a
parametrii

idealné 5 mm kolem uzlin

radioterapie panve (CTV)
GTV + cela deloha
pochva = 3 cm pod tumor

parametria

uzliny presakralni,
obturatorni, zevni a vnitrni
ilické, spolecné ilické

+/- paraaortalni uzliny
+/- tfiselné uzliny (II1A, IN+)

denni IGRT !!!!




Zevni radioterapie

IMRT / VMAT IMRT / VMAT
+ —
* LepsSi homogenita * Riziko poddavkovani GTV
 Setfeni OAR  Nutnost precizni konturace

e MensSi Gl a GU toxicita e Nutnost denni IGRT




Zevni radioterapie

Davka zevni radioterapie ‘

45Gy (40-50Gy)
na panev +/- PALU +/- tfisla

55-60Gy na neresekovanou
lymfadenopatii (SIB)

délka lécby do 55 dnu




Definitivni
Radioterapie vs.

Chemoradioterapie

RTOG 90-01

GOG 123
predoperacni

SWOG 8797
pooperacni

GOG 85

GOG 120

NCIC

388

369

243

368

526

253

IB-11A = 5cm, |IB-
IVA

IB>4cm
IA2-11A (R1, N+,
parametria)

1B, 111, IVA

[1B, 111, IVA

IB-IVA =2 5cm, N+

EFRT
RT + Cis/FU

RT
RT + wCis

RT
RT + Cis/FU

RT +H
RT + Cis/FU

RT+H
RT + wCis
RT + Cis/FU/H

RT
RT + wCis

0" RTOG GOG GOG GOG SWCG

80-01 120{1)  120(2) 123

NCIC '

Fig 4, Relative risks of disease recurrence for the seven cisplatin-conta

ancad carvical carcinoma (RTOG, Radiation Therapy Oncology Group

3aval
206G, Gyneco
NCIC, National Instit

p=0.004
p=0.008
p=0.01
p=0.01

p=0.002

p=0.42



Definitivni

Surviving
5 o

et

Radioterapie vs. S ——
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GOG 120 173 @) 20%

GOG 120 526 1B I" proc 90.01 193 10% 103 35%

NCIC 126 27% 123 33%

NCIC 253  IB- TOTAL 1153 19% 086 32%




Cisplatina vs. fluorouracil

GOG 165: 316 pacientek IIB-IVA, klinicky negativni PA uzliny
Rameno A: RT+BRT + weekly cisDDP 40mg/m?, 6 cykl(
Rameno B: RT+BRT+ kontinualni i.v. 5-FU 225mg/m? D1-5, po 6 tydn(

EBRT 45Gy + LDR BRT (40Gy) nebo HDR BRT (5x6 Gy)
Poprvé preskripce 85Gy do bodu A, poprvé také HDR brachyterapie

Ukoncéena predcéasné po interim analyze (o 35% vice selhani v rameni s FU)
Selhani v panvi stejné, ale pri FU vice distan¢nich selhani

Weekly cisplatina 40mg/m? (6 cykld) proto povazovana za standard

Lanciano, JCO 2006



Gemcitabine trial

515 pacientek
FIGOIIB - IVA

WPRT + weekly cisDDP

2002-2004

» brachyterapie

WPRT + weekly gem/cisDDP

PALN+ Exclusion kritérium

» brachyterapie

> 2 x gem/cisDDP

Median sledovani: 47 m |
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Primarni cil: 3x PFS
Sekundarni cil: OS, TTP, ...

Duenas-Gonzales et al. JCO 2011



Gemcitabine trial

| 515 pacientek I o |
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OUTBACK trial

926 pacientek
FIGO IB1N+,I1B2-IVA

Primarni cil: OS
Sekundarni cil: PFS, toxicita,
QOL

mMmO>N-—-<QUOZ>»m=

WPRT + weekly cisDDP
» brachyterapie

WPRT + weekly cisDDP
» brachyterapie
> 4 x paclitaxel/CBDCA




OUTBACK trial = ASCO 2021
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Typ boostu?

NCDB analyza
7654 pacientek
2004-2011

Pouziti SBRT/IMRT

zhorsilo preziti

vice nez vynechani

chemoterapie
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2D BRACHYTERAPIE

* na RTG shimcich

* predpis davky do
bodu A

* reportovani davky
v referencnich
bodech

[ePenEni bod ICRU v rek



3D BRACHYTERAPIE

CT/MR

davkove objemové
histogramy







MR guided 8T
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Applicator HDR unit

Radioactive source
goes through tubes
into applicator
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Studie, ktere
(ne)zmeénily praxi v
radioterapii karcinomu
endometria
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Histologie Grade Hloubka LVSI Velikost Pdocfltri?ﬁgi Vék
invaze Tumoru segmentu
Nizké riziko:

. stadium IA, G1-2, endometroidni

Operace samotna

Stfedni riziko:

. stadium IB, grade 1-2, endometroidni
. stadium IA, grade 3, endometroidni
Vaginalni brachyterapie

Vyssi stfedni riziko: + rizikové faktory (LVSI)

Vysoké riziko:

. stadium IB, grade 3, endometroidni
. stadium Il a Ill, endometroidni Radiotera p|e pa’ nve
. stadium I-lll serézni a svétlobunécné

Radioterapie +/-
chemoterapie




PORTEC

715 pacientek stfedniho rizika (1B G1; IA/B G2, IA G3)

Rameno A: TAH-BSO (bez LA) + sledovani

Rameno B: TAH-BSO (bez LA) + EBRT 46Gy

Akutni toxicita signifikantné vyssi po EBRT (25% vs. 6%), p < 0.001
Update 2011: ZlepSeni 15-LR pfi EBRT (6% vs. 15.5%), p < 0.0001

U pacientl bez EBRT nejcastéjsi misto LR izolované v poSevnim pahylu (74%)

Neprokazano zlepseni OS, CSS ani DM

Signifikantné vice inkontinenci, prljm{ a uniku stolice pfi EBRT (p<0.01)

» - N O Q0= N O
»2i 2 6 Yes 35 12
<123 101 5 No 220 30
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<izZmn as T

>12% o 3B S—
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Cumutitrss Poaconag
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]
umuiative Percentage
%
|
|
\ R

200 No radiotherapy
=== Radiotherapy
15
e
=
Z 10
2
5
0/
7 T T T 1
0 12 24 36 48 60
Time after randomisation (months)
Numbers at risk
Radiotherapy 354 338 284 219 161 109
No radiotherapy 360 328 271 210 159 115

Figure 2: Probability of locoregional (vaginal or pelvic) relapse
for patients assigned to postoperative radiotherapy or no
further treatment

Creutzberg, Lancet 2000
Creutzberg, JCO 2004

Scholten, [JROBF 2005
Creutzberg, IJROBF 2011
Nout, JCO 2011



PORTEC-2

427 pacientek HIR (= 60 let IC/G1-2 nebo IB/G3; lIA/jakykoliv vék a grade vyjma G3 s invazi > 50% myometria); bez
rutinni LA; median f/u 2.7 let

Rameno A: TAH-BSO + EBRT (46Gy/23 frakci)
Rameno B: TAH-BSO + VBT (90% HDR BT 3x7Gy do 0.5 mm 1x tydné)

5-VR: 1.8% pFi VBT vs. 1.6% pfi EBRT (p=0.74)

5-LRR (vaginalni + panevni): 5.1% pfi VBT vs. 2.1% pfi EBRT (p=0.17)
Izolovana panevni rekurence: 1.5% pfi VBT vs. 0.5% pfi EBRT (p=0.30)
5-DM: 8.3% pfi VBT vs. 5.7% pii EBRT (p=0.46)

5-0S: 85% pfi VBT vs. 80% pfi EBRT (p=0.57)

5-DFS: 83% pfi VBT vs. 78% pfi EBRT (p=0.74)

Signifikantné vice G1/2 Gl toxicity pfi EBRT (54% vs. 13%)

CAVE: 92% pacientek bylo G1/2; nebyl hodnocen vliv LVSI

Nout, JCO 2009
Nout, Lancet 2010
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PORTEC 3 (2006 - 2018)

» High risk Endometrial Cancer (HREC)

Pelvic RT 48.6 Gy + 4x Carboplatin AUCS
2x Cisplatin 50mg/m?2 Paclitaxel 175mg/m2

1 1

1111 1111

<> <> <€ >
5 weeks 2 wks 12 weeks

Pelvic RT alone 48.6Gy

1111
€«

5 weeks

Stage | grade 3, with deep
invasion or LVSI+

Stage Il - llI

Stage I-lll serous or clear cell
cancers (>25%)

De Boer, Lancet Oncology 2019



Survival

04

PORTEC 3 (FU 6y)
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Overall survival Failure-free survival
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i 5% |
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& |
| HR0.70[0.51-0.97], p=0.034 o | HR0.70 [0.52-0.94], p=0.016
[ | | | | | | | = [ | | | | I | ]
1 2 3 4 5 6 7 0 1 2 3 4 5 6 7
Years since randomisation Years since randomisation
5 yr OS: 81% (CTRT) versus 76% (RT) 5 yr FFS: 76% (CTRT) versus 69% (RT)

De Boer, Lancet Oncology 2019



PORTEC 3 (FU 6y)

Stages I-I| Stage llI

1.0

T m—i T e
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o ™ 10%
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= || HR 0.83 [0.51-1.35], p=0.45 > HR 0.63 (0.41-0.99), p=0.043
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0 1 2 3 4 S 6 7 0 1 2 3 4 5 6 7
Years since randomisation > 3 Years since randomisation
5 yr OS: 84% (CTRT) versus 82% (RT) 5 yr OS: 78% (CTRT) versus 68% (RT)

De Boer, Lancet Oncology 2019



PORTEC 3 (FU 6y)

OS for serous cancers FFS for serous cancers
25 —
— CTRT
[l = 8 1
§ g ™ 12%
E % | (‘,5) |
o | HR0.48 (0.24-0.96), p=0.037 o | HR0.42 [0.22-0.80], p=0.008
= [ | | | | | [ | & [ I | [ I | I |
0 1 2 3 4 5 6 7 0 1 2 3 4 5 6 7
Years since randomisation Years since randomisation
5 yr OS: 71.4% (CTRT) versus 52.8% (RT) 5 yr FFS: 59.7% (CTRT) versus 47.9% (RT)

De Boer, Lancet Oncology 2019



PORTEC 3 (Fu sy)
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GOG 249

S 1.0
GOG-249 % ;
_ S 08-
e Stage I-Il EC with HIR factors £ _ o
- c o
(&
e Stage |-l serous / clear cell 2 g 98-
= o
C Q—
o o
P o 0.4 1 Treatment group No. of Total
= events
<—( — RT 67 301 i
PeIVIC RT 2 024 == VCB/C 63 300 !
g HR, 0.92; 95% confidence limit, 0.65 to 1.30; P= 3:1
R . - -i ensore
~~ 3x carboplatin & — TR
: 0 12 24 36 48 60 72
& paclitaxel + VBT
No. at risk: RFS (months)
RT 301 262 230 212 152 76 26
N — 60 1 VCB/C 300 260 238 217 165 77 30

Median follow-up 53 months

Randall, JCO 2019



GOG 249

G = Pelvic and PA Recurrence
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Randall, JCO 2019



GOG 258

GOG 258
e Stage lII-IVA

Pelvic RT + 2x cisplatin
-> 4x carboplatin

> il .
—_ & paclitaxel

R

6x carboplatin
& paclitaxel

Completed accrual 2014
N=804

1.0+
@ 09-
9
S 0.8 Chemoradiotherapy
&
0.7+
3
3 06
- Chemotherapy only
S 0.5-
P No. of Total
% 0.4+ Events  No.
c 03 Chemoradiotherapy 132 370
2 Chemotherapy Only 139 366
0.2+
§' Hazard ratio, 0.90 (90% Cl, 0.74-1.10)
a 017 p-020
0.0 T T T T T 1
0 12 24 36 48 60 72
Months
No. at Risk
Chemoradiotherapy 370 295 235 164 103 45 19
Chemotherapy only 366 293 230 159 113 55 17

Median follow-up 47 months

Matei, NEJIM 2019



GOG 258

Vaginal Recurrence Pelvic and PA Recurrence Distant Recurrence

0.35+ 0.35+ 0.35+
0.30- 0.304 0.304 Chemoradiotherapy
0.254 0.254 0.254 __y=== Chemotherapy only
0.204 0.20+ e Chemotherapy only  0.20 ’f,-—_...r"---
0.15- 0.15- W 0.15- ”~
e - t===== Chemotherapy only 0,10 Chemoradiotherapy (104
e P A Chemoradiotherapy iy O
ooc T T 1 1 1 1 0 m 1 I l 1 U 1 0'00 1 1 1 1 1 J

0 12 24 36 43 60 72 0 12 24 36 48 60 72 0 12 24 36 48 60 72

C-RT vs. CT : HR=0.36 (CI: 0.16-0.82) C-RT vs. CT : HR=0.43 (CI: 0.28-0.66) C-RT vs. CT : HR=1.36 (CI: 1.00-1.86)

» Significantly better pelvic/para-aortic control with RT-CT vs CT

Matei, NEJIM 2019



Zavéry (PORTEC3, GOG 249, GOG 258)

High-risk endometroidni EC stadium 1/II
* adjuvantni CHT ma jen minimalni benefit za cenu vyssi toxicity
* benefit je vétsi u serdznich karcinoma (+ p53 mutované)

* velmi dobra panevni kontrola nemoci po RT panve napfic studiemi

Endometroidni EC stadium llI
e RT + CHT zlepsuje preziti oproti RT samotné (PORTEC3)

e RT + CHT snizuje panevni a paraaortalni recidivy oproti CHT samotné
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ProMisE molecular classifier

Hn.msi I H.Copy number low

IV.Copy number high
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PORTEC 3 (post-hoc analysis)

PORTEC-3 HR-EC trial cohort N=410

13% POLE

22% p53

33% MMRd

32% NSMP

Recurrence-free survival

©
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2
FJ
5
8
@ 257 —— p53abn
= POLEmut
-~ MMRd
NSMP
0 -
T T T i T T
0 1 2 3 - 5
No. at Risk: Years since randomisation
p53abn: 92 71 57 49 44 32
POLEmut: 52 51 51 50 49 39
MMRd: 137 124 112 102 96 73
NSMP: 129 122 112 104 93 68

Leon-Castillo, JCO 2020




PORTEC 3 (post-hoc analysis

POLEmut

RFS (%)

100
75 -
5-year RFS: 100% (CTRT) v 96.6% (RT)
50 - HR, 0.02; 95% Cl, < 0.01 to >10%; Py, = .637
25
—— RT
— CTRT
T T T T T
0 1 2 3 4 5
Time Since Random Assignment (years)
No. at risk:
RT 29 28 28 28 27 23
CTRT 22 22 22 21 21 14

p53abn
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5-year RFS: 58.6% (CTRT) v 36.2% (RT)
HR, 0.52; 95% Cl, 0.30 t0 0.97; Peox = .021
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0 1 2 3 4 5

Time Since Random Assignment (years)

No. at risk:
RT a4 29 23 18 16 10
CTRT 49 43 34 3 28 22

MMRd
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Time Since Random Assignment (years)
No. at risk:
RT 70 63 58 53 49 39
CTRT 67 61 54 49 47 35
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Time Since Random Assignment (years)

No. at risk:
RT 57 53 47 43 38 28
CTRT 72 69 66 62 56 41

Leon-Castillo, JCO 2020



AINBO

§P " Overview of program
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RAINBO program supported by GCIG and coordinated by TransPORTEC will allocate EC pts to 4 international academic

sub-trials each led by one Gyn-Onc national clinical trial group




Zavéry (ESGO/ESTRO/ESP doporuceni)

Molekularni klasifikace zlepSuje prognostifikaci a predikci |é¢ebné odpovéedi napfric stadii a riziky

Molekularni klasifikace mlze zamezit overtreatmentu

Molekuldrni klasifikace ma vétsi vyznam u high-risk EC

u Gradel-2 nizkého a stfedniho rizika lze analyzu POLE vynechat

MMRd maiji vétsi riziko recidivy a nemaji benefit z adjuvantni CHT (imunoterapie?)

Grade3 POLEmut I/1l stadia maji vynikajici progndzu a nejspise nepotiebuji adjuvantni CHT? (15 pacientek)

u POLEmut llI-IVA stadia vyckat prospektivnich studii, nez deskalujeme adjuvantni terapii

Doporuceni vynechani jakékoliv adjuvantni terapie u POLEmut EC /Il stadia zaloZzeno zejména na post-hoc
analyze 13 pacientek (vSechny | stadia bez LVSI) z PORTEC1, ostatni mély VBT, RT panve ¢i CHRT




Déekuji za pozornost



