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Why are we so confused?

 Heterogenous populations in RCTs
— Are there subgroups who benefit? What are they?

e No RCT in serous and clear cell

* PFS benefit and not OS benefit

—-2>How do we discuss benefit?



Endometrial
Serous
Clear cell

Stage |-
Stage Il

The evidence

Meta-analyses
RCT
Subgroup analyses of RCT

Retrospective studies
(Database, pooled centres)
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Adjuvant Chemo RCTs

5yrPFS % 5yr0S %
GOG 150 206 -1V Cis/ifos 4248 Ns 35245 +10
Wolfson 2007 Carcinosarc WAI p.085
'n_: GOG 122 396 i & Iv Cis/dox (38->50) +12 (42->55) +13
> | Randall 2006 opt WAI p.007 p.004
o
€
o | GICOG 340 IC-11 G3 ns
< 63 6966
O | Maggi 2006 I (x CC/SC) Cis/dox/cyclo "
PRT
JGOG 2033 385 IC—1IIC ns
Susumuy 2008 S50% M| 84->82 ns 85>87
GOG 34 181 IA,IB, 11, 1 PRT + Dox ns
? ns ~60
Morrow 1990 PRT
MaNGO ILIADE | 157 | liB-llIC PRT + Chemo 61374 ns 72578
= Hogberg 2010 PRT +7
o) .. p.07
+ | NSGO/EORTC 383 I-111 hi risk PRT (VBT) + CT +7
2 ->
g Hogberg 2010 PRT (VBT) R p.04 7683
i =
O | Finnish 156 |IA-B G3, PRT + CEP ns
2->
g Kuoppala 2008 IC-11IA PRT 82277 ns 85
g GOG 249 601 | GOG HR, Il VBT + Carb/pac 3-year 3-year ns
Randall 2017 111 CC/USC PRT 82582 ns 91->88
PORTEC3 660 IG3 inv,IBG3, IlI-lll,any | PRT (VBT)+C > C/P | 69276 +7 p.02 77>82 ns
De Boer 2018 C/USC PRT (VBT) 58->69 St3 +11 p.01 70>79 ns




ALL STAGES



Cochrane review 2011

Adding Chemo to RT

5yr PFS % 5yr0OS %
GOG 150 206 -1V Cis/ifos 42248 Ns 35245 +10
Wolfson 2007 Carcinosarc WAI p.085
E | GOG 122 396 &1 Cis/dox (38—>50) +12 (42->55) +13
; Randall 2006 opt WAI p.007 p.004
S
g GICOG 340 IC-11 G3 63 ns 69566 ns
JGOG 2033 385 | IC-IIC PRT ns
Susumu 2008 >50% M 84282 ns 8587

GOG 34
Morrow 1990

MaNGO ILIADE 157 [1B-111C PRT + Chemo

Hogberg 2010 PRT 61>74 ns 72278 +7
. .07

NSGO/EORTC 383 I-111 hi risk PRT (VBT) + CT +7 P

Hogberg 2010 PRT (VBT) e p.04 7683

Finnish ns

Kuoppala 2008

GOG 249 ns

(Randall 2017)

PORTEC 3

De Boer 2018

ns
ns

Johnson et al 2011 CD003175



Cochrane review 2011

5yrPFS %

GOG 150 206 -1V Cis/ifos
Wolfson 2007 Carcinosarc WAI
E | GOG 122 396 &1V Cis/dox
; Randall 2006 opt
an GICOG
i =
o

Maggi 2006
JGOG 2033

PRT (VBT) + CT
PRT (VBT) p.04

i
(@) ns
& WBhala 2008
©
< | GOG 249 ns
(Randall 2017)
PORTEC 3

ns

De Boer 2018 ns

Johnson et al 2011 CD003175



Systematic review 2018

5yr PFS % 5yr0S %

_ I
z Included all 6 trials below
g |
; N= 2100, Stages I-llI
=
u —

GOG 34 181 | IAIB, I, III PRT + DoX ns

? ns ~60

Morrow 1990 PRT

MaNGO ILIADE 157 | 1IB-IIIC PRT + Chemo
-
& | Hogberg 2010 PRT 61>74 ns 72278 +7
S 07
* | NSGO/EORTC 383 | I-IIl hi risk PRT (VBT) + CT P-
o / (VBT) 72579 +7 76->83
€ | Hogberg 2010 PRT (VBT) p.04
Q
=
O | Finnish 156 IA-B G3, PRT + CEP ns
8 | Kuoppala 2008 IC-1IIA PRT 82277 ns 85
% GOG 249 601 | GOG HR, Il VBT + Carb/pac 3-year ns 3-year ns
< | (Randall 2017) -1l CC/USC PRT 82582 91->88

PORTEC 3 660 | IG3inv,IBG3, II-lll, any | PRT (VBT)+C > C/P | 6976 +7p.02 | 77>82 ns

De Boer 2018 C/USC PRT (VBT) 58369 5t3 | +11 p.01 70->79 ns

Yi 2018 Gynecol Oncol 149:612



OS CRT RT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Boer 2016 270 330 253 330 301% 1.07 [0.98,1.15] T
Hoghberg(1) 2010 152 187 145 191 171% 1.07 [0.96,1.19] Nl Rl
Hogherg(2) 2010 62 80 55 76 6.7% 1.07 [0.89, 1.29]
Kuoppala 2008 69 84 61 72 7.8% 0.97[0.84,1.12] B A
Morrow 1990 56 92 59 89 71% 0.92[0.74,1.15]
Randall 2017 256 291 258 283 311% 0.96 [0.91,1.02] —&r
Total (95% Cl) 1064 1041 100.0%  1.02[0.98, 1.06] 4
Total events 865 831
Heterogeneity: Chi*= 7.40, df= 5 (P = 0.19); F= 32% 0 05? i 135 2
Test for overall effect: Z= 0.84 (P = 0.40) ) CRT RT

PFS (+CSS) CRT RT Risk Ratio Risk Ratio
Study or Subqroup _ Events Total Events Total Weight M-.H, Fixed, 95% ClI M.H, Fixed, 95% ClI
Boer 2016 249 330 227 330 34.49% 1.10[1.00, 1.21) —
Hogherg(1) 2010 159 187 145 191 21.8% 1.12[1.01, 1.24) =
Hogherg(2) 2010 65 80 52 76 8.1% 1.19[0.99, 1.43]
Randall 2017 239 291 232 283 35.7% 1.00[0.93, 1.08] ——
Total (95% Cl) 888 880 100.0% 1.08[1.02,1.13] ®
Total events 712 656
Heterogeneity: Chi*=5.19, df= 3 (P = 0.16); F= 42% 0 057 1 1* . 2
Test for overall effect: Z= 2.83 (P = 0.005) ' ' CRT RT '

Yi 2018 Gynecol Oncol 149:612



2018 systematic review/meta-ana
Adding chemo to RT

N= 2100
6 RCT

Syr % benefit | HR p
OS 80 1.02 ns
CSS 79287 |+7% |1.09 p.03
PFS 7480 |+6% |1.08 p.005
Local rec 3 0.48 ns
Distant 13 0.94 ns
mets

META —ANA 6x RCT:
CSS and PFS +6%
No OS diff

Yi 2018 Gynecol Oncol 149:612



PORTEC 3

High risk EC n=686
Stage | 30%
Stage Il 25%
Stage Il 45%

Serous 16%, CC 9%

1° endpt = OS

L

Radiation

Radiation

— o

de Boer 2018 Lancet Oncol 19:295



Survival

1.0

0.8

06

04

0.2

0.0

PORTEC 3 results

| HRO0.79[0.57-1.12], p=0.18
T T

OS ~80% ns

Failure-free survival

— RT
—— RT+CT

| HRO0.77[0.58-1.03], p=0.078
T T T

FFSITT ns

(If adj for stratification fcs
+7% 69276

HR.71 p.02)

+7% FFS benefit

when adjust results for
stratification factors

No OS benefit

de Boer 2018 Lancet Oncol 19:295



Summary table

Type of evidence PFS/FFS/CSS 0S Comments
ALL patients | 2018 Systematic rv +6-7 % ns
2018 RCT (PORTEC) +7 % ns




STAGE | AND i



Hazard ratio of 0.66

High stage cancer

No chemo Die of cancer

Chemo Live 2° chemo Die of cancer

Low stage cancer

No chemo




Adjuvant Chemo RCTs

5yrPFS % 5yr0S %
GOG 150 206 -1V Cis/ifos 4248 Ns 35245 +10
Wolfson 2007 Carcinosarc WAI p.085
'n_: GOG 122 396 i & Iv Cis/dox (38->50) +12 (42->55) +13
> | Randall 2006 opt WAI p.007 p.004
o
€
o | GICOG 340 IC-11 G3 ns
< 63 6966
O | Maggi 2006 I (x CC/SC) Cis/dox/cyclo "
PRT
JGOG 2033 385 IC—1IIC ns
Susumuy 2008 S50% M| 84->82 ns 85>87
GOG 34 181 IA,IB, 11, 1 PRT + Dox ns
? ns ~60
Morrow 1990 PRT
MaNGO ILIADE | 157 | liB-llIC PRT + Chemo 61374 ns 72578
= Hogberg 2010 PRT +7
o) .. p.07
+ | NSGO/EORTC 383 I-111 hi risk PRT (VBT) + CT +7
2 ->
g Hogberg 2010 PRT (VBT) R p.04 7683
i =
O | Finnish 156 |IA-B G3, PRT + CEP ns
2->
g Kuoppala 2008 IC-11IA PRT 82277 ns 85
g GOG 249 601 | GOG HR, Il VBT + Carb/pac 3-year 3-year ns
Randall 2017 111 CC/USC PRT 82582 ns 91->88
PORTEC3 660 IG3 inv,IBG3, IlI-lll,any | PRT (VBT)+C > C/P | 69276 +7 p.02 77>82 ns
De Boer 2018 C/USC PRT (VBT) 58->69 St3 +11 p.01 70>79 ns




Get rid of trials with >1/2 Stage Il

5 yr PFS %

5yrOS %

GOG 34

Flawed, lost to follow u

tions

svoﬁc 1502007 Carcinosarcoma, +325
olrtson g c
WAI comparator possibly harmful i
= | GOG 122 , +13
o o
> | Rancal 2006 All stlage 3-4 . O.Id fashloneclj chemo . 0.004
E 1 1 1 1 1
GICOG
2| 2/3 stage Il "
aggi 2006 e e
JGOG 2033 385 IC - 1IC PRT ns
Susumu 2008 >50% Ml 8482 8587

ns

oo 360 p, protocol viola
MaNGO ILIADE ' | | |
| Hogberg 2010 | Mostly stage Il 7
2 | NSGO/EORTC 383 I-111 hi risk PRT (VBT) + CT 29379 +7 26583 p.07
2 | Hogberg 2010 PRT (VBT) p.04
(<))
i =
O | Finnish 156 IA-B G3, PRT + CEP ns
& | Kuoppala 2008 IC-IIIA PRT 82277 ns 85
O
-<° GOG 249 601 | GOG HR, II VBT + Carb/pac 3-year ns 3-year ns
Randall 2017 -1l CC/USC PRT 82->82 91->88
PORTEC 3 660 IG3 inv,IBG3, lI-Ill, any | PRT (VBT)+ C > C/P | 69>76 +7p.02 | 77>82 ns
De Boer 2018 C/USC PRT (VBT) 58->69 St3 +11 p.01 70>79 ns




RCT mainly early stages

Stage Type |l path % 5yr PFS % 5yr OS %
n
| nm v Serous Clear cell Control benefit Control benefit
JGOG! 385 | 60 15 25 - - - 84 0 85 0
NSGO/EORTC? |383 | 90 10 - - 20 17 72 +7 76
p.04
Finnish3 156 | 70 20 10 - - 4 82 -5 85 0
GOG 249¢ 575 | 75 25 - - 15 5 82 0 91 (3yr) -3
PORTEC 3° 661 | €53> 45 - 77 +4 ? ?
25
Stage 2 data

1Susumu 2008 Gyn Oncol 108:226, 2Hogberg 2010 EurJ Cancer 46:2422,
3Kuoppala 2008 Gyn Oncol 110:190, “Randall 2017 ASTRO LBA 1, >de Boer
2018 Lancet Oncol 19:295



RCT mainly early stages

Stage Type |l path % 5yr PFS % 5yr OS %
n
| n m v Serous Clear cell Control benefit Control benefit
JGOG! 385 60 15 25 - - - 84 0 85 0
NSGO/EORTC? | 383 90 10 - - 20 17 72 +7 _
p.04
Finnish3 156 | 70 20 10 - - 4 82 5 BUT.
GOG 249 575 |75 25 - - 15 5 82 0 | Nodal staging optional,
?high I ]
PORTEC 35 661 | €53> 45 - 77 w4 | SO 7high occult stage
>25 stage| ANd high % serous

1Susumu 2008 Gyn Oncol 108:226, 2Hogberg 2010 EurJ Cancer 46:2422,
3Kuoppala 2008 Gyn Oncol 110:190, “Randall 2017 ASTRO LBA 1, >de Boer
2018 Lancet Oncol 19:295



Summary table

Type of evidence PFS/FFS/CSS 0S Comments
ALL patients | 2018 Systematic rv +6-7 % ns
2018 RCT (PORTEC) +7 % ns

Stage |-l

1 of 5 RCT (Hogberg)

7%

NS

But 37% serous or CC
& may be stage lll contamination

2018 RCT (PORTEC)

ns

NS




Database analysis: Stage IB and Il HREC

NCDB n= 11,750 Multivariate analysis, chemo:
74% Stage IB * +4% 5y0S (792> 83%)
25% serous/CC HR death 0.61 p.04

(HR 0.74 p<.01 propensity score matched)

Pts given chemo had worse prog fcs

Pts given chemo more healthy Hypothesis generating
+4% OS chemo advantage

Boothe 2016 IJGC 27(5):912



Subgroup by pathology

Hixclogy

Adsnocarcinoma 8829 —p— 0.26 [0.78. 0.98)
Fapillary s&rmus 2288 o I 0.52 [0.41, 0.58)
Clear Cell 43 —_— 0.80 10.22, 0.84)
| ¢ Favors aCRT ]
A 1 1.8 2.8

Is survival benefit driven by the 25% with serous and clear cell??

Boothe 2016 IJGC 27(5):912



Database analysis: Stage Il EEC

NCDB n= 6100 Multivariable analysis:
Stage Il EEC * 3y OS RT=CRT (~92%)
* Propensity score matching of 757 pts
No Rx 54% RT v CRT, also no sig diff in OS
RT 31%
Ch 6%
°mo So Stage Il EEC, Chemo doesn’t
ChemoRT | 9% add to RT in this retrospective

database analysis

Lester-Coll 2017 IJGC 27(9):1904



Summary table

Type of evidence PFS/FFS/CSS 0S Comments
ALL patients | 2018 Systematic rv +6-7 % ns
2018 RCT (PORTEC) +7 % ns
Stage I-ll 1 of 5 RCT (Hogberg) 7% ns But 37% serous or CC
& may be stage Ill contamination
2018 RCT (PORTEC) ns ns
US NCDB St I-I ? +4% But 25% serous or CC

US NCDB St Il EEC only

ns




STAGES Il & IV



Omit trials with early stage

Adding Chemo to RT

GOG 34
Morrow 1990

5yrPFS % 5yrOS %
GOG 150 , | ' ' ' +10
Wolfson 2007 Carcinosarcoma I p.085
- GOG 122 396 n & Iv Cis/dox (38->50) +12 (42->55) +13
; Randall 2006 opt WAI p.007 p.004
=
o | GICOG 340 IC-11 G3 ns
< ) 63 ns 69->66
S | Maggi 2006 Il (x CC/SC) Cis/dox/cyclo
JGOG 2033 === ns
Susumu 2008 Stage -l I

Flawed, lost to follow up, protocol violations

MaNGO ILIADE

Hogberg 2010

157 11B-111C

I ns
PRT + Chemo
PRT 61->74 ns 72->78 +7

NSGO/EORTC
Hogberg 2010

p.07

Finnish
Kuoppala 2008

Stage |-l

ns

GOG 249
Randall 2017

ns

PORTEC3
De Boer 2018

660 IG3 inv,IBG3, II-Ill, any

C/USC

PRT (VBT)+ C > C/P
PRT (VBT)

69->76
58->69 St3

+7 p.02
+11 p.01

77>82 ns
70>79 ns




RCT

Stage Type Il path % 5yr PFS % Syr OS %
n
| nm Serous Clear Control benefit | Control benefit
GOG 1221 396 O 0 50 50 20 5 38 +12 42 +13
o p.007 0.004
>
'n_: GICOG? 340 25 10 65 - - - 63 0 69 -3
MaNGO ILIADE3 157 O 30 70 - - - 61 +13 72
o
}' PORTEC 34 661 | €53> 45 - 58 +11 70 +9
.03
k= ? <25% i
Stage lll data

1Randall 2006 JCO 24:36, 2Maggi 2006 BJC 95:266

3Hogberg 2010 EurJ Cancer 46:2422, “de Boer 2018 Lancet Oncol 19:295




Survival
0.6 0.8 10

04

0.2

0.0

PORTEC 3 results

\ — EI—+CT = b §$+CT D
100
Co—— S 7 g
5 — — = 804
£ o] g
é £ 60+
e < S
g ° 5 40
= H_E 207 Proxagusees=0-014
| HRO0.79[0.57-1.12], p=0.18 - | HR0.77[0.58-1.03], p=0.078 £ Plog any=0-031, HR 0-66 (95% €1 0-45-0-97)
T T T T T 1 < f T T T T T 1 i:=(J iII. i _5, 4|1- 5|
1 2 3 4 5 6 Q 1 2 8 A 2 e Time since randomisation (years)
OS ~80% ns FFESITT ns Stage Il subgroup
(If adj for stratification fcs FFS +11%
0
R p0d) 58->69%
.71 p.02) HRO.66 p.014

de Boer 2018 Lancet Oncol 19:295



Summary table

Type of evidence PFS/FFS/CSS 0S Comments
ALL patients | 2018 Systematic rv +6-7 % ns
2018 RCT (PORTEC) +7 % ns
Stage I-ll 1 of 5 RCT (Hogberg) 7% ns But 37% serous or CC
& may be stage lll contamination
2018 RCT (PORTEC) ns ns
US NCDB St I-l1 ? +4% But 25% serous or CC
OS a flawed endpoint?
US NCDB St Il EEC only ? ns
Stage lll (IV) | 2 of 4 RCT (PORTEC, +11-12% +13 But GOG 122 50% stage IV

Randall GOG122)

GOG122

2018 RCT (PORTEC)

+11%

N

ns




Summary of summary table

e Stage I-ll EC: No convincing evidence of benefit from chemo
— 4/5 trials with mostly early stage are —ve,
— PORTEC subgroup ns
— Database evidence unimpressive
e Stage lll EEC: ~10% benefit in FFS from chemo
— 2/4 RCT trials both ~10% benefit
— PORTEC subgroup +ve



The downside — Toxicity and QOL

TOXICITY At 2 years:

- PRO: 25% (vs 6%)‘Quite a bit/very much N&T’ p<.0001
- 10% (v 1%) Grade 2+ neuropathy

= limiting shopping, housework, food prep, transport

QOL at 1 and 2 years:

No diff >12m (worse at 6m as patients just finished chemo)

De Boer Lancet Oncol 2016;17:1114



Opinions

De Boer review Oct 2018
— Chemo ...should be considered for stage Il to optimise outcome
— Stage [-Il with high risk features — EBRT remains the standard
— Higher rates AE and {,QOL with chemo
— Counselling each Pt important
— Translational Rx is needed (TransPORTEC)

De Boer 2018 Exp Rev Anticancer Ther epub



SEROUS (AND CLEAR CELL)



Serous and clear cell

Only comprises small minority of EC
USC ~10% (higher with lower stages)
Clear cell 1-5%

Most serous and CC EC is EARLY stage
There is no randomised data (best is retrospective database)

The numbers of patients in the RCTs are too small to allow
effective subgroup analysis (but see Hogberg and PORTEC)



Does chemo benefit Serous (and CC) more?

Hixclogy |
Adsnocarcinoma 8829 —p— 0.26 [0.78. 0.98)
Fapillary s&rmus 2288 o I 0.52 [0.41, 0.58)
Clear Cell 43 —_— 0.80 10.22, 0.84)
| & Favors aCRT 1
i, 1 1.8 2.0

2016 NCDB registry review
n=11,000

Boothe 2016 IJGC 27(5):912



Chemo in Stage I-1l serous/CC

n USC:CC:mix Stage 5 yr outcome HR
Xiang 2018 1789 80:20:0 I-Il | ~70->80 ~10% 0.7
US Seer-Medicare database CSS p.05
11 45->55 +10% .66

CSS p.006
Qu 2018 190 64:9:27 IA M- 69->84 +15% 0.47
Canadian pooled data 224 IA M+ DFS p.009
Boothe 2016 1021 70:30:0 I-11 ? ? 0.48
US NCDB (0}




US Database Serous & clear cell

1
——No BT/chemo
2 ——BT or chemo (not both)
= 0.8 BT and chemo
=
o
E No BT/chemo vs BT or chemo: P = 0.03
O 0.6 BT or chemo vs BT and chemo: P = 0.05
3‘5 No BT/chemo vs BT and chemo: P = 0.0002
[0}
7 0.4
a obs
(&} ’—_,—r-’_
c I r
392 o e RTor CT
g T
o ,__,’:f._"
0 ~:‘—""'H:~ L
0 18 36 54 72
Months
No BT/chemo: 338 262 185 113 75
BT or chemo: 365 321 230 163 105
BT+chemo: 244 209 132 76 50

Stage I-lI
Multivariable analysis:
Serous only:

~10% CSM benefit
HR 0.71 p=0.05

1

—— Adjuvant chemotherapy: Yes

Pan) Adjuvant chemotherapy: No
= 0.8
h =t
£
P = 0.002
£0® ~_._.0bs
Q L - —
F04 —~~ chemo
— gl e =
£ i il
8 0.2 oy —
N | |
0 12 24 36 48
Months
Yes: 451 393 275 175 113
MNo: 150 25 60 38 27

Stage Il

Fig. 3. Cancer-specific mortality (CSM) for stage [ll serous and clear cell cancers according
to receipt of adjuvant che motherapy.

Multivariable analysis:

10% CSM benefit
55% = 45%
HR 0.66 p.002

Seer-Medicare data
N=1789 (80% serous)

Xiang 2018 Gyn Oncol epub



—
[
[ = ]

Local Control (%)

Canadian pooled series |IA serous

80 <
G0 -
40 4
204 Adjuvant Chemotherapy
= Mo
o4 Yes p = 0.014
| L] T T 1
0 1 z 3 4 5
Time (Years)
Mumber at risk:
2/49 212 155 107 0] 51
140 115 75 45 33 22

Local control

Disease Free Survival (%) 0

20« Adjuvant Chemotherapy

1004
m_%

= Mo

0 - g p = 0,009

T T T T 1

] 1 2 3 F) 5

Time (Years)
Mumber at risk:

274 S0E 152 106 [=1:4 a0

140 114 Fal 45 £ 23

DFS

N=414 Pts 6 centres

Multivariable analysis:

DFS + 15%,
69->84%

HR 0.50 p.009
CSS and OS ns

Qu 2018 Gyn Oncol 149(2):283



Hogberg RCT subgroup: Serous & clear cell

Cell type

RT-CT better RT better

——1 Overall n=75 serous, 67 clear cell

—— Fraemairold No convincing impression
_ Serous o clear cel chemo works better in
1 ' serous/clear cell
s 5 6 5 1
' .‘;EHH . in this otherwise positive trial of
adj chemo (but small nos)

Hogberg 2010 Eur J Cancer;46:2422



Failure-frea survival

10

08

06

04

02

0.0

PORTEC 3 subgroup: Serous cancers

Radiotherapy

Events/ 5-year failure-free
patients survival (95% Cl)

Chemoradiotherapy

Chemoradiotherapy vs radiotherapy

Events/ 5-year failure-free HR (95% Cl) pvalue  Piieadion

patients survival (95% Cl)

Histology and grade
Endometrioid grade 1-2 32/131  75% (66-82)
Endometrioid grade 3 32/106  69% (59-77)
Serous, clear cell, other 39/93  59% (48-68)

C. Failure-free survival for serous cancers

Yoars sincd randomisation

26/127  82% (74-88)
28/106  74% (64-81)
29/93  69% (58-77)

074 (0-44-1-26) 027 079
073 (0-44-1-22) 023
0-60 (0-37-0-97) 0.036

Multivariable analysis: n=186
+10% FFS

59 2 69%

C1 0.37-0.97, p 0.036

De Boer Lancet Oncol 2016;17:1114



Summary table - serous

Type of evidence

N

r Stage I-ll ! Stage llI

Comments

Serous
/mix

Database 1800 +10% CSS || +10% CSS
Database 400 +15% DFS -
Database 1000 +? OS -
RCT subgroup (Hogberg) 140 ns ns
(PORTEC) 186 %

-




Summary table - serous

Type of evidence

N

r Stage I-ll YStage 1] h

Comments

Serous
/mix

Database 1800 +10% CSS || +10% CSS
Database 400 +15% DFS -
Database 1000 +? OS -
RCT subgroup (Hogberg) 140 ns ns
(PORTEC) 186 +10%




US NCDB Clear cell #1

Any Adjuvant M
N HYS + Any Adjuvant Therapy vs HYS N= 4298 Clear cell ca uterus

i 08 L :
Multivariable analysis
081 B No difference in any Rx vs surgery alone

04

/
:

02

00+

WVs | 29 1P w " :
HYS e Ay Aduant | oop, " 2 “ '
Neragy : ' )
0 «® 100 1% 20
Months 10 Death or Last FollowUp
HYS HYS + Any Advart Therapy

Nieto 2018 Gynae Oncol 148:147



US NCDB Clear cell #2

Stage IA-1I Stage IlI-IVA

g

g
1

g
1

&
1

Estimated Overall Survival (%)
0
Estimated Overall Survival (%)
5
1

8
L
3

Stage |-

1 Stage -V s =

° T T T T 0 T
0 2 4 6 e o 2 4 (3 £

Time (years) Time (years)

FIGURE 2. Overall survival estimates based on treatment approaches after IPTW adjustment among stage IA to Il
(left) and stage Ill to IVA patients (right).

ns C+RT >0, HR 0.4 p.005

N= 2504
Multivariable analysis with propensity score matching (IPTW)

CRT

RT

obs
0S St St -1V
Raw data | +10% +17%
Multivar ns ns
PSM ns HR 0.4

p.005

Xu 2016 1JGC 26(3):472




Summary table — serous and clear cell

Type of evidence Stage I-ll Stage lll | Comments

Serous | Database 1800 +10% CSS | +10% CSS
/miX | Database 400 | +15% DFS i

Database 1000 +? OS -

RCT subgroup (Hogberg) 140 ns ns

(PORTEC) 186 +10%

Clear Database 4300 |ns ns ‘
cell Database 2500 | Ns + 0OS But includes stage IV

St &IV




Serous discussion

We don’t really know what the right thing to do is in your rare
cancer, as there are no good studies to help us

Chemotherapy MAY reduce the chances of your cancer
recurring, by around 10%, maybe even more

But there might be no benefit at all, in which case you will only
get the toxicity of chemotherapy

To go ahead with Rx | need to know that you want this for the
possibility of benefit, not for a proven benefit



SUMMARY SUMMARY

Nothing is mandatory

Stage |-l endometroid - Meh
Stage |l endometiod — recoMmend

All stages serous — Mull over (recommend)

Stage I-Il clear cell = Meh
Stage lll clear cell = Mull over






AWAITED RCTs of Chemo

n Inclusion Chemo Comments
Does Chemo add to RT?
GOG 249 560 | + HIR, Il VBT + carbo/pac x3 | Early stage
CC/serous and —ve PRT PRT vs VCBT +chemo
cyto
ENGOT-EN2- | 680 || G3andll (VBT) + carbo/pac Early stage
DGCG -1l (VBT) Does chemo add to VBT
EORTC 55102 serous/CC/Sq/undiff
Does RT add to chemo?
GOG 258 800 [I-1VA (1998) Carbo/pac + PRT/cis | Late stage
I-1 serous/CC +cyto Carbo/pac Does RT add to chemo??




PFS Stage Ill uterine ca varies A LOT

Proportion Surviving Recurrence — Free

1.0 1
0.9
0.8 -
0.7 1
0.6
0.5
0.4 1
03
0.2 1
03
0.0

H.D. Homesley et al. / Gynecologic Oncology 112 (2009) 543-552
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R e aLu Ll waw v, 53
R PRV (TR e [N [, (Y PR
clear cell
Histology Alive,RF Failed Total
—  Serous 21 52 73
— — Clear Cell 12 13 25 sSerous
...... Adenoca Gt 75 15 90
-—-— Adenoca G2 132 62 194
-—— Adenoca G3 94 76 170
0 12 24 36 48 60

Months from Randomization

Fig. 6. Recurrence-free survival by tumor histology and grade.



Lester coll

Overall Survival by Treatment Modality

1.00
= 0.80- M“_\:
B 0.60-
ks
2
§ 0.40 -
& 0.20
log-rank P=0.0004
0.00 T T T T \
0 12 24 36 48 60
Follow-up Time (months)
No. at risk
RT 1370 1248 949 528 148 0
cT 254 242 183 98 26 0
CRT 378 345 274 144 42 0

cT

CRT




1.00 1

0.80 -

0.60 -

040+

Overall Survival

0.20+

0.00

boothe

Chemoradiation

_'-_—I_

N — —

Radiation Alone

aRT 8206
aCRT 3540

. 3. Survival analysis.
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Months Post Diagnosis
5256 3658 2034 904 152
1924 1082 ol7 180 24



How to define risk?

STAGE Type Il Myo Grade LVSI Risk +ve | CHEAT
path invasion nodes FOR MO
(%)
LOW (50%) || - <50 1-2 <5 NONE
INT I - >50 1-2 5-10
High INT I - <50 3 ONE
10-20
I - 1-2
HIGH (15- I - >50 3 TWO
20%) Norlll |- 30-40 | Stage II+
Type

Blank = doesn’t matter what's in this box

ESMO-ESGO-ESTRO Colombo 2015 Radiother Oncol 117:559




Proportion Surviving Recurrence —Free

1.0 1
0.9
0.8 -
0.7
0.6 -
05
0.4 -
0.3 1
0.2 -
0.1

0.0

Pacli adds to plat/dox if R2

LA
= 1'.
l]_: I-l__ e,
=5 L o
) I | R I d
(e ol
Rx/GRD Alive,RF: Failed | Total - .. . ... |
— CDMNo GRD 155 a0 245 L i
_ _  CDP/No GRD 163 87 250
...... CD/GRD 4 2 25
___  CDP/GRD 12 20 a2
12 24

Months from Randomization

Fig. 5. Recurrence-free survival by residual tumor status.

RO/1 Either chemo

R2 cis/dox/pacli

R2 cis/dox

Galaal 2016 CD010681



Chemo in Stage I-1l serous/CC case series
(post 2009, n>50)

n USC:CC: Stage Recurence % : 5yr0S %
mix no chemo-> chemo (CSS) [DFS]
Xiang 2018 1789 80:20:0 -1 ns ns
US database 1 (45->55) | +10%
Qu 2018 190 64:9:27 IAM- | 1624 -12%* [69>84] | +15%
224 IA M+

Canadian pooled data

TOTAL

1024

65:15:20

IAM+ most




All stages: Cochrane (PRE PORTEC & 249)

Figure 2. Forest plot from all trials of the hazard ratio for death from any cause (representing overall

survival).
Hazard Ratio Hazard Ratio
Stuchy or Subgroup  loglHazard Ratie]  SE Weight IV, Random, 95% CI [V, Randoim, 95% Cl 0
1.1.1 Chamatherpay versus no addrtional treatmert (all receie EERT+surgary) + 4 /O O S
WA RGO -0 0.27 5.9% 074036, 1.3
REG0 & EORTC -1.47 025 130% 0FA (040,107
Subtotal (95% C1) 18.9% 0,68 [0.45, 1.02] — H R . 74 p . 0009

Heterogenaity Tau®= 0.00; Ch== 0.07, di= 1 (F = 0.79); [*= 0%
Testfor overall efect 2= 1.85 (F = 0.08)

1.1.2 Chemothorpay v Radiotherapy BUT:

23140 032 0239 55% 0.73[0.34 1.53 ; ;

J GOG 2033 023 03 20% 0. 720040 1.248] Hea\“ly influenced by
BIC0G 005 018 0% 0B5[0ET,1.35 — . GOG 122 (stage Il —1V)
EOS 122 04 014 414%  0ET (051, 088 —a— -

Subtotal (95% C1) g1.1% 076 [0.62, 0.92] RS Not GOG 249 (big, -ve)
Heterogenaity Tau? = 0.00; ChR= 2.41, df=3 {7 = 0.49); P= 0% Not PORTEC

Testfor overall effect Z= 278 (P =0.005)

Tatal (95% CI) 1000%  0.74[0.52, 0.89] - TOO OLD - disregard
Heterogensity Taw® = 0.00, ChF= 268 di= 45 (F=074], "= 0% I:IIE DIT 155 ]I

Teatfor overall efizct 2= 3.31 P = 00004 Favours chematherapy Favours no chemotherapy

Teglmor suRQroun gimeranaes, Shif= 020, d7=1(F = 065, "= 0%

Johnson et al 2011 CD003175



Cochrane Stage lll and IV

Figure 3. Forest plot of comparison: | Chemotherapy vs radiotherapy, outcome: |.1 OS (Stage IIl/IV).

CT RT Hazard Ratio Hazard Ratio
Study or Subgroup _ log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Stage I
GOG122 -0.3857 01761 139 151 B24% 0.68 [0.48, 0.96] —-
Maggi 2006 -0.0801 0.2327 115 109 376% 0.92 [0.58, 1.46] ——
Subtotal (95% CI) 254 260 100.0% 0.76 [0.57, 1.02] RS
Heterogeneity: Tau*=0.00; Chi*=1.10,df=1 (P=0.30); I*= 9%
Testfor averall effect Z=1.83 {P = DDT} Concluded Chemo
1.1.2 Stage V effective — but ALL
GOG122 -0.3857 0.2168 55 51 100.0% 0.68 [0.44,1.04] 1 data essentia”y from
Subtotal (95% CI) 55 51 100.0% 0.68 [0.44, 1.04]
Heterogeneity: Mot applicable GOG122
Test far overall effect Z=1.78 (P = 0.08) ?27?7?7? JGOG trial
1.1.3 Stage IV
GOG122 -0.3857 01369 194 202 GB9.0% 0.68 [0.52, 0.89] . =
Maggi 2006 -0.0801 02327 115 109 31.0% 0.92 [0.58, 1.46] —u—
Subtotal (95% CI) 309 311 100.0% 0.75[0.57, 0.99] L

Heterogeneity, Tau®= 0.01; Chi*=1.25, df=1 (P = 0.26), F=22%
Testfor overall effect 2= 206 (F=0.04)

0102 05 2 5 10
Favours CT Favours RT Galaal 2016 CD010681
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Tlngllng or numbness

= I _RT S— 1\ |2 years later:
\ !- \ - Very much
0 1 - 4) 1

A = Quite a bit 25% ’qtlnte.a bit’ or ‘very

much’ tingling/numbness
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= 2 4—‘ Not at all
o | S
© BLRT 6 12 18 24 © BL RT 6 12 18 24

Sensory neuropathy (“quite a bit” or “very much”): 25% vs 6%

PORTEC-3 results De Boer et al, Lancet Oncology 2016

Presented By Stephanie de Boer at 2017 ASCO Annual Meeting
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Chemo in Stage I-1l serous/CC

n USC:CC:mix Stage 5 yr survival HR
Xiang 2018 1789 80:20:0 -1l ns ns ns
US Seer-Medicare database ml 4555 +10% | .66
Ccss p.006
Qu 2018 190 64:9:27 IA M- 69->84 +15% 0.47
Canadian pooled data 224 IA M+ DFS p-009
Boothe 2016 1021 70:30:0 -1 ? ? 0.48
US NCDB 0s




