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Que faut-il retenir de ces deux essais pour nos patientes ?
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Le cancer de I'endometre, before et now

Yves Klein. Inventation vitesse pure et
stabilité monochrome, 1959



Le cancer de 'endometre, before et now

Clinical Features

Risk factors
Differentiation
Histology

Stage
Prognosis
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Vers un traitement personnalisé du cancer de
‘'endometre

* La chimiothérapie pour tous (sans discernement) n’est plus vraiment une
option

* Au-dela de « hormonothérapie vs chimiothérapie »
* Recherche de cibles thérapeutiques

 Avenement de deux classes thérapeutiques majeures en oncologie
gynécologique

* Inhibiteurs de PARP

* Vers un traitement d’entretien comme dans le cancer de l'ovaire ?

* Inhibiteurs de checkpoints du systeme immunitaire
* Un changement de paradigme dans les cancers MSI ?
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Durvalumab plus carboplatin/paclitaxel followed
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DUO-E study design

Patients

* Newly diagnosed FIGO
2009 Stage IV or
recurrent endometrial
cancer

* Known MMR status

* Naive to first-line
systemic anticancer
treatment for advanced
disease

* Naive to PARP
inhibitors and immune-
mediated therapy .

* Adjuvant chemotherapy
allowed if 212 months
from last treatment to
relapse

* All histologies except .
sarcomas
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Control
————— >
N=718
Durva
Stratified by:
MMR status
(proficient vs
deficient) Durva+Ola
_—

Disease status
(recurrent vs
newly diagnosed)
Geographic region
(Asia vs non-Asia)

Shannon N. Westin

CP* (q3w)
*

Durvalumab pbo (IV q3w)

CP* (q3w)
+
Durvalumab (1120 mg IV q3w)

CP* (q3w)

+
Durvalumab (1120 mg IV q3w)

Patients without disease progression

nibiteurs de PARP dans le cancer de

Durvalumab pbo (IV g4w)

+
Olaparib pbo (tablets bid)

Durvalumab (1500 mg IV gdw)
+

Olaparib pbo (tablets bid)

Durvalumab (1500 mg IV gdw)
+

Olaparib (300 mg tablets bid)

Treatment until disease progression, unacceptable toxicity or other
discontinuation criteria were met

*Six cycles of carboplatin at an area under the concentration-time curve of 5 or 8 mg per mUmin and pachtaxel 175 mg/m

bid, twice daily, CP, carboplatin'paciitaxel; durva, durvalumab; FIGO, Intemationa! Federation of Gynaecology and Obstetrics; HRRm, homologous recombination repair mutation

IV, intravenously; ola, clapanb; pbo, placebo; q3{4)w, every 3(4) weeks, R, randomisabion; RECIST, Response Evaiuaton Critena for Sclid Tumours
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Endpoints

Primary

PFS (RECIST per
investigator) in

— Durva vs Control
— Durva+Ola vs Control

Key secondary
OS (analytical)
Safety

Exploratory
PFS in Durva+Ola vs durva
Subgroup analyses of PFS

~ Including MMR, PD-L1,
and HRRm

MISSION 1S required for re-use



Patient characteristics

Control Durva Durva+Dla

Wi a+t
Characteristics (N=241) (N=238) (N=239) Characteristics ﬁ‘m [ E:;;; D Fhrizlgi:a

Age, years Median (range) 64 (31-83) 64 (22-B4) 63 (27-86) MMR status *' % Proficient 80 81 80
Geographic Asia 28 29 28 Dehcient 20 19 20
region,” % Non-Asia 72 7 72 PD-L1 status,t % Positive (TAP score 21%) 68 71 63
Race, % White 59 57 56 Negative (TAP score <1%) 31 % kT

Asian 30 30 29 Unknown 1 3 3

Black/African American 4 5 6 HRRm status,! % HRRm 13 11 16

American Indian/Alaska Native 0 3 3 Non-HRRm 3 58 39

Other or nol reported 6 5 7 Unknown 32 31 25

Ethnicity, % Not Hispanic or Latino 90 87 86 Hiﬂﬂ“ﬂ type at Endometnod 58 59 64
Hispanic or Lalino 8 12 3 diagnosis,%  Serous 22 24 18

Disease Newly diagnosed" 48 47 48 Carcinosarcoma 9 5 8

status, % FIGO Stage Il 5 7 5 Mixed epithehal 5 4 4

FIGO Stage IV 42 40 41 Cnar ol ’ 2 3

Undifferenbated 1 2 2

fecuent > - v Mucinous or other 2 4 2

ECOGPS, %  (0) Normal Activit 65 66 69 brevious chemotherapy, % . N o
(1) Restricted Activity 35 34 3 Previous radiotherapy, % 29 N 36

Measurable disease at baseline, % B2 85 1 Prior surgery, % 84 86 87

Percentages may nod ictal 100 because of munding. *Siraidcation tacors (MMR stahs [probioent vs deicend], dsease siatus jnesty dagnosed vs recumment]. and geographe: regeon [Asm vs non-Asa) are per e randomesabon code Two pabents wih
‘unknown’ MMR stalus per cenbral laboratory were randomesed as ‘deficient’ per interactive woise: response system, based on local lestng  Asa ncleded Chana, Hong Kong. Indsa. Japan, Singapore and South Korea, "WIVR stabs evaluated usang the Ventana
immunohesiochemisirg MMR panel, *PD-L1 expresson evaluaied using Ventana SP263; *HRRm stahes evaluaied wsing the Foundabon One Clx HGS assay and mcudes delelenous or suspecied deletenous mutabons m ATM BRCAT, BRCAZ BARDH
BRIPT, COKTZ2 CHEKT, CHERZ FANCIL, PALB?. RADSIE RADGIC, RADSID. RADEL HIm siabus unknown mcludes pabenits recruded in Chana whese HRR lesting was nol performed and pabenits with samples thal wene unanaalable lor testing
I:ﬂnETESS ECOG PS5, Eastem Copperaine Uncologqy Group perfommance stalus. TAF umour area posstnaty

Shannon N. Westin Conlent of this presentabon s copynght and responsibility of the author. Permission i1s required for re-use
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PFS: ITT population Gonah S oua - Dunel

P o d nt Events, n (%) 173(71.8) 139 (58.4) 126 (52.7)
rima ry en p0| Median PFS (95% CI)," months  96(2.0-89) 102(9.7-147) 15.1(126-20.7)

0.71 (0.57-0.89); 0.55 (0.43-0.69);

o HR (95% C1) vs Controlt P=0.003 P<0.0001
90 - HR (95% CI) vs Durva' 0.78 (0.61-0.99)
80 Overall data maturity 61.0%
70 4
60 |
2 '
w N -
& 40 : X -
™ Durva+Ola
30 : \h"" ~ : Dl.l
: p ' rva
20 - ' .
10 " - -t ‘ Control
0 T I 1 ' T ; T T 1 T )
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months since randomisation
Durva+Ola 239 214 198 169 139 95 51 30 16 7 3 0
Durva 238 211 188 138 105 69 45 26 13 5 0 0
Control 241 213 184 125 86 45 26 10 3 1 1 0

The median (range) duration of follow-up for PFS was 126 (0.0-316), 154 (0.0-29.1), and 15 4 (0.0-31 7) months in censored patents for the Control, Durva, and Durva+Ola amms,

respectively. PFS rates were estimated by the KM method, *Cl for median PFS is denved based on the Brookmeyer—Crowley method, TThe primary PFS analysis for each companison was

performed separately. The HR and C! were estimated from a Cox proportional hazards model stratified by MMR and disease status The Cl was calculated using a profile kkelihood approach

monmss The P value was caiculated using a log-rank test stratified by MMR and disease status. [TT, intent-to-treat. KM, Kaplan—Meier.
Shannon N. Westin Conlent of this presentation 1s copynght and responsibility of the author. Permission is required for re-use
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Subgroup analysis of PFS by MMR status

Prespecified exploratory analysis

dMMR (20% of population)
100 1 12months 18 months
9 70.0% 62.7%
& 67.9%  67.9%
70 43.3% 31.7%
& | : v | CRON Durya+Ola
- \ L
* \ | | Durva
Hid 50 1 \~ - 4' ' e —
£ w0 ‘,'L '
— ]
30 - E e - * Control
20 : :
10 : |
|
0 2 v v T ) ) ! L A 4 : v v v
0 2 4 6 8 10 12 WM 16 18 0 2 MU % B N X
No. at risk Months since randomisation
DuvaeOla 49 43 39 28 17 1B 13 9 7 5 4 2 2 2 0 0 0
Duva 46 40 37 3% 32 21 2% 19 11 W 1N 9 5 5 2 0 0
Control 48 46 46 41 38 32 32 23 18 16 2% W 4 3 2 1 0

Control Durva Durva+Ola

(N=49) (N=46) (N=48)

Events, n (%) 25(51.0) 15(32.6) 18 (37.5)

Median PFS (5% Cl),* months 70(6.7-148) NR (NR-NR) 318(124-NR)
HR (95% Cl) vs Control’ 0.42 (0.22-0.80) 0.41 (0.21-0.75)
HR (95% CI) vs Durva! 0.97 (0.49-1.98)
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pMMR (80% of population)

100
«€ 12 months
% 1 59.4%
: 44.4% 18 months
’ 40.8% 42.0%
a 7 31.3%
d ﬂ] 4 2003‘3
& ~
40 4
:\ . Durya+Ola
30 1 - '
2 4 ’ (S T Durva
0 ' ' +Control
O | 4 . ) 4 4 1 4 L 4 L 4 1 4 ) ]
0 2 4 5 - 0 12 4 16 8 20 2 M4 % 2 0
No. at risk Months since randomisation
DaveeOla 192 178 170 ¥5% 113 77 713 40 25 22 13 7 1 1t 1 1 0

Duva 192 182 169 152 113 8 M & ¥ N 27 15 8 r 2 0 0
Contrdl 191 183 164 157 14 14 W07 5 & B»H 3 ¥ 12 W 5 2 0

Control Durva Durva+Ola

(N=192) (N=192) (N=191)
Events, n (%) 148 (77 1) 124 (64 6) 108 (56.5)
Median PFS (85% Cl).* months 87(92-101) 89(94-125) 150(124-180)
HR (95% CI) vs Control' 0.77 (0.60-0.97) 0.57 (0.44-0.73)
HR (95% CI) vs Durva' 0.76 (0.59-0.99)

Exploratory subgroup analysis. MMR status evalualed using the Ventana immunohistochemistry MMR panel Rates were esbimated by the KM methed
*Cl for median PFS was dernved based on the Brookmeyer-Crowley method, 'The HR and Cl were estimated from an unstratified Cox proportional hazards model



Subgroup analysis of PFS by PD-L1 status

Prespecified exploratory analysis
PD-L1 positive (TAP 21%; 69% of population)

12 months
67.3% 18 months

48.8% 54.9%
38.6% 40.2%

3
P S S T S
-

PD-L1 negative (TAP <1%; 31% of population)

: Q)
o 50 : ‘ Durva+Ola &
a ' N
40 : -
30 : \\ ' : D“N‘ : Duer
2 . M, Durva+Ola
10 4 : . “Control t
| : ' = Control
0 1 T T ¥ Y y L Y ! Y L 4 Y ' v v T ~
0 2 4 b 8 10 122 W 16 18 20 2 U % B N R 0 2 ] 6 " 0 12 14 % 18 20 Z X % 28 N
No. at risk Months since randomisation No. at risk Months since randomisation
Durva+Ola 150 144 135 126 116 101 %5 66 45 4 ¥ 23 13 10 L) 3 0 DavaeOla 82 78 69 6 51 4 » 22 1B 10 9 3 3 J 2 0
Duva 170 158 152 142 W% 8 /5 53 43 3B 1B 21 12 1N 3 0 0 Duva 51 5 48 41 31 25 25 % 9 ) 4 3 1 | | 0
Control 163 149 139 22 8% 58 5 3 2 11 w3 4 3 3 1 1 0 Contrl 75 69 68 60 M4 M 13 B W ‘o 4 ? 0 0 0 0
Control Durva Durva+Ola Control Durva Durva+Ola
(N=163) (N=170) (N=150) (N=75) (N=61) (N=82)
Events, n (%) 114 (69.9) 97 (57.1) 68 (45.3) Events. n (%) 57(76.0) 38 (62.3) 55 (67 1)
Median PFS (95% Cl),* months 95 113 208 Median PFS (85% CI).* months 99 97 101
HR (95% CI) vs Control! 0.63 (0.48-0.83) 0.42(0.31-0.57) HR (95% CI) vs Control' 0.89 (0.59-1.34) 0.80 (0.55-1.16)
HR (95% CI) vs Durva! 0.67 (0.49-0.91) HR (95% CI) vs Durva! 0.93 (0.61-1.41)

2023

Exploratory subgroup analysis. PD-L1 expression evaluated using Ventana SP2583. Prevaience shown is based on patients with known PD-L1 status. Rates were estimated by the
KM method. *Ci for median PFS was derived based on the Brookmeyer-Crowley method: "The HR and Cl were estimated from an unstratified Cox proportional hazards model



OS: ITT population

Secondary endpoint; interim analysis

Control Durva Durva+Ola

(N=241) (N=238) (N=239)
Events, n (%) 82 (34.0) 65 (27.3) 52 (21.8)
Median OS (95% CI)," months 259(239-NR) NR (NR-NR) NR (NR-NR)

12 months : :
87.7% 18 months HR (95% CI) vs Controlf QITQDLI: WA
100 84.2% 79.4% P=0.120 P=0.003
%0 19.7% bt HR (95% Cl) vs Durva! 0.7 (0.53-1.10)
80 - R R ' Overall data maturity 27.7%
70 A E Raas gy Durva+Ola
60 E E iR Durva
* ; : “‘\
g = ! ' w—tte—se—e— Control
40 - : :
30 : :
20 ; :
10 - E :
0 T T : T { 1 T T T T )
0 3 5 9 12 15 18 21 2 27 30 33 3%
— Months since randomisation
Durva+Ola 234 233 227 208 202 152 109 " 38 18 8 2 0
Durva 238 227 221 205 192 147 106 64 34 7 8 0 0
Control 41 229 215 201 185 136 104 69 35 15 4 0 0

The median (range) duration of follow-up for OS was 18.6 (0.5-32 9), 18.4 (2.1-33.0). and 18 7 (1 1-33 4) months in censored patients for the Control. Durva, and Durva+Ola anms, respectively
OS rates were estimated by the KM method. *Cl for median OS is derived based on the Brookmeyer—Crowiey method. TThe HRs were estimated from an unstratified Cox proportional hazards model.
The Ci was calculated using a profile likelihood approach P values were calculated using an unstratified log-rank test P values failed 1o reach statistical significance

MADRID MU“ETGSS
dx Shannon N. Westin

NR, not reached,
Conlent of this presentabon s copynght and responsibiity of the author. Permission is required for re-use



Que faut-il retenir de DUO-E ?

* Y a-t-il viaiment un apport de l'olaparib ?
* Pas d’analyse BRCA/HRD (pas de bénéfice dans la population dMMR)
* Vs NRG GY-018 (carboplatine paclitaxel + pembrolizumab)

* A venir: DOMENICA dans la population dMMR



Les questions qui restent en suspens

* Hétérogénéité du groupe NSMP (No Specific Mutation Profile)

* Quel test compagnon pour l'inhibiteur de PARP ?

* || n'est pas dit que les tests et seuils du cancer de l'ovaire soient applicables au
cancer de I'endometre

* || faut résoudre une équation a plusieurs variables qui sont peut-étre
(dans une certaine proportion) interdépendantes:

-HRD/HRP
-P53mut/non mut
-pMMR/dMMR
-PD1 vs PDL1 Mab
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Olaparib vs placebo as maintenance therapy
after platinum based chemotherapy in
advanced/metastatic endometrial cancer
patients: The GINECO randomized phase llb UTOLA trial

Florence Joly!, Alexandra Leary?, Isabelle Ray-Coquard3, Bemard Asselain®, Manuel
Rodrigues®, Laurence Gladieffs, Fernando Bazan’, Sophie Abadie-Lacourtoisie?,
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18Hépital Saint-Joseph, MARSEILLE, France, '*Hospices Civil de Lyon - Centre Hospitalier Lyon Sud, PIERRE BENITE, France, 2%Université de Paris Cité, AP-HP,
Cochin Port Royal, PARIS, France.

Pr Florence Joly, MD, PHD, Centre Francois Baclesse, Caen, GINECO, France, October, 202



UTOLA study design

Randomized phase |l trial

INDICATION OF
CHEMOTHERAPY

(according to physician decision)

ADVANCED OR
METASTATIC
ENDOMETRIAL CANCER

Platinum

Endometrioid, clear
based CT*

cells, serous and mixed

histologies
6 cycles

Adjuvant CT allowed
(if > 1 yr)

*Chemotherapy, at least 4 cycles
Recommended regimen : Carboplatin plus Paclitaxel
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2023

Primary endpoint : PFS in the ITT Population

Main secondary endpoints

Pre-specified other secondary endpoint

Inclusion = 2 years

Stratification factors
* P53 and MMR status
* Response to previous CT

Endpoint : Improvement of median PFS from 4.5 months to 7.5
months (from randomization)

PFS according to P53 status

PFS according to response rate

0S in ITT and according to P53 status
Safety

(QoL)

PFS according to HRD status

Olaparib
maintenance .
n=98 Until

PD

Placebo (RECIST 1.1)

maintenance
n=49




Molecular characteristics (v)smeco

Olaparib Placebo

(n=98) (n=49)

P53 status, n (%) Muted 51(52) 27 (55) 78 (53)
Wild-type 46 (48) 22 (45) 68 (47)
Not informative 1 0 1
MMR status, n (% MMRp 84 (88) 41(85) 125 (87) «
(%) MMRd 11(12) 7(15) 18 (13)
MMRp/P53 mut 50 (51) 25 (51) 75 (51)
Not informative 3 1 4
POLE mutation, n (%)* 1 0 1
BRCA1/2 mutation , n** 2 1 3
HRD status, n (%)*** LGE 26 51 (54) 22 (48) 73(52  pm

*Pole E = pMMR, LGE<6,
**one pt with BRCA 1 and 2,

0
***HRD status (Large genomic event =LGE) available for 140 pts 74 /0 Of P53 mUt dare HRD

79% of HRD are P53 mut

FERIESM
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PFS* by investigator assessment: ITT (v)smeco

N=147

*PFS calculated from randomization (end of CT)

MADRID ongress
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100 -
. Olaparib Placebo
median follow-up = 31 mo (n598) (n=49)
80 Median (months) [95% C.1.]
L 5.62[3.71;8.84] 3.98[3.48;7.66]
o
-
‘g 60 HR : 0.94 [0.65 -1.35]
S p=0.360
s
2
=
£ 40 —
£
. b':'_h-m.__,
} L
0 —
I 1 1 I 1 I I | I | I I ]
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since randomization
Olaparib 98 65 47 38 27 21 18 14 10 7 4 3 3
(0) (2) (2) (2) (2) 3) (3) (4) (7) (8) (10) (10) (10)
Placebo 49 33 21 17 12 9 8 7 5 4 4 3 2

0)

(1) (1) (1) (1) (2) 3) (3) 3)

4)




PFS: According to HRD status

HRD (LGE 26)n =73

Olaparib
100 =
(n=51)
Median (months) [95% C.1.]
80
5.36[3.52; 10.15] 3.61[1.84;7.33]
=
2 HR 0.59 [0.35 - 0.99]
5 601 p=0.021
S
z
E 40 -
g
=
20—
0 -
1 I | 1 I | 1 I 1 1 1 I 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since randomization
Olaparib 51 32 22 21 13 9 8 7 4 3 1
(0) (2) (2) (2) (2) (3) (3) 4) (6) (6) (7
Placebo 22 14 7 5 3 2 | ] 0 0 0

(0) (0) (0) (0) (0) (0) ) (0 (0) (0) (0)

MADRID ongress
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Probability (%) of event

(+)omee

HRp (LGE <6) n = 67

Placebo

100

80 =

60 -

40 -

20

Olaparib

(n=43) (n=24)
Median (months) [95% C.1.]
6.01[3.58; 8.31] 7.36 [2.89 ; 14.75]

HR 1.27 [0.73 - 2.21]
p=0.193

Olapanb

Placebo

Months since randomization

43 29 22 15 13 [l 9 7 6 4 3 2

(0) (0) (0) (0) (0) (0) (0) [{1)] (1) (2) (3) (3) (3)
24 17 13 11 8 6 6 5 5 4 4

{0) (0) (1) (1 (1) (1) (1 (1 (1) (2) (2) (2) (3)



PFS: HRD (LGE 26) and P53mut (exploratory analysis )

LGE =26, pMMR, P53 mut n=56

100 =
Olaparib Placebo
(n=39) (n=17)

80 Median (months) [95% C.1]
E 5.32 [2.56; 9.03] 3.48 [1.71; 4.86]
d; 60 HR 0.54 [0.30 - 0.99]
g
z
% 40 -
g
- ¥

20 Faire pivoter vers la gauche

) S— —

Olaparib 39 23 15 14 7 5 : 5 3 2 0
(0) (1) (1) (1) (1) (1) (1) (1 (3) (3) (4)

Placebo 10 4 3 | 0 0 () 0 () 0

MADRID ﬂngreSS
2023 (0) (o (0) (0) (0) (0) (0) (0) (0) (0) (0)
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Que faut-il retenir de I'essai UTOLA ?

* Y a-t-il vraiment un apport de 'olaparib ?

* Certainement pas chez toutes les patientes
* Peut-étre pour les patientes HRD/p53mut
e Séreux de haut grade ?

e Définition de HRD dans le cancer de I'endometre (quelx test ?)
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