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Newly diagnosed EOC (FIGO stage IlI-IV)
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Figure 2. Management of advanced EOC (FIGO stage lll-IV).




Ovarian 1L maintenance efficacy

SOLO-11t PAOLA-12 PRIMA3 ATHENA*
(Olaparib) (Olaparib+Bev) (Niraparib) (Rucaparib)

22.1vs. 16.6 13.8 vs. 8.2 20.2 vs. 9.2
(HR 0.59) (HR 0.66)** (HR 0.52)
BRCAM 56.0 vs. 13.8 37.2%vs. 21.7 22.1vs.10.9 NR vs. 14.7
(HR 0.33) (HR 0.31) (HR 0.40) (HR 0.40)
HRD+ 46,8 vs. 17.6 24,5vs. 11,2 28.7vs. 11.3
(HR 0.41)** (HR 0.52)** (HR 0.47)
28.1% vs. 16.6 19.6 vs. 8.2
HRD+/Non-BRCA (HR 0.43) (HR 0.50) Not Reported
. 16.6 vs. 16.2 8.1vs.5.4 12.1vs.9.1
HRD Negative (HR 1.0) (HR 0.68) (HR 0.65)
Median Follow-Up 4.8 years 5 years 3,5 years 26 months

Safety specific to ATHENA not released in press-release.
» Based on 5-Year follow-up data; Primary analysis mPFS was not reached (HR 0.30) at 41 months follow-up

» 3% instable median
« *ypdated PFS ESMO 2022 ENGQT

European Network of

1. Moore K, et al. N Engl J Med. 2018;379:2495-2505/Barneijee ESMO 2020. 2. Ray-Coquard I, et al. N Engl J Med. 2019;381:2416-2428; 3. Gonzalez-Martin A, et al. N Engl J Med. e
Gynaecological Oncological Trial groups

2019;381:2391-2402 4. Monk B, et al. J Clin Oncol 2022; Jun 6;JC02201003. doi: 10.1200/JC0.22.01003



OS WAS PROLONGED IN THE HRD-POSITIVE SUBGROUP

PAOLA-1 study (ESMO, Paris 2022)

Olaparib + Placebo +
100 bevacizumab bevacizumab
90 — (N=255) (N=132)
= 80— 5-year OS rate Events, n (%) 93 (36.5) 69 (52.3)
§ 70 — 65.5% Median OS, months ~ 75.2 (unstable)* 57.3
g 60
2 5-year OS rate, % 65.5 48.4
2 50-
H HR 0.62 (95% CI 0.45-0.85)
840 |
[ 1
-,1_'3 30 — i 38% reduction in risk of death for olaparib +
& : bevacizumab vs bevacizumab alone
20 '
! Patients receiving a PARP inhibitor
10 : during any subsequent treatment
0 | | | | : | | Olaparib + bevacizumab: 17.3% (44/255)
0 12 24 36 48 60 72 80 Placebo + bevacizumab: 50.8% (67/1 32)
No. at risk Time from randomization (months)
Olaparib + bevacizumab 255 253 253 252 252 244 238 231 225 215 205 200 195 189 183 176 174 170 164 142 116 83 62 32 17 4 0
Placebo + bevacizumab 132 130 129 128 126 121 117 114 109 105 100 96 91 89 86 82 79 77 70 59 44 29 21 9 2 1 O 9
*Median unstable; Waﬁad\mom
Isabelle Ray-Coquard HRD positive defined as a tBRCAm and/or genomic instability score of 242 on the Myriad myChoft’f&‘?‘lRB'F‘ﬂé‘-"&’é‘gﬂ?’“"‘”



OS SUBGROUP ANALYSIS BY BRCAm AND HRD STATUS

BRCAm* HRD positive* excluding BRCAm HRD negativef
100 1001 100
907 5-year OS rate 90 90+
SR 73.2% 801 80
E 70 704 5-year OS rate 70
60 60- 54.7% 60
w
_§ 50 53.8%" 50 ! 50 5-year OS rate
- 4 1 4
5 i 40 : 40 32.3%
& 304 ! 30 ! 30
g 201 ! 20- : 20- 25.7%
1 1
101 ! 101 ! 10 i
0 T T T T : T 1 0 T T T T ; T 1 0 T T T T i T
0 12 . 24 36 ) t}8 60 72 80 0 12 24 36 48 60 72 80 0 12 24 36 48 60 72 80
' Time from randomization (months) Time from randomization (months) Time from randomization (months)
Olaparib + bey:cl\:l:;::g 157156156 155155152150144143 139134131 13012712311811711511299 80 55 42 21 11 2 0 97 96 96 96 96 91 87 86 81 76 71 70 66 63 61 59 58 55 52 45 3729 22 12 5 2 0 192187186179169157146135126 119109100 97 89 77 72 66 62 57 43 3016 11 5 1 0
Placebo + bevacizumab 80 79 78 77 76 74 72 71 68 66 64 61 59 58 58 54 54 53 50 40 3322 17 10 3 1 0 55 54 54 54 54 51 48 46 44 42 40 39 37 36 33 322928 2421159 6 2 0 85 85 84 83 76 74 71 65 60 56 51 48 46 43 41 38 3533 3121 17711 8 5 2 1 0
Olaparib + Placebo + Olaparib + Placebo + Olaparib + Placebo +
bevacizumab bevacizumab bevacizumab bevacizumab bevacizumab bevacizumab
(N=157) (N=80) (N=97) (N=55) (N=192) (N=85)
Events, n (%) 48 (30.6) 37 (46.3) 44 (45.4) 32 (58.2) 140 (72.9) 58 (68.2)
Median OS, months  75.2 (unstable)* 66.9 NR 52.0 36.8 404
5-year OS rate, % 73.2 53.8 54.7 44.2 25.7 32.3
PARPi as subsequent treatment, n (%) 38(24.2) 44 (55.0) 9(9.3) 23(41.8) 46 (24.0) 34 (40.0)
HR 0.60 (95% Cl 0.39-0.93) HR 0.71 (95% Cl 0.45-1.13) HR 1.19 (95% Cl 0.88-1.63)

*By central labs; tUnstable median; <50% data maturity; ¥By Myriad myChoice HRD Plus. NR, not reported.



Role of PARPI in 1st line, including tBRCA and beyond
PRIMA/ENGOT-0V26/GOG-3012 trial of niraparib 1L maintenance

Eligible patients

« Newly diagnosed HGS/HGE aOC
« CRor PR to 1L PBCT® —>

——— | ostesting

- PFS by BICR® » Conducted at ~60% maturity in overall

Niraparib

« Tumor sample for HRD testin . population (~440 deaths)
P g Placebo Key secondary endpoint » Hierarchical testing: overall then HRd
Stratification factors Patients treated once daily® - 0S . 8l0°/o‘fpowct-zzj F?f detect ?‘ tsrt]atitsticarl]ly ;
. Neoadjuvant Chemotherapy: yes or no for 36 months or untll secondary endeintS: f;%rg \I;aa; Sd?eg?r?gilera"epggibzg?]r
- Best response to 1L PBCT: CR or PR disease progression « PFS2, TFST, PRO, safety

« Tumor HRD status: HRd or HRp/HRnd

Key risk characteristics of PRIMA population2

Disease stage Residual disease Tumor HRD/BRCA status
35.1% stage IV disease at diagnosis >99% stage Ill disease at diagnosis with residual disease after 50.9% HRd

Initial treatment primary debulking surgery 30.4% HRd/BRCAm
66.7% received neoadjuvant chemotherapy 47.5% postoperative visible residual disease or no debulking surgery 34.0% HRp
30.6% achieved partial response to 1L PBCT

PRIMA/JENGOT-0V26/GOG-3012 trial (NCT02655016). Patients must have either had CA-125 in the normal range or a 290% decrease in CA-125 during 1L treatment that was stable for at least 7 days. At baseline, 7.1% of the overall population had CA-125 above the
upper limit of normal. At study start, all patients received a fixed starting dose of 300 mg once daily. Subsequently, the protocol was updated to use an individualized starting dose adjusted according to baseline body weight/platelet count. *Primary endpoint of PFS by
BICR assessed by hierarchical testing, first in patients with HRd tumors and then in the overall population. 1L, first-line; aOC, advanced ovarian cancer; BICR, blinded independent central review; BRCAm, BRCA-mutated; CA-125, cancer antigen 125; CR, complete
response; HGE, high-grade endometrioid; HGS, high-grade serous; HRD, homologous recombination deficiency; HRd, homologous recombination deficient; HRnd, homologous recombination status not determined; HRp, homologous recombination proficient; OS, overall
survival; PBCT, platinum-based chemotherapy; PFS, progression-free survival; PFS2, progression-free survival 2; PR, partial response; PRO, patient-reported outcomes; TFST, time to first subsequent therapy.

1. Gonzélez-Martin A, et al. N Engl J Med. 2019;381(25):2391-2402. 2. O’Cearbhaill RE, et al. Gynecol Oncol. 2022;166(1):36-43.

EERaaESMD ™
2024 Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



PRIMA/ENGOT-0V26/GOG-3012 trial

Updated long-term PFS (ad hoc, investigator-assessed)

B HRd
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Final OS (62.5% maturity in overall population)

No difference in OS between niraparib and placebo arms in the overall, HRd, and HRp populations

Overall? HRd? HRp®
100 63% vs 64% 100 74% vs 14% 1001 "
1 3y 0S rate | 3-y OS rate . 0
80 ! % vs 519 80 , 61% vs 61% 80 52% vs 42%
48% vs 51% ! 4y 0S rate 13 0S rate
1 4.y OS rate 1 ! 55% vs 56% e
260 . 42% vs 44% 60 ! | 5.y OS rate 60 I | 37% vs 33%
N 1 1 5-y OS rate 1 1 4-y OS rate
O 4 Nir PBO 40 1 1 1 40 29% vs 27%
Overall population NS5 N INGEYE) : Nir PBO 1 Nir PBO ! 5.y OS rate
Median OS, mo 46.6 48.8 1 HRd population (n=247) | (n=126) : HRp population (n=169) | (n=80)
20 Hazard ratio (95% Cl)| 1.01 (0.84-1.23) 1 20 Median OS, mo 71.9 69.8 1 20 Median OS, mo 36.6
0 P value 0.8834 : 0 Hazard ratio (95% CI)| 0.95 (0.70-1.29) : 0 Hazard ratio (95% CI)| 0.93 (0.69-1.26) :
No 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 6 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
at risk Time since randomization, mo Time since randomizatio Time since randomization, mo
Nir 487 480 451 418 378 334 204 261 227 208 192 177 115 39 5 247 245 238 224 207 191 173 156 1 169 164 148 134 120 101 84 73 60 53 47 40 29 5
PBO 246 242 223 204 191 171 153 138 121 111 105 100 62 17 3 126 126 118 112 107 98 91 82 80 76 67 57 51 44 33 31 26 25 21 19 14 2
[A
| N HRA/BRCAM B . HRABRCAWE
HRD stalus ' @ ._‘__‘.:‘::\q s SR QLSS Al LH e Hazard rasio, 0:97 (85% CI, 0.62-1.53)
: . - w0 .
HRd all) 0 iR —‘— 095071129 1‘1\ b g =1
i _m S ] — 1
HRABRCAM e Bm —0:— 084 083141) Z, e z "y
® ®
WRIBRGA WM . i H S
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HRp 11 61 —4— 083(088128) i E “
b w0 e 18082 ? »
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T T T T l "
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Subsequent PARP inhibitor therapy

100 - Subsequent PARP inhibitor therapy? Subsequent PARP inhibitor use
ereeare s s s s nens . N * Most predominant in HRd population, with
75 HRd i M PO highest use in HRd/BRCAm population
i:,» 37,7 : * Most patients initiated in the 2L setting
g s

Any subsequent Overall HRd

PARP inhibitor by [ \[f3 PBO Nir :]0]
UEEUNETATNEARACI (n=487) (n=246) (n=247) | (n=126)

Any treatment line 11.7 37.8 15.8 484
2L 8.2 30.5 13.0 37.3
3L+ 3.5 7.3 2.8 111

25

0n/-N 57/487 93/246 : 39/247 61126  29/152  41/71 10/94  20/55 = 10/169 15/80

Overal : HRd(al)  HRJ/BRCAm HRJIBRCAwt i  HRp

Percentages calculated out of the total number of patients in each population, not the number of patients who experienced disease progression. 2L, second-line; 3L+, third-line and beyond; BRCAm, BRCA-mutated; BRCAwt, BRCA wild-type; HRd, homologous
recombination deficient; HRp, homologous recombination proficient; Nir, niraparib; PARP, poly(ADP-ribose) polymerase; PBO, placebo.

BARCELONA ongl

2024

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Why PRIMA did not show overall survival benefice for
Ovarian cancer patients in 1st line?

- Hypotheses to explore

« Different clinical trial (population, sensitivity to
platinum based CT, and no direct comparison

« Combination with bevacizumab (before
randomisation and during maintenance Parpi)
versus monotherapy

« Safety and dose intensity
* Role of upfront surgery & no residual disease

* Progression during parpi maintenance alone
(more than 90% during parpi versus in
combination with Bevacizumab (35% in
PAOLA-1)

« Role of subsequent therapies

* Surgery post progression 15.8% in
PRIMA

« Bevacizumab 35.8% PRIMA and

14.8% PAOLA-1
ENGOT

European Network of
Gynaecological Oncological Trial groups




Safety profile across first-line maintenance trials: Summary

ATHENA-MONO? PAOLA-14
Bevacizumab |Bevacizumab
Placebo [ s{l=lerz1ilof| Placebo + olaparib + placebo
4 244 185 49 535 267

SOLO1!

Ciapars
n 260 130 48

AE leading to

Dose interruption 52.7%

piscontinuation

Grade 23 AEs 39.6% 20% 70.5% 18.9% 60.5% 22.7% 57% 51%

Please note that head-to-head studies were not conducted between these products. These data are for information purposes only and no comparative claims of non-inferiority or superiority in terms of efficacy or safety are implied or intended. Please note: Rucapar

is not licensed for first-line maintenance treatment in patients with newly-diagnosed ovarian cancer. AE, adverse event
1. Di Silvestro P, et al. J Clin Oncol 2022. doi: https://ascopubs.org/doi/full/10.1200/JC0.22.01549 [Epub ahead of print]; 2. Gonzalez-Martin A, et al. N Engl J Med 2019;381:2391-2402; 3. Monk JM, et al. J Clin Oncol 2022. doi:

http://ascopubs.org/doi/full/10.1200/JC0.22.01003 [Epub ahead of print]; 4. Ray-Coquard IL, et al. Presented at European Society for Medical Oncology Congress; 27" September — 1t October 2019; Barcelona, Spain; abstract LBA2



PAOLA-1 substudy: Timing of surgery and residual disease
status

Upfront surgery HR 0.52 (95% CI 0.40-
0.69)

Interval HR 0.66 (95% Cl 0.50—
surgery 0.87)

Upfront surgery with 39.3
no residual disease HR 0.47 (95% Cl1 0.29—
0.75
Interval surgery with 0)
no residual disease HR 0.616151? Cl0.41-
Interval surgery with HR 0.70 (95% Cl 0.41—
residual disease
Unf h 1.20)
pfront surgery wit
residual disease HR 0.74 (95% C1 0.48~
r T T T T T T T T 1 1'15)
0 5 10 15 20 25 30 35 40 45
Months since randomization ENG .I.
[ | Olaparib plus bev: Upfront surgery [ | Olaparib plus bev: Interval surgery 9
Grimm C et al, SGO 2020 European Networkof I
B Placebo plus bev: Upfront surgery [l Placebo plus bev: Interval surgery Synaectlogical ncologica et groues



Residual disease to decide in HRD+ pop ?

Higher risk*,
HRD positive

100+
904
801
704
60+
504
401
301
204
107

Placebo +
bev (n=89)
Events, n (%) 77 (44) 67 (75)
Median PFS, months 36.0* 16.0

Lower risk*,
HRD positive

HR 0.39 (95% CI 0.28-0.54)

Olaparib plus bev

Placebo plus bev

o

3

o

Patients free from disease progression and death (%)

Number of patients at risk:

6

9 12 15 18 21 24 27 30 33 36 39 42 45

Months since Randomization

Olaparib plus bev 177 175 166 161 150 140 109 95 63 50 27 15 5 0 O
Placeboplusbev 89 86 78 66 59 47 31 24 16 11 5 2 0 0 O

*higher-risk patients: FIGO stage lll disease with upfront surgery and
residual disease / - NACT, OR FIGO stage IV disease

P Harter et al, EJC 2021

1007
901
801
701
601
50-
401
301
201
104

Placebo +
bev (n=43)
Events, n (%) 10 (13) 25 (58)
Median PFS, months NR 22.1

HR 0.15 (95% CI 0.07-0.30)

Placebo plus bev

o
o
w -
o
© -

Patients free from disease progression and death (%)

Number of patients at risk:
Olaparibplusbev 78 77 76 75 73
Placeboplusbev 43 42 39 37 32

1 1 1 1 1 1 1 1 1 1
15 18 21 24 27 30 33 36 39 42 45
Months since RandomizaﬁHHStable median due to lack of events

73 60 60 40 35 19 14 6 3 O
32 23 20 12 7 3 3 1 1 O

*lower-risk patients: FIGO stage Ill disease with upfront surgery

and complete resection)



5-year OS by clinical risk in HRD-positive patients

100 1 1007 o o
Higher risk 87.9% Lower risk 948% 93.5%
90 90 '
80- | 80 i
%1 . ] i
g 0] 83.0/: £ 70 : : Olaparib + bev
[7:] | h [22] 1 1
o 60 1 64.8%) o 604 h h |
s s o Placebo + bev
> 507 | | > 507 : : o1.3%,
= ! | = 1 1 1
g 407 | | Olaparib + bev g 407 ' ' |
e 301 : : | Placebo + bev & 304 | | :
20 | i | 20 : | |
1 1 1 1 1 1
104 1 1 1 104 1 1 1
1 1 1 1 1 1
0 T : : T : T 1 0 T : : T : T 1
0 12 24 36 48 60 72 80 0 12 24 36 48 60 72 80
patients at risk Time from randomization (months) patients at risk Time from randomization (months)
0|aparib+ bev177175175174174166 163156 152143133 128123117 112105103100 96 82 69 49 36 15 8 0 Olaparib+ bev 78 78 78 78 78 78 75 75 73 72 72 72 72 72 71 71 71 70 68 60 47 34 26 17 9 4 0
Placebo + bev 89 88 838 87 85 81 79 76 73 69 66 62 57 56 53 50 49 47 43 36 24 14 10 4 0 Placebo + bev 43 42 41 41 41 40 38 38 36 36 34 34 34 33 33 32 30 30 27 23 20 1511 5 2 1 0O
Olaparib + Placebo + Olaparib + Placebo +
bevacizumab bevacizumab bevacizumab bevacizumab
(n=177) (n=89) (n=78) (n=43)
Events, n (%) 82 (46.3) 53 (59.6) Events, n (%) 11 (14.1) 16 (37.2)
Median OS, months 67.0* 54.0 Median OS, months NE NE
5-year OS rate, % 55.2 42.2 5-year OS rate, % 88.3 61.3
HR 0.70 (95% CI 0.50-1.00) HR 0.31 (95% Cl 0.14-0.66)
Patients receiving a PARP inhibitor Patients receiving a PARP inhibitor
during any subsequent treatment, 18.6 56.2 during any subsequent treatment, 14.1 39.5 T
% %
Domenica Lorusso Gynaecological Oncological Trial groups

HRD positive defined as a tBRCAm and/or genomic instability



In the relapse set

Recurrent EOC

In the most recent N

Assessment of the following factors [I-Il, A]:

hase Il as PAOLA1 L ot o
p a Se a S y * BRCA1/2status Potential for surgery Unfit or not willing to receive BSC

.
* Number of prior lines * Residual toxicity anticancer therapy
* Exposure and response ¢ Patient's general condition
D U O- O O r 1o prior treatment + Patient preference

IMAGYNOQ50 N N

Platinum is the best option when:

Platinum is not the best option . 8
* Prior response to platinum

when? [II-IV, A]: e i
LeSS th a n 1 0 % Of * Progression during platinum * No contraindication
= Early symptomatic progression

* Platinum intolerance®

patients progressed in I
the 156 months \
during chemotherapy kel L]

First relapse and positive
AGO score?

Consider surgery by
expert team [I, A]

or previously exposed [l, A; MCBS 4]
Trabectedin—PLD (if TFIp >6 months

p e rl O d and platinum intolerant) [Il, C; MCBS 2]t

N N
Priority for symptomatic response
and no indication to t i

! !

Platinum-based doublet® (PLD preferred) + PARPi maintenance’,
if responsive and PARPI-naive [I, A]
(preferred option if BRCA1/2-mutated)

No priority for symptomatic response

Platinum-based doublet®
(PLD preferred) + bevacizumab'

VAl
or platinum-based doublet® (PLD preferred) + bevacizumab' [I, A]
(if no contraindication or previous exposure to bevacizumah)

ARCELONA Ongress
2 Figure 3. Management of recurrent EOC.




Treatment Landscape in Ovarian Cancer (2024)

Diagnosis Evaluation Progression Death
I
Chemo e Chemo Chemo Chemo
#1 #2 #3 #4
|
Staging/ .
debulking Supportive
care

1. Pre treated by PARPi alone - relapse - CT + Bev followed by Bev
2. Pre treated by BEV alone - relapse - CT followed by parpi if CR/PR to CT
[3. Pre treated by PARPi & BEV - relapse - Place for re challenge? L
NGOT

European Network of
Gynaecological Oncological Trial groups




Bevacizumab rechallenge

- EVIDENCE

survival, months (95% CI)

H H - Ats edian progression-free % value
Carboplatin-based doublet plus bevacizumab beyond >R® e o e

CrassMark

. b I . b d d b I I . Standard chemo-  Bevacizumab
progression versus carboplatin-based doublet alone in ey o, g
- . . ey . Age, years 100
patients with platinum-sensitive ovarian cancer: - % m wha aiiies Eva e ey
. . 265 167 133 887903  118(99131) e 048 (0:34-0-69)
arandomised, phase 3 trial Pt R i
0 336 251 88(B4-93) 122(110-138) —— 0-52 (0-40-0-67)
100+ Standardchemo-.  Bevaczumab 12 70 53 88(59-100) 10772122 046 (0-25-0-84)
therapy group group — 080
frer maintenance bevacizumab 293 204 96(87-100)  132(118-152) —— 047 (0:36-0-63)
Median progression-free survival, months (95% CI) 8.8 (8:4-9:3) 118 (10.8-12.9) furing maintenance bevacizumab 13 100 80(70-87)  101(86-111) _— 043 (0-27-0-68)
= 75 Hazard ratio 0:51 (95% C1 0-41-0.65), stratified log-rank p<0.0001 it et b
3;, P o 03195 4 okt iy 612 145 123 7-9(66-8-4) 98(86-103) —_— 050(0-33-074)
g — Standard chemotherapy group >12 261 181 96(89-105)  140(120-162) —— 046 (034-062)
5 — Bevacizumab group Chematherapy backbone 003
¢ oo Carboplatin-paclitaxel a2 28 91(7H115) 162 (102-198) —_— 034 (015-0-80)
poi Carboplatin-gemcitabine 197 150 85(80-90)  108(98-118) —— 059(0-42-083)
2 Carboplatin-pegylated liposomal doxorubicin 167 126 9.0(7-8-100)  125(109-152) B 0.41(0-28-060)
g BRCA1 or BRCAZ mutational status 00004
£ %5 Unknown 150 17 86(7691)  102(90-114) — 056 (0-38-0-83)
Wild-type 203 154 87 (80-92) 12:0 (10-8-14-8) — 036(025-050)
Mutated 53 n 161(11:0-200) 141 (11:2-175) — 158 (0-667-371)
All patients 406 304 88(84-93) 118(108-129) - 0.51(0-41-065)
r J
3 3 5 B 2 o 2 b 8 = -
4 3 3 4 4 Favours chemotherapy  Favours
Time since randomisation (months) plus bevacizumab  chemotherapy
Number at risk
(number censored) Figure 3: Forest plot of subgroup analysis of p ion-fi vival
Standard chemotherapy group 203 (3) 137(25) 35(35) 10(38) 5(40) 1(41) 0(41) 0(41) 0(41)
Bevacizumab group 203 (1) 179(9) 83(29) 30(40) 9(42) 3(45) 0(45) 0(45) 0(45)

Figure 2: Kaplan-Meier estimated curves of progression-free survival

Sandro Pignata et al. Lancet Oncol 2021; 22: 267—-76 ENGQT
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PARPi rechallenge: OREO study / ENGOT-ov38

" SR

- .
e . ’ mary endpoint I
Olaparib 300 mg bid .
- gBRCAM or SBRCAM by e 2.5 years for recruiting
. local testing not previously tolerated * Investigator-assessed PFS 112 patients BRCAm
Patients o q p
S : Prior PARPi exposure for VS (modified RECIST 1.1)
* Relapsed non-mucinous o
e . =18 months after first-line
epithelial ovarian cancer chemotherapy or 212
) ' = Secondary endpoints
* Ong prior course of PARPi months after second-line or
maintenance therapy later chemotherapy 21 rerdonisation sratfed by = Time to RECISTICA-125 3.5 years for recruiting
: CR/,PR © m(,)St el “Prior bevacizumab . progression or death H
platinum regimen or NED ] + <3vs 4 prior lines of platinum-based ~ |— Time to first subsequent 108 patl ents non-B RCAm
after surgery* with no rising chemotherapy therapy or death
Non-BRCAmM cohort
CA-125 S - : * Time to second subsequent
+ Documented BRCAm status * gBRCAm negative by local Olaparib 300 mg bid therapy or death
by local testing testing; may include patients of t250 mg b'ld 'tf ?00 tmg + Time to treatment
. not previously tolerate . e
+ No limit to number of prior with undetected SBRCAm : (N=7y2) discontinuation or death How was the res ponse
lines of therapy Prior PARPi exposure for * Overall survival .
212 months after first-line * HRQoL to pl atinum after
chemotherapy or « Safety . ..
>6 months after second-ine — iPARP exposition?
or later chemotherapy Until disease progression
*NED was permitted if optimal cytoreductive surgery conducted prior to chemotherap
bid, twice daily; CA-125, cancer antigen 125; CR, complete response; gBRCAm, germline BRCA mutation; HRQoL, health-related quality of life; NED, no evidenc ENG T
of disease; PFS, progression-free survival; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumours; SBRCAm, somatic BRCA mutatiol
Pujade et al. ESMO 2021 Ei;:noapee(i'llo:iegll%:(cz:ogi(alTriaIgroups



ROLE OF PARPi RECHALLENGE

+ Re-challenge with olaparib significantly prolonged PFS in patients with and
without BRCA mutations.! However, these results were not clinically relevant, as
the median PFS increase was only 1.5 months in patients with BRCA mutation and
2.5 months in BRCAwt patients:2

w oy For half BRCAm pts, BRCAm cohort 100 ».:H__! Non-BRCAm cohort
90 4 there is NO benefit to . i
5 PARP post PARP Olaparib Placebo g X Olaparib Placebo
w80 pos (N=74) (N=38) W 8 (N=72) (N=36)
@ g
g M Median follow-up for PFS, months 41 28 g M1 Median follow-up for PFS, months 29 28
a a
g8 801 Events, n (%) 65 (85) 38(100) 2g 01 Events, n (%) 48(67) 30 (83)
O = O
g ¥ Median PFS, months 1 28 ag % Median PFS, months 53 28
3 401 Ex 401
SR HR 0.57 (65% CI 0.37-0.87); P=0.022 L HR 0.43 (95% C1 0.26-0.71); P=0.0023
H - @ -
= 20 19% BRCAm pts, were free of progression 'E 0
5 with PARP post PARP £ 14%
a 107 ‘_'_Iﬂ, ﬁ 10 B—l Olaparib A
002 4 6 6 101214 16518202 2% 283N %% %P 0 2 4 6 8 101214 16 18 20 2 24 % % % 2 %%
No. at risk Time from randomisation (months) No. atrisk Time from randomisation (months)
Obparb 74 66 38 25 2B % 13 7 7 6 4 4 3 2 2 1 1 1 1 Oapaib 72 62 31 1210 7 5 5 5 4 2 14 1 1 1 1 10
Placebo B ¥ BHH 4L 1D Placebo ¥ 37T 2 20

ENGOT

European Network of
Gynaecological Oncological Trial groups

The evidence for PARPi rechallenge is still limited and warrants further validation3




WHAT IS NEW IN THE RELAPSE SETTING

« PARPI in the 1st line setting for at least 50% of patients
with HGSC and advanced FIGO stage

 Potential overlap of platinum resistance and parpi
resistance

- efficacy of subsequent chemotherapy at first relapse may
be impact by the time of the progression compared to
disease progression during vs after olaparib plus
bevacizumab maintenance

A Need to integrate parpi interval free survival in our
algorithms?

« Alternative coming soon

ENGOT

ical Oncol



New data from PAOLA-1/ENGOTov25 trial

« Post hoc exploratory analysis: time from first subsequent therapy to second
subsequent therapy

First progression Second progression

PAOLA-1 trial design

; ! Median time from FST to SST

<

Maintenancs therapy

) R First subsequent Second subsequent
Patients Olaparib tablets 300mg bid x 2 years therapy therapy
« Newly diagnosed, FIGO Primary endpoint
stagall=l high-grade * Investigator-assessed During
serous or endomatriod PFS (RECIST v1.1) OLAPARIB olaparib therapy
ouarian fallopiantube andior | =dwesks ‘ i ARM
primary pertongalcancer | wenieppr MT:I?:_:";m:g::m o |_| Key secondary endpoints
P + Frshine eament ukome! S:s[“::lannadfnrﬂm First subsequent Second subsequent
+ Uphrent a interval surgery aftar the primary PFS therapy therapy
+ Plafinum-taane based Placebo x 2 years analysisor 60%data
chemotherapy plus 22 cycles & matuity) | A{)‘eh’
ﬁrmﬁﬂ!umﬁh-t olaparib therapy
Ptk wih QERCAM, TP atierits fujst hgve pecatiod 24 and =3 oyt
| platmum-based chemoheragy, ‘Faent it h ered 230y it te s 3 o y, apartfom patients
. 2t .
VBevanizumab 15 mghg every 3 wesks for aolal of 15 marths, nduding wil iy T y CAFR.
i, i chaly. OR, covglea rasgonss: FIGD, Inambanal Fadariion of ik A Dbestibicss, QERCAM, gamiling BRCAMaicA; .
HED AL, FFE2 PR ; CONTROL First subsequent Second subsequent
RECIST, Respons= Evaluzion Crenia in Sobd Tumours ARM therapy therapy
Ray Coquard et al NEJM 2019 & Harter, Ray Coquard et al Ann Oncol 2024 European Netvwork of ;

Gynaecological Oncological Trial groups



New factors to be integrated in our decision making process?

+ A multivariate analysis showed that progression after vs during olaparib was a significant prognostic factor for
time from FST to SST, together with platinum-free interval and initial risk of disease progression:

Prognostic factors influencing median time from FST to SST (olaparib arm)*

Independent prognostic factors HR from multivariate analysis (95% CI)
PFI 212 vs <12 months! —a—] 0.38 (0.29-0.51)
Lower vs higher risk of progression‘fi i i { 0.58 (0.42-0.81)
Progression after vs during olaparib i —a—] 0.65 (0.50-0.84)
therapy | { { N \
0.2 0.5 1 15 2

This analysis should be interpreted with caution as the subgroup analyses conducted meant the factors used in the initial
randomization of patients for PAOLA-1 were lost

*337 patients treated in the olaparib arm received any chemotherapy as first subsequent therapy and were included in the multivariate analysis; TLower risk of progression: FIGO stage Ill, no residual disease at upfront surgery. Higher risk of r
progression: all other settings for FIGO stage IlI; FIGO stage IV. FST, first subsequent therapy; PFS, platinum-free interval; SST, second subsequent therapy.
1. Harter P et al. J Clin Oncol 2023;41(Suppl. 16):abstr 5550. »ups



2"d Progression free survival (Patients receiving PBC as 15t
therapy)

* A post hoc exploratory PAOLA-1 analysis suggested the efficacy of subsequent chemotherapy at first relapse
was reduced in patients with disease progression during vs after olaparib plus bevacizumab maintenance!?

100 A

90 1 Progression Progression Control
. 80 - during olaparib ESgfterolaparib
= n=157 = =
% 70 - ( ) (n=132) (n=162)
2 60 - Events, n (%) 150 (96) 103 (78) 139 (86)
o
= - Median (95% CI),
s S0 months 7.3(5.7-8.4)  12.0(10.3-14.8) 12.9 (11.8-14.1)
€ 40 A
o HR (95% Cl) 2.3(1.8-2.9) 1.1 (0.8-1.4) Ref
o 30 1
o

20 A Progression after olaparib

10 - 1, Control

0 . | Progression during olaparib

0 12 24 36 48 60

Time from FST to SST (months)
Patients at risk

Progression after olaparib 132 113 97 83 60 46 35 25 21 14 11 5 2 1 O
Progression during olaparib 157 130 88 54 31 17 14 11 10 6 6 4 4 3 2 1 1 1 1 ENGQT
Control 162 150 139 120 90 58 45 33 28 24 19 18 14 12 9 8 5 1 O
One patient in the olaparib arm did not receive study treatment and is not included in this analysis. zl;:;p:c:‘o:ie:::%:‘c:ogicalTrial groups



Response rate to CT after PAOLA-1 regimen

Supplementary Table S2. Best response to any chemotherapy or to combination
therapy with PBC as FST

Best overall response, Progression during Progression after Placebo plus
n (%) first-line olaparib first-line olaparib bevacizumab arm
maintenance therapy maintenance therapy

Any chemotherapy as n=192 n=145 n =206

FST
Complete response 11 (5.7) 33 (22.8) 38 (18.4)
Partial response 37 (19.3) 39 (26.9) 75 (36.4)
Progressive disease 88 (45.8) 26 (17.9) 38 (18.4)
Stable disease 43 (22.4) 30 (20.7) 43 (20.9)
Mot evaluable 13 (6.8) 17 (11.7) 12 (5.8)

Combination PBC as FST n= 157 n=132 n=162
Complete response 11 (7.0) 32 (24.4) 35 (21.6)
Partial response 36 (22.9) 37 (28.0) 68 (42.0)
Progressive disease 64 (40.8) 22 (16.7) 18 (11.1)
Stable disease 39 (24.8) 29 (22.0) 32 (19.8)
Mot evaluable 7 (4.5) 12 (9.1) 9 (5.6)

One patient in the olaparib plus bevacizumab arm did not receive treatment and was not included in this analysis.
FST, first subsequent therapy; PBC, platinum-based chemotherapy.

Harter P, Ray-Coquard | et al Ann Oncol 2024

ENGOT
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Re challenge with parpi after response to PBC regimen in 18t
relapse?
- Patients distribution in PAOLA-1

Patients randomised in PAOLA-1
N=806
Progressed and received any
chemotherapy as FST

n=544
v I v
Monotherapy* as FST Combination PBC as FST
n=92 n=452
I
OLAPARIB ARM CONTROL ARM
n=290 n=162
v PBC without v PBC without
, : withou . . withou
PBC_Wlth PARPI PARPI PBC_Wlth PARPI PARPI
maintenance . maintenance :
maintenance maintenance

n=77 (27%) n=82 (51%)

n=213t (73%) n=80 (49%)

ENGOT

European Network of

*Platinum or non-platinum chemd¥grapy; tOne patient in the olaparib aga#tid not receive study treatment and is not included in this analysis. Gynaecological Oncological Trial groups



Impact of the PARPI free interval on the rechallenge

« Time from FST to SST was longer in patients who received PBC with PARPi
maintenance in the control arm or if they progresseq after parpi 1st line

PBC with PARPi maintenance @l ESGO ¢

100 « Very promising results
Progression Control .
%01 i « But need to be confirmed by a
2 %0 L2 = large prospective randomized clinical
g 70 - Events, n (%) 20 (91) 37 (67) 65 (79) .
] Median (95% 13.0 185 17.4 tr|a|
‘g’ 60 1 Cly months (10.2-14.7)  (15.2-21.3)  (14.0-20.5) ] ) ]
< 501 * Integrating the benefice risk for
E 40 - patients and myeloid toxicity
5 30 - « Time to consider a “fixed period
20 - flcun . . .
12 | T contro maintenance duration also in the
0 Progression during olapariby relapse Settlng
0 12 24 36 48 60
Time from FST to SST (months) [iIme rom +S1 10 SS1 (montns)
st 55 55 54 51 4033251512 8 8 4 1 0 77 58 4332201310109 6 3 1 1 1 O
Progressionduringolaparib 22 22 221812 5 5 3 2 2 2 1 1 1 1 1 1 1 1 1351086636 1912 9 8 8 4 4 3 3 2 1 0
Control 82 82 82 78 63 40 35 26 22 19 151512 11 8 7 4 1 O 80 68 57422718107 6 5 4 3 2 1111 O

*One patient in the olaparib arm did not receive study treatment and is not included in this analysis.
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8 CONCLUSION AND FUTURE

« Both re challenge maintenance bevacizumab and olaparib reported
statistically significant benefice for relapsed EOC
- However, magnitude of benefice & access not identical

- BEV after BEV: large benefice for PFS BUT local regulatory authorization

not largely accepted and MITO16 did not included patients pre treated
by PARPi

- PARPiI post PARPi :

— OREO trial (progression during parpi): in BRCAm pts, outcomes are
poor post-PARPI regardless of treatment arm! Also good response
to Platine, only 14 to 19% received olaparib > lyear

— PAOLA-1 retrospective data encouraging to re introduce parpi after
parpi for those who progressed after maintenance therapy

Next steps:
1. To introduce a parpiTFI for clinical trial including Platine

2. To explore the re challenge parpi for those who did not progressed
during parpi maintenance

3. To develop/re inforce alternatives for patients progressing during
parpi (ADC regimen, weel inhibitors, surgery, local therapies....)

ENGOT

European Network of
Gynaecological Oncological Trial groups




